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Abstract
Background: Cancer treatment failure is majorly attributed to the emergency of multi-drug resistance of cancer cells towards most conventional
drugs used in chemotherapy hence the need for more active principles with less side effective from natural sources.
Methods: Characterization of isolated compounds was achieved using NMR spectroscopy and comparison of acquired data with literature
values. The antiproliferative properties were determined using resazurin reduction assay.
Results: Three labdane diterpenoids namely; 18-nor-labd-13(E)-ene-8α, 15-diol (1), labd-13(E)-ene-8α, 15-diol (2) and austroinulin (3) were
isolated from the stem bark of Croton sylvaticus. The crude extract was active at 10 µg/mL with cell inhibition of 86.96±4.86 against drug
sensitive CCRF-CEM and 77.57±2.84% against drug resistant CEM/ADR5000 leukemia cell lines. However, all the compounds displayed lower
antiproliferative potencies as they exhibited cell inhibitions<70% of the cell population at 10 µM. The cell inhibition of doxorubicin, was
94.89±0.86% and 24.20±2.89% against CCRF-CEM and CEM/ADR5000 cells, respectively. From these observations, it is clear that
CEM/ADR5000 are resistant to doxorubicin while the activities of the compounds were similar against the two cell lines. This could be attributed
to the similarities in their skeletal structures. Furthermore, 1 and 3 were more active than doxorubicin against CEM/ADR5000 cells.
Conclusion: The labdane diterpenoids displayed low cytotoxicity against CCRF-CEM cells and CEM/ADR5000 as compared to the crude
extract. Doxorubicin was inactive against CEM/ADR5000 cells. Furthermore, 1 and 3 were more active than doxorubicin against CEM/ADR5000
cells. These compounds could be modified to obtained analogues with improved activities against the drug resistant cells.
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Background
Cancer is rated second as the major cause of death after
cardiovascular diseases. According to World Health Organization
(WHO), 9.6 million deaths were globally recorded as being due to
cancer and cancer-related ailments [1,2]. With this rate, if no
interventions are made, the mortality rate is projected to increase
to 11.5 million per annum by 2030 as predicted by the World
Health Organization [1].
Croton sylvaticus Hochst. ex Krauss (Euphorbiaceae) is
a semi-deciduous plant which normally grows in the woodland
savannah, coastal forest and evergreen forest [3]. It is relatively
common in many parts of tropical Africa [4]. It is one of the native
plants to Ethiopia, Kenya, Lesotho, South Africa and Uganda [3].
Traditionally, it is one of the plants used in the treatment of some
ailments such as malaria and cancer [5-7], tuberculosis, insomnia
and abdominal disorders [7]. A wide range of biological activities
have been reported for this plant including antibacterial [8,9],
antifungal [8,10], anti-inflammatory [11,12], antioxidant [8,12],
effects on the central nervous system (CNS) [13], larvicidal [14],
mutagenic activities [13-16] and cytotoxicity against drug-sensitive
and resistant cell lines [17]. Previous phytochemical studies have
shown that Croton sylvaticus contain natural products belonging to
the following classes; terpenoids [8], alkaloids [6] and flavonoids
[18]. Some of the compounds that have been isolated from the
genus Croton include julocrotine [5,6] with anti-leishmanial activity
[19,20], penduliflaworonsin [8,21] possessing strong antiangiogenic property and low cytotoxicity hence the potential of
development of this compound for cancer treatment [22],
hardwickiic acid [21] which have been shown to act at presynaptic
opioid receptor [23] and hence is a potential candidate for the cure
of central nervous system (CNS) diseases including mood
disorders, drug abuse, anxiety, hypoxia and pain [24,25], lupeol [6]
which has shown interesting cytotoxicity against a panel of drug
sensitive and resistant phenotypes cancer cell lines [26], ent3,13E-clerodadiene-15-formate [8,21], crotohalimaneic acid [8,21]
which in previous investigations showed strong cytotoxicity against
a number of human tumor cell lines [27) and labda-13E-ene-8α,15diol [8,21] with a similar diterpene skeleton with ent-12R,16dihydroxylabda-7,13-dien-15,16-olide known to inhibits proliferation
of human lymphocytes present in peripheral blood mononuclear
cells (PBMC) via induction of monocyte apoptosis [28-30].
The assumption in the current investigation was that
compounds isolated from Croton sylvaticus stem bark extract
known to exhibit good antiproliferative properties should also exert
similar antiproliferative potencies.
Therefore, in our continuous search for cytotoxic
compounds from Kenyan plants that have exhibited cytotoxic
potential, the antiproliferative properties of the stem bark extract
(50% methanol in dichloromethane) of C. sylvaticus and isolated
compounds were investigated against drug-sensitive CCRF-CEM
and drug resistant CEM/ADR5000 human leukemia cells.

