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Abstract—Novel N-Mannich base-type derivatives of the antimalarial drug amodiaquine were synthesised by reaction with tertiary
N-chloromethylamides. With the exception of the derivative of ethyl hippurate, all the so-formed (1-amidomethyl-1H-quinolin-4-
ylidene)arylamines displayed high chemical and enzymatic stability. These compounds displayed antimalarial activity against the
multi-drug resistant Plasmodium falciparum strain Dd2 (IC50 values 15–31nM) and demonstrated no significant loss in activity com-
pared to amodiaquine (IC50 30nM).
� 2004 Elsevier Ltd. All rights reserved.
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Amodiaquine, 1, is an effective antimalarial against both
chloroquine-sensitive and chloroquine-resistant strains
of Plasmodium falciparum.1–3 The prophylactic clinical
use of amodiaquine has been discontinued due to re-
ports of hepatotoxicity and agranulocytosis.4,5 These
toxic side-effects have been ascribed to a cytochrome
P450-catalysed oxidation of the 4-hydroxyanilino moiety
to a quinone imine, 2 (Scheme 1).6–8 This metabolite re-
acts with proteins and peptides such as glutathione via
nucleophilic addition to C-5 0; its generation and binding
to cellular macromolecules could affect cellular function
directly or by immunological mechanisms that trigger
hypersensitivity reactions.8 The amidomethyl group
has been suggested as a pro-drug protecting group for
phenolic drugs.9 We therefore decided to explore the
reaction of amodiaquine with tertiary N-chloromethyl-
amides and herein report that this leads to the N-ami-
domethylation of the quinoline nitrogen atom, rather
than phenolic O- or amino N-alkylation. The resulting
(1-amidomethyl-1H-quinolin-4-ylidene)arylamines, 3 are
0040-4039/$ - see front matter � 2004 Elsevier Ltd. All rights reserved.
doi:10.1016/j.tetlet.2004.08.093

Keywords: Amodiaquine; Amidomethylation; Antimalarial.
* Corresponding author. Tel.: +44 01908 652513; fax: +44 01908

858327; e-mail: j.n.iley@open.ac.uk
kinetically rather stable (t1/2 3 to 11d at pH0.3 and 5
to >30d at pH7.4) (Table 1) and have useful antimalar-
ial activity.

Compounds 3 were synthesised, albeit in moderate
yields, by reacting the appropriate tertiary N-chloro-
methylamide with the sodium salt of amodiaquine, itself
prepared from amodiaquine and sodium hydroxide or,
alternatively, generated in situ with sodium hydride
(1molequiv) (Scheme 2).10 N-Chloromethylamides were
prepared as previously reported,11 by reacting the
appropriate secondary amide with paraformaldehyde
and chlorotrimethylsilane.

mailto:j.n.iley@open.ac.uk 


Figure 1. The Ortep plot of the X-ray crystal structure of 3d.

Table 1. Reactivity at 37�C and antimalarial activity against the Dd2 P. falciparum strain of N-Mannich base derivatives of amodiaquine

Compound R1 R2 Yield (%) t1/2 (h) IC50 ± SD
a (nM)

pH0.3 pH7.4 80% Human plasma

3a Me Me 18 NDb ND ND ND

3b Me 4-MeOC6H4 47 102 469 Stable 19 ± 2.7

3c Me C6H5 31 207 559 Stable (75)c

3d Me 4-ClC6H4 55 256 >700 Stable 31 ± 1.6

3e Me 4-NO2C6H4 19 266 >700 Stable 15 ± 2.4

3f CH2CO2Et C6H5 53 81 129 19 25 ± 2.6

Chloroquine — — — — — — 270 ± 0.6

Amodiaquine — — — — — — 30 ± 2.4

a SD: standard deviation.
b ND: not determined.
c Percentage of inhibition of parasite growth at 1nM.
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The structural assignment of the N-amidomethylation
products, 3, is based on spectroscopic data, including
DEPT, COSY and HMQC techniques. A characteristic
1H NMR feature of compounds 3 is the resonance of the
NCH2N group, which appears as a singlet at 5.4–
6.0ppm; these are within the range reported for N-Man-
nich bases derived from amides and sulfonamides.12

