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Air-dried and powdered roots of Clausena harmandiana (1.3 kg) were successively
extracted with hexane, EtOAc and MeOH yielded crude hexane (22 g), crude EtOAc (41 g) and
crude MeOH (147/ g), respectively. The chromatographic separation of the cfude hexane and
EtOAc extracts led to the isolation of fifteen compounds, heptaphylline (Il), dentatin (2), 7-
methoxyheptaphylline (3), xanthoxyletin (4), 7-methoxymukonal (5), clauszoline-K (6), ‘osthol
(7), mukonal (8), glycbsinine (9), methyl carbazole-3-carboxylate (10), docosyl ferulate (11),
clausine-C (12), 7-hydroxyheptaphylline (13), heptazoline (14) and clausine-V (15). Their
structures were elucidated on the basis of the spectral analysis (UV, IR, MS, 'H NMR, ®C NMR
and 2D NMR). |

Carbazoles 1 and 3 isolated from the roots of this plant were used as the starting material
for structural modification. The epoxidation, oxime formation, brominz}tion, cyclisation,
methylation and hydrazone formation were selected for structural modiﬁcation and led to 18
derivatives. |

All compounds were tested for antituberculosis activity against Mycobacterium
tuberculosis, antimalarial activity against Plasmodium Jalciparum, antifungal activity against
Candida albicans, cytotoxicity against cancer cells (NCI-H187, MCF-7 and KB cell lines) and
normal cells (Vero cells). Compounds 5 and 8 possessed strong antiplasmodial activity with IC,,
values of 2.94 and 3.27 pg/ml, respectively. Compounds 1, 3, 5 and 14 exhibited strong
cytotoxicity against NCI-H187 cell line (IC;, ® 0.3-2.2 pg/ml). Compound 5 displayed
cytotoxicity against MCF-7 cell line with an IC,, value of 1.74 pg/ml. Carbazoles 1 showed
strong cytotoxicity to KB cell line with IC,, values of 0.45 and 0.85 pg/ml, respectively. Oxime
18 which was derived from carbazole 1 exhibited strong cytotoxicity against NCI-H187 and KB

cell lines with IC,, values of 0.006 and 0.05pg/ml, respectively.