Methods
General
The compounds used in the present investigation included; 18-norlabd-13(E)-ene-8α,15-diol (1) [31], labd-13(E)-ene-8α, 15-diol (2)
[8,32] and austroinulin (3) [33]. The compounds were re-isolated
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from the stem bark of C. sylvaticus (50% MeOH in CH2Cl2) and
characterized using spectroscopic techniques (such as NMR and
MS) coupled with comparison of their TLC profile with authentic
samples from the Natural Products laboratory of the Chemistry
Department, University of Nairobi, Kenya (Figure 1). Doxorubicin
98.0%, which was used as the standard drug, was provided by the
Department of Pharmaceutical Biology, Institute of Pharmacy and
Biochemistry, Johannes Gutenberg University (Mainz, Germany)
and dissolved in Phosphate Buffer Saline (PBS; Invitrogen,
genstein, Germany) at a concentration of 10 mM.
Plant Material
Croton sylvaticus Hochst was identified in Kakamega forest in
Western Kenya with the help of Mr. Patrick Mutiso, a taxonomist in
the School of Biological Sciences (SBS), University of Nairobi. The
plant material was collected and the voucher specimen, KO-092016, deposited at SBS, University of Nairobi (UoN) herbarium for
future reference.
Extraction and Isolation
Approximately 2000 g of air-dried and powdered stem bark of
Croton sylvaticus was sequentially soaked in three liters of (1:1 v/v)
methanol (MeOH) in dichloromethane (CH2Cl2) solvent and then
filtered to obtain the filtrate. Similarly, the same plant material was
soaked in 5% v/v water in MeOH for 24 hours at room temperature.
The extract was filtered out to remove debris and concentrated in
vacuo using a rotary evaporator yielding two brown extracts of
140g and 90g for 50%MeOH in CH2Cl2 and 5% H2O in MeOH,
respectively.
From thin layer chromatography (TLC) analysis, the two
extracts obtained had similar profiles and therefore were combined.
A column of 80 mm diameter was packed with 2 kg of silica gel
using n-hexane (C6H14) and left standing overnight. 200g of the
extract was adsorbed onto a similar amount of silica gel and loaded
onto the packed column. Elution was done using ethyl acetate
(EtOAc) in n-C6H14 solvent system, initially with neat n-hexane and
then gradually increasing polarity with EtOAc as follows: 0.02:0.98,
0.04:0.096, 0.06:0.94, 0.10:0.90, 0.12:0.88, 0.15:0.85, 0.20:0.80,
0.25:0.75, 0.30:0.70, 0.35:0.65, 0.40:0.60, 0.5:0.5, 0.6:0.4, 0.7:0.3,
0.8:0.2, 0.9:0.1 and finally using neat EtOAc. Each fraction
consisting of approximately 500 ml were concentrated in vacuo
using a rotatory evaporator and their profiles were compared using
TLC.
The fractions of the major column eluted with
0.20:0.80v/v EtOAc in n-C6H14 yielded white amorphous solids of
labd-13(E)-en-8α, 15-diol (2, 43mg).The fraction of the main