Further confirmation of the structure of 3 comes from
the C2–H and C3–H resonances and corresponding vici-
nal coupling constant.13 The C2–H resonance appears as
a doublet at ca. 7.0ppm (3J = 8.1Hz), which represents
a dramatic upfield shift compared to the value of
8.5ppm for the C2–H in 1 (3J = 5.3Hz).14 The C3–H
resonance in 3 appears at ca. 6.1ppm, also upfield from
the value of 6.6ppm in 1. Confirmation of the structure
of the aminomethylated products as 3 came from the X-
ray structure of 3d (Fig. 1),15 which shows inter alia an
intramolecular hydrogen bond between the phenolic OH
proton and the adjacent tertiary amino nitrogen atom.

Alkylation of aminoquinolines on the ring nitrogen is
known.16 However, we were surprised by such reaction
for the anion of amodiaquine. The estimated pKa values
in the nonaqueous solvent DMSO for the relevant func-
tional groups are: pyridyl N- ca. 5.1;17 anilinium N- ca.
�0.2,18 aniline N- ca. 20–2119 and phenolic O- ca. 20–
21.20 Thus, the pyridyl group is predicted to be more
nucleophilic than the aniline, but less reactive than either
the phenoxide or anilide anions. The pKa values of the
latter two groups make it is very difficult to predict,
which anion is formed, O- or N-. The chemoselectivity
of amodiaquine alkylation appears not to be thermody-
namically driven since the heats of formation for the phe-
nol O-, aniline N- and quinolineN-acetamidomethylated
derivatives were calculated by the PM3 method within
MOPAC to be �23.6, �31.9 and �24.3kcalmol�1,
respectively (i.e., alkylation of the aniline functionality
produces the most stable product). We suspect the lack
of reaction at the phenol reflects either the steric hin-
drance exerted by the neighbouring diethylaminomethyl
group or the preservation of the intramolecular hydro-
gen bond involving the phenol in the products 3.

Using an HPLC method,21 we found that compounds
3b–e are very slowly converted to amodiaquine in
pH7.4 buffer (Table 1). However, the reactivity of com-
pounds 3b–e increases significantly at pH0.3. Electron-
donating substituents in the benzamide moiety enhance
the rate of the acid-catalysed pathway (e.g.,
3b > 3c > 3d � 3e). These results are consistent with
protonation of the 4-imino nitrogen atom followed by
alkyl C–N bond scission via an SN1 mechanism, leading
to the formation of amodiaquine and the corresponding
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secondary amide (Scheme 3), which was also detected by
HPLC. Compounds 3b–e are very stable in human plas-
ma, with no significant degradation occurring during
48h of incubation. In contrast, the ethyl hippurate
derivative 3f is rapidly hydrolysed in human plasma to
yield amodiaquine. Possibly, the ethyl ester functionality
is rapidly hydrolysed and the corresponding hippurate
intermediate cyclises to expel amodiaquine.

Compounds 3 were assayed, using a microdilution as-
say,22 for their inhibitory activity against intraerythrocy-
tic forms of the Dd2 P. falciparum strain, a strain
resistant to several common antimalarial drugs such as
chloroquine but not to amodiaquine. All compounds
tested displayed useful activity against this multi-drug
resistant strain, with compounds 3b and 3e being signifi-
cantly more active than amodiaquine. The results suggest
that the physicochemical properties of the amide moiety
do not contribute significantly to the antimalarial activ-
ity. For example, the 4-MeO and the 4-NO2 benzamide
derivatives (3b and 3e, respectively) are equipotent
despite significant differences in electronic and lipophilic
properties between the two substituents (rpMeO = �0.27,
pMeO = �0.02, rpNO2

= 0.78, pNO2 = �0.28). Moreover, a
larger amino acid-based amide moiety, that is 3f, also
does not significantly affect the antimalarial activity.