column eluted with 0.25:0.75 EtOAc in n-C6H14yielded white
crystals of 18-nor-labd-13(E)-en-8α,15-diol (1, 50mg) which were
filtered by sanction and washed using 1% MeOH in CH2Cl2.
The rest of the fractions were combined based on the similarity of
their TLC profiles into the following fractions; KNO-1A (18.2g),
KNO-2A (20.4g), KNO-3A (15.5g) and KNO-4A (25.6g. Fraction 2A
with an interesting TLC profile of only two spots was subjected to
further purification using column chromatography with silica gel as
the stationary phase and eluting with EtOAc/n-C6H14 solvent
system in increasing polarity. The earlier fractions (1-20) of the
minor column afforded austroinulin (3, 34mg), isolated as white
crystals.
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Cell cultures
The cell lines used in the current work, their origins and their
treatments were previously reported [26,34]. They included drugsensitive CCRF-CEM leukemia and its multidrug-resistant pglycoprotein over-expressing subline CEM/ADR5000 [35,36]
Resazurin reduction assay
Resazurin reduction assay [37] was performed to assess the
cytotoxicity of the studied samples toward various sensitive and
resistant cancer cell lines. The assay is based on reduction of the
indicator dye, resazurin, to the highly fluorescent resorufin by
viable cells. Non-viable cells rapidly loose the metabolic capacity to
reduce resazurin and, thus, produce no fluorescent signal.
Adherent cells were detached by treatment with 0.25%
trypsin/EDTA (Invitrogen) and an aliquot of 1 x 104 cells was placed
in each well of a 96-well cell culture plate (Thermo Scientific,
Germany) in a total volume of 200 mL. Cells were allowed to attach
overnight and then were treated with different concentrations of the
studied sample. For suspension cells, aliquots of 2 × 104 cells per
well were seeded in 96-well-plates in a total volume of 100 mL. The
studied sample was immediately added in varying concentrations
in an additional 100 mL of culture medium to obtain a total volume
of 200 mL/well. After 24 h or 48 h, 20 mL resazurin (Sigma-Aldrich,
Taufkirchen, Germany) 0.01% w/v in ddH2O was added to each
well and the plates were incubated at 37 °C for 4 h. The
fluorescence was measured on an Infinite M2000 ProTM plate
reader (Tecan, Crailsheim, Germany) using an excitation
wavelength of 544 nm and an emission wavelength of 590 nm.
Each assay was done at least two times, with six replicate each.
The viability was evaluated based on a comparison with untreated
cells. IC50 values represent samples’ concentrations required to
inhibit 50% of cell proliferation and were calculated from a
calibration curve by linear regression using Microsoft Excel. The
protocol has been published by us [38,39].