In summary, amodiaquine reacts with tertiary N-chloro-
methylamides to form a novel antimalarial type of com-
pound, 3, that contains the 1H-quinolin-4-ylideneamine
core structure. Compounds 3 are stable N-Mannich
base-type derivatives and display excellent activity
against a multi-drug resistant P. falciparum strain.
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3,
l = 0.285mm�1, Z = 4, reflections collected: 14,764, inde-
pendent reflections: 4926 (Rint = 0.1147), final R indices
[I > 2r(I)]: R1 = 0.0740, wR2 = 0.1234, R indices (all data):
R1 = 0.2208, wR2 = 0.1667.

16. (a) Glen, W. L.; Sutherland, M. M. J.; Wilson, F. J.;
Browning, C. H.; Browning, P.; Robb, J. V. M. J. Chem.
Soc. 1939, 489–492; (b) Simpson, J. C. E.; Wright, P. H. J.
Chem. Soc. 1948, 1707–1709.

17. The aqueous pKa for the pyridyl N- in amodiaquine is 7.08
(Hawley, S. R.; Bray, P. G.; O�Neill, P. M.; Park, B. P.;
Ward, S. A. Biochem. Pharmacol. 1996, 52, 723–
733); however, the pKa of 4-methylpyridine in DMSO
(4.1, http://www.chem.wisc.edu/areas/reich/pkatable/
index.htm) is ca. 2 pKa units lower than in water (6.14,
Chrystiuk, E.; Williams, A. J. Am. Chem. Soc. 1987, 109,
3040–3046).

18. The aqueous pKa for diphenylamine is 0.77 (Pytela, O.;
Vetesnik, V. Coll. Czech. Chem. Commun. 1983, 48, 2368–
2375); however, the pKa of aniline in DMSO (3.6, http://
www.chem.wisc.edu/areas/reich/pkatable/index.htm) is ca.
1 pKa unit lower than in water (4.62, Gervasini, A.;
Aurou, A. J. Phys. Chem. 1993, 97, 2628–2639).
19. The pKa in DMSO for diphenylamine acting as an acid is
24.9, while the presence of the pyridyl N- in the 4-position
has the effect of lowering the pKa by ca. 4units (cf. aniline,
pKa 30.6, and 4-aminopyridine, pKa 26.5) (Bordwell, F.
G.; Algrim, D. J. J. Am. Chem. Soc. 1988, 110, 2964–
2968); Alternatively, perfluoro 4-phenylaminopyridine has
a pKa in DMSO of 9.4, while 4-phenylamino-2,3,5,6-
tetrafluoropyridine has a pKa in DMSO of 15.1 (Vlasov,
V. M.; Os�kina, I. A.; Starichenko, V. F. Russ. J. Org.
Chem. 1997, 33, 660–664,). If we use these values to
assume the effect of an F atom is to lower the pKa by
1.2units, then a value for the pKa of 4-phenylaminopyri-
dine of 19.9 can be estimated.

20. Data for phenol pKas in DMSO (Bordwell, F. G.;
McCallum, R. J.; Olmstead, W. N. J. Org. Chem. 1984, 49,
1424–1427, http://www.chem.wisc.edu/areas/reich/pkata-
ble/index.htm) afford a Hammett equation, pKa =
�5.96q + 18.2, that allows calculation of a pKa of 19.9
for 4-aminophenol and 20.86 for 4-phenylaminophenol.

21. Furtado, T.; Iley, J.; Jarvinen, T.; Mendes, E.; Moreira,
R.; Neres, J.; Rautio, J. Bioorg. Med. Chem. 2002, 10,
809–816.

22. (a) Jensen, J. B.; Trager, W. J. Parasitol. 1977, 63, 883–
886; (b) Fairlamb, A. H.; Warhurst, D. C.; Peters, W. Ann.
Trop. Med. Parasitol. 1985, 79, 379–384.

http://www.chem.wisc.edu/areas/reich/pkatable/index.htm
http://www.chem.wisc.edu/areas/reich/pkatable/index.htm
http://www.chem.wisc.edu/areas/reich/pkatable/index.htm
http://www.chem.wisc.edu/areas/reich/pkatable/index.htm
http://www.chem.wisc.edu/areas/reich/pkatable/index.htm
http://www.chem.wisc.edu/areas/reich/pkatable/index.htm

	Amidomethylation of amodiaquine: antimalarial N-Mannich base derivatives
	Acknowledgements
	References and notes