Results
Isolated compounds: The stem bark (50% MeOH in CH2Cl2)
yielded three labdane type diterpenoids characterized as; 18-norlabd-13(E)-ene-8α,15-diol (1) [24], labd-13(E)-ene-8α, 15-diol (2)
[8,32] and austroinulin (3) [33] (Figure 1)

Figure 1. Structures of labdane diterpenoids, 18-nor-labd-13(E)ene-8α,15-diol (1), labd-13(E)-ene-8α, 15-diol (2) and austroinulin
(3) from the stem bark of Croton sylvaticus Hochst
Antiproliferative Potencies of studied samples
The crude extract was active at the tested concentration of 10
µg/mL with cell inhibition of 86.96±4.86 against the drug sensitive
CCRF-CEM and 77.57±2.84% against the drug resistant
CEM/ADR5000 leukemia cell lines. However, all the compounds

displayed lower antiproliferative potencies as they exhibited cell
inhibition <70% of the cell population at 10 µM. The cell inhibitions
were as follows; 48.60±4.08% for 1, 8.12±4.27% for 2 and
55.11.89±2.31% for 3 against CCRF-CEM and 33.83±4.79% for 1,
20.26±1.77% for 2 and 46.03±07% for 3 against CEM-ADR5000.
The cell inhibition of the standard drug, doxorubicin, was
94.89±0.86% and 24.20±2.89% against CCRF-CEM and CEMADR5000 cells, respectively. From these observations, it is clear
that CEM/ADR5000 are resistant to doxorubicin while the activities
of the isolated compounds were similar against the two cell lines.
The similarities in their activities may be attributed to the similarities
in their skeletal structures. Furthermore, labdane diterpenoids, 1
and 3 were more active than the standard drug against
CEM/ADR5000 cells. These compounds could be modified to
obtained analogues with improved activities against the drug
sensitive and resistant cells.
Table 1. Cell viability of the stem bark extract (50 % MeOH in
CH2Cl2) and compounds from C. sylvaticus Hochst and doxorubicin
against CCRF-CEM, CEM/ADR5000
Samples
Crude extract
1
2
3
Doxorubicin

Cell Viability ( %)
CCRF-CEM
13.04±4.86
51.40±4.08
91.88±4.27
44.89±2.31
2.64±0.86

CEM/ADR5000
22.43±2.84
66.17±4.79
79.74±1.77
53.97±0.70
78.97±2.89

Discussion
Croton sylvaticusis a potential herb in the treatment of cancer [40].
Previous studies have shown that the stem bark extract (50%
MeOH in CH2Cl2) inhibited the proliferation of drug sensitive CCRFCEM leukemia cancer cell lines by more than 50% at 10 µg/mL,
following incubation for 72 h [17].
In the preliminary screening, the three labdane
diterpenoids namely 18-nor-labd-13(E)-en-18α,15-diol (1), labd13(E)-en-18α,15-diol (2), and austroinulin (3) isolated from stem
bark of Croton sylvaticus displayed lower activity against both drug
sensitive and resistant human leukemia cells as compared to the
crude extract. However, the stem bark extract was more active with
cell inhibitions of 86.96±4.86 against CCRF-CEM and
77.57±2.84% against CEM/ADR5000 leukemia cell lines. It was
also noted that two of these compounds (1 and 3) comparatively
were more active against the drug resistant phenotype cells than
the standard drug, doxorubicin. However, 1 and 3 were
substantially less active against the drug sensitive phenotype.
Future studies can aim at modifications of these compounds
towards improving their activities against the leukemia CCRF-CEM
and CEM/ADR5000 cells. Previous studies have shown the
potential of compounds with labdane type skeletons as anticancer
compounds. For example, ent-12R,16-dihydroxylabda-7,13-dien15,16-olide is known to inhibits proliferation of human lymphocytes
present in peripheral blood mononuclear cells (PBMC) via
induction of monocyte apoptosis [28-30]. Therefore, structural
modifications of the three labdane diterpenoids are likely to yield
analogues with cytotoxic effects.
The fact that the extract exhibited higher cytotoxicity as compared
to the isolated compounds would be due to their synergistic effect
which might have been lost during the purification process.
Alternatively, the cytotoxic compounds would have been minor and
therefore were not successfully isolated in the current study.
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Conclusions
The labdane diterpenoids displayed low cytotoxicity against CCRFCEM cells as compared to the stem bark extract (50% methanol in
dichloromethane). Doxorubicin showed minimal cell inhibition
against CEM/ADR5000 cells. Furthermore, 1 and 3 were more
active than doxorubicin against CEM/ADR5000 cells. The lower
activities of the compounds as compared to the crude extract
would either imply that the compounds were experiencing
synergistic interactions or that the active compounds would have
been minor compounds that was not successfully isolated in the
current study.

Authors’ Contribution
KNO carried out the isolation experiment; KNO, EOK and LKO
contributed to the identification of isolated compounds; KNO and
LKO wrote and edited the manuscript; LKO and EOK designed the
experiments.

Acknowledgments
We the authors acknowledge International Science Programme
(ISP) through the KEN-02 project, Kisii University through the office
of research and extension and National Commission science and
Technology & innovation (NACOSTI) for their funding towards this
project. We also appreciate Mr. Patrick Mutiso and Mr. Boniface
Gisacho for identifying, collecting and processing of Croton
sylvaticus. Prof. Leonidah Kerubo Omosa is grateful to Dr. EanJeong Seo and Prof. Thomas Efferth for providing the materials
and carrying out the bioassay experiments.

5.

6.

7.

8.

9.

10.

11.

12.

13.

14.

Conflict of interest
The authors have no competing interests

15.

Article history:
Received: 11 July 2019
Received in revised form: 30 July 2019
Accepted: 31 July 2019
Available online: 31 July 2019

16.

References

17.

1.

2.

3.

4.

Ferlay J, Colombet M, Soerjomataram I, Dyba T, Randi G,
Bettio M, Gavin A, Visser O, Bray F. 2013. Cancer incidence
and mortality patterns in Europe: estimates for 40 countries in
2012.” Eur. J. Cancer. 49(6):1374–1403.
Ferlay J, Colombet M, Soerjomataram I, Dyba T, Randi G,
Bettio M, Gavin A, Visser O, Bray F. 2018. Cancer incidence
and mortality patterns in Europe: estimates for 40 countries
and 25 major cancers in 2018. Eur. J. Cancer. 103:356–387.
Orwa C, Mutua A, Kindt R, Jamnadass R, Simons A. 2009.
Agroforestree Database: a tree reference and selection guide
version 4.0 (http://www.worldagroforestry.org/af/treedb/)
Medicinal
Plants-Google
Books.
Online.
Available:
https://books.google.co.ke/books?hl=en&lr=&id=7FJqgQ3_tn
UC&oi=fnd&pg=PA6&dq=Schmelzer,+2008&ots=QvLxnyU5O
0&sig=GDr8xScucjaSyjrqGweqTmMFX78&redir_esc=y#v=on

18.

19.

20.

Page 4 of 5
epage&q=Schmelzer%2C 2008&f=false. Accessed: 01-Apr2019.
Kapingu MC, Guillaume D, Mbwambo ZH, Moshi MJ, Uliso
FC, Mahunnah RL. 2000. Diterpenoids from the roots of
Croton macrostachys. Phytochemistry. 54(8):767-770.
Kapingu MC, Mbwambo ZH, Moshi MJ, Magadula JJ. 2012.
Brine shrimp lethality of alkaloids from Croton sylvaticus
Hoechst. East Cent. African J. Pharm. Sci. 15(2):35-37.
Stafford GI, Jäger AK, van Staden J. 2005. Activity of
traditional South African sedative and potentially CNS-acting
plants in the GABA-benzodiazepine receptor assay. J.
Ethnopharmacol. 100(1-2):210-215.
Ndunda B. Phytochemistry and bioactivity investigations of
three Kenyan Croton species (Doctoral dissertation, PhD
Thesis, University of Nairobi, Nairobi; 2014. 307 p).
Selowa SC, Shai LJ, Masoko P, Mokgotho MP, Magano SR.
2010. Antibacterial activity of extracts of three Croton species
collected in Mpumalanga region in South Africa. Afr. J. Trad.
Complem. Altern. Med. 7(2):98-103.
Mokoka TA, McGaw LJ, Eloff JN. 2010. Antifungal efficacy of
ten selected South African plant species against
Cryptococcus neoformans. Pharm. Biol. 48(4):397-404
Jager AK, Hutchings A, van Staden J. 1996. Screening of
Zulu medicinal plants for prostaglandin-synthesis inhibitors. J.
Ethnopharmacol. 52(2):95-100.
Frum Y, Viljoen AM. 2006. In vitro 5-lipoxygenase and antioxidant activities of South African medicinal plants commonly
used topically for skin diseases. Skin Pharmacol. Physiol.
19(6):329-335.
Aderogba MA, Ndhlala AR, van Staden J. 2013.
Acetylcholinesterase inhibitors from Croton sylvaticus ethyl
acetate leaf extract and their mutagenic effects. Nat. Prod.
Commun. 8(6):795-798
Kihampa C, Joseph CC, Nkunya MHH, Magesa SM,
Hassanali A, Heydenreich M, et al. 2009. Larvicidal and IGR
activity of extract of Tanzanian plants against malaria vector
mosquitoes. J. Vector Borne Dis. 46(2):145-152.
Elgorashi EE, Taylor JLS, Maes A, de Kimpe N, van Staden
J, Verschaeve L.2002. The use of plants in traditional
medicine: potential genotoxic risks. S. Afr. J. Bot. 68(3):408410.
Taylor JLS, Elgorashi EE, Maes A, van Gorp U, de Kimpe N,
van Puyvelde L, et al. 2003. Investigating the safety of plants
used in South African traditional medicine: testing for
genotoxicity in the micronucleus and alkaline comet assays.
Env. Molec. Mut. 42(3):144-154.
Omosa LK, Midiwo JO, Masila VM, Gisacho BM, Munayi R,
Kamakama F, Chemutai KP, Elhaboob G, Mohamed EM.
Hamdoun SS, Kuete V, Efferth T. 2015. Cytotoxicity of 91
Kenyan indigenous medicinal plants towards human CCRFCEM leukemia cells. J. Ethnopharmacol. 179:177–196.
Langat MK, Crouch NR, Pohjala L, Tammela P, Smith PJ,
Mulholland DA. Ent-kauren-19-oic acid derivatives from the
stem bark of Croton pseudopulchellus Pax. Phytochem. Lett.
2012 5(3):414-418.
Guimarães LR, Rodrigues AP, Marinho PS, Muller AH,
Guilhon GM, et al. 2010. Activity of the julocrotine, a
glutarimide alkaloid from Croton pullei var. glabrior, on
Leishmania (L.) amazonensis. Parasitol. Res. 107:1075–
1081.
de Siqueira Paladi C, Pimentel IA, Katz S, Cunha RL, de
Souza Judice WA, Caires AC, Barbiéri CL. 2012. In vitro and
in vivo activity of a palladacycle complex on Leishmania

Okerio et al. Investigational Medicinal Chemistry and Pharmacology 2019 2(2):31

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

(Leishmania) amazonensis. PloS. Neglect Trop. D.
6(5):e1626.
Ndunda B, Langat MK, Midiwo JO, Omosa LK. 2015.
Diterpenoid derivatives of Kenyan Croton sylvaticus. Nat.
Prod. Commun. 10(4):1934578X1501000403.
Liang Y, Zhang Y, Wang G, Li Y, Huang W. 2017.
Penduliflaworosin, a Diterpenoid from Croton crassifolius,
Exerts Anti-Angiogenic Effect via VEGF Receptor-2 Signaling
Pathway. Molecules. 22(1):126.
Pittaluga A, Olivero G, Di Prisco S, Merega E, Bisio A,
Romussi G, Grilli M, Marchi M. 2013. Effects of the
neoclerodane Hardwickiic acid on the presynaptic opioid
receptors which modulate noradrenaline and dopamine
release in mouse central nervous system. Neurochem. Int.
62(4):354-359.
Carlezon Jr WA, Béguin C, Knoll AT, Cohen BM. 2009.
Kappa-opioid ligands in the study and treatment of mood
disorders. Pharmacol Therapeut. 123(3), 334-343.
Wu H, Wacker D, Mileni M, Katritch V, Han GW, Vardy E, Liu
W, Thompson AA, Huang XP, Carroll FI, Mascarella SW.
2012. Structure of the human κ-opioid receptor in complex
with JDTic. Nature. 485,327–332.
Nyaboke HO, Moraa M, Omosa LK, Mbaveng AT,
Vaderament-Alexe NN, Masila V, Okemwa E, Heydenreich M,
Efferth T, Kuete V. 2018. Cytotoxicity of lupeol from the stem
bark of Zanthoxylum gilletii against multi-factorial drug
resistant cancer cell lines. Invest. Med. Chem. Pharmacol.
1(1):10.
Roengsumran S, Pornpakakul S, Muangsin N, Sangvanich P,
Nhujak T, Singtothong P, Chaichit N, Puthong S, Petsom A.
2004. New halimane diterpenoids from Croton oblongifolius.
Planta medica. 70(01):87-89.
Souza-Fagundes EM, Queiroz AB, Martins Filho OA,
Gazzinelli G, Corrêa-Oliveira R, Alves T, Zani CL. 2002.
Screening and fractionation of plant extracts with
antiproliferative activity on human peripheral blood
mononuclear cells. Mem. Inst. Oswaldo Cruz. 97(8): 1207–
1212.
Souza-Fagundes EM, Gazzinelli G, Parreira GG, MartinsFilho OA, Amarante-Mendes GP, Corrêa-Oliveira R, Zani CL.
2003. In vitro activity of labdane diterpene from Alomia
myriadenia (Asteraceae): immunosuppression via induction of
apoptosis in monocytes. . Int. Immunopharmacol. 3:383–392.
Scio E, Ribeiro A, Alves TM, Romanha AJ, de Souza Filho
JD, Cordell GA, Zani CL. 2003. Diterpenes from Alomia

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Page 5 of 5
myriadenia (Asteraceae) with cytotoxic and trypanocidal
activity. Phytochemistry. 64(6):1125-31.
Seaman F, Bohlmann F, Zdero C, Mabry TJ. 2012.
Diterpenes of flowering plants: Compositae (Asteraceae).
Springer Science & Business Media; Dec 6.
Morales-Flores F, Aguilar MI, King-Díaz B, de SantiagoGómez JR, Lotina-Hennsen B. 2007. Natural diterpenes from
Croton ciliatoglanduliferus as photosystem II and photosystem
I inhibitors in spinach chloroplasts. Photosynth. Res. 91(1):7180.
Bohlmann F, Fritz U. 1978. Neue diterpene und
acetylenverbindungen aus Nidorella-arten. Phytochemistry.
17(10):1769-1772.
Nganou BK, Mbaveng AT, Fobofou SA, Fankam AG,
Bitchagno GT, Mpetga JD, Wessjohann LA, Kuete V, Efferth
T, Tane P. 2019. Furoquinolines and dihydrooxazole alkaloids
with cytotoxic activity from the stem bark of Araliopsis
soyauxii. Fitoterapia. 133:193-199.
Kimmig A, Gekeler V, Neumann M, Frese G, Handgretinger
R, Kardos G, Diddens H, Niethammer D. 1990. Susceptibility
of multidrug-resistant human leukemia cell lines to human
interleukin 2-activated killer cells. Cancer res. 50(21):6793-9.
Gillet JP, Efferth T, Steinbach D, Hamels J, De Longueville F,
Bertholet V, Remacle J. 2004. Microarray-based detection of
multidrug resistance in human tumor cells by expression
profiling of ATP-binding cassette transporter genes. Cancer
res. 64(24):8987-8993.
O'brien J, Wilson I, Orton T, Pognan F. 2000. Investigation of
the Alamar Blue (resazurin) fluorescent dye for the
assessment of mammalian cell cytotoxicity. Eur. J. Biochem.
267(17):5421–5426
Kuete V, Mbaveng AT, Sandjo LP, Zeino M, Efferth T. 2017.
Cytotoxicity and mode of action of a naturally occurring
naphthoquinone, 2-acetyl-7-methoxynaphtho 2, 3-b furan-4,
9-quinone towards multi-factorial drug-resistant cancer cells.
Phytomedicine. 33:62-68.
Mbaveng AT, Fotso GW, Ngnintedo D, Kuete V, Ngadjui BT,
Keumedjio F, Andrae-Marobela K, Efferth T. 2018.
Cytotoxicity of epunctanone and four other phytochemicals
isolated from the medicinal plants Garcinia epunctata and
Ptycholobium contortum towards multi-factorial drug resistant
cancer cells. Phytomedicine. 48:112-119.
Ochwang’i DO, Kimwele CN, Oduma JA, Gathumbi PK,
Mbaria JM, Kiama SG. 2014. Medicinal plants used in
treatment and management of cancer in Kakamega County,
Kenya. J. Ethnopharmacol. 151(3):1040-55.

