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How safe and effective is amodiaquine compared
to chloroquine or sulfadoxine-pyrimethamine
for treating uncomplicated malaria?

The evidence supports the continued use of amodiaquine to treat uncomplicated
malaria, although local drug resistance patterns need to be considered.
Monitoring for adverse events should continue.

Inclusion criteria

Types of studies:

Randomized and quasi-randomized controlled trials
conducted during and after 1980.

Types of participants:

Individuals with uncomplicated falciparum malaria
infection.

Types of intervention:

Intervention: Amodiaquine.

Control: Chloroquine or sulphadoxine-pyrimethamine.
Types of outcome measures:

Primary: Parasitological conversion at day 7, 14, or 28.
Secondary: Time to sustained parasite clearance.

Adverse events that are Fatal, life threatening, or
require hospitalization; or result in the discontinuation
of treatment.

Results

56 studies included, mostly from Africa. Allocation
was adequately concealed in three trials.

In comparisons with chloroquine, amodiaquine
was associated with higher cure on day 14 (Peto
OR 6.44; 95% CI 5.09 to 8.15); and day 28 (Peto
OR 3.62; 95% Cl 2.49 to 5.29).

No difference was shown between amodiaquine
and sulfadoxine-pyrimethamine on day 14 (0.86;
95% Cl 0.64 to 1.14). Cure was higher with
sulfadoxine-pyrimethamine on day 28 (Peto OR
0.41; 95% C1 0.28 to 0.61).

The time to parasite clearance was significantly
shorter for amodiaquine than chloroquine but not
different for amodiaquine and sulfadoxine-
pyrimethamine.

No difference in adverse events was seen between
amodiaquine and chloroquine and between
amodiaquine and sulfadoxine-pyrimethamine.
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Review: Amodiaguine for tresting malaria (version 03)

Comparison: 01 Amodiaguine vs chloroguing in symptomatic participants
Cutcome: 01 Parasitological conversion
Shuchy Amodiaguine Chlorocuine Peto OR Peto OF
or sub-category nit i 95% I 95% CI
02 Day 14
Kenya-halindi 1984 Lasen E3/E3 —a— E.lé [1.31, 13.3E5]
Madagazcar 1953-4 L4/86 42 /59 —— 6.14 [Z2.320, 1l6.36]
Philippines 1954-5 /13 13414 —_— 0.08 [0.01, 0.22]
Madagascar 1955-6 L4/6E 43760 —a— Z.56 [1.07, 6.14]
Kerys 1959 53768 7/7L - Zz1.37 [11.00, 41.49]
Migeria-lbackan 1330 5z/E2 39746 — .63 [2.09, 44.86]
Enuatorial Guinea 91 33F4E 14743 —.— E_29 [2.69, 14.73]
Kenya-Turiani 1992 48761 28742 —a &_16 [2.15, 17.682]
Kenya-Kilifi 1993 30/40 11743 —a— 7.05 [3.00, l&.60]
Sénégal-Diohine 1995 73/87 47/84 —a 3.77 [1.96, 7.25]
Burkina Fazao 1998 44 /48 30/46 —— 677 [2.43, 18.87)
Cameroaon 1998 17/17 28/1% —a l4.0% [2.70, 73.58]
Colombia-Antioguiads 15/15 3FE3 —a 37.51 [10.71, 131.35]
Gabon 1997-5 13/13 4/9 —_— Z0.48 [E.82, 148_57]
Gabon-Libreville 95 13715 3/16 —e 13.90 [3.47, 55.61]
Senegal-Dakar 1996-5 BES3Z 1627 —— 10,15 [Z.28, 23L.82E)
Senegal-Mlomp 1996-5 17728 8,33 —a 4.41 [1.80, 12.17]
Migeria-lhackan 2000 loz/104 547102 —a 5.96 [2.37, 14.96]
Subtatal (35% CI) 80z 808 [ 6.44 [E.03, 8.1E]
Total events: 716 (Amodiaguing), 453 (Chloroguine)
Test for heterogensity: Chiz = 7316, df = 17 (P = 0.00001), F = 76.8%
Test for overall effect: Z=1549 (P = 0.00001)
03 Day 21 to 28
Gambia 1994 537100 507100 E z.19 [1.25, 3.85]
Kenya-Kibwezi 1997 25780 10742 —— 3.00 [1.20, &6.96]
Migeria-lbadan 2000 937104 BEF106 - F.71 [4.07, 14.58]
Subtotal (95% CI) 254 248 + 3.6Z [2.49, 5.29]
Tatal events: 193 (Amodiaguine), 122 (Chloroguine)
Test for heterogeneity: Chi? =863, df =2 (P =0.01), P =765%
Test for overall effect: Z = 669 (P = 0.00001)
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Comparizon; 03 Amodiaguing vz sulphadoxine-pyrimethaming in symptomatic participants
Outcome: 01 Parasitological conversion
Stucly Amodiaguine SP Peto OR Peto OR
or sub-category it nit 95% Cl 95% I
03 day 21-28
Malavwi 1985 23737 347324 —.— 0.0% [0.02, 0.20]
China 1936 BZ/E0 19421 —a— 0O.zg [0.09, 0O.8E5]
Kervya-tombasza 90 Z17Z5 ZEFER —_— 0.1 [D.0Z, 0.20]
Gambia 1994 E37100 277100 —a 0.325 [0.18, 0.&9]
Kervya-Eldoret 1934 Z5/50 ZE/48 —— 0.8&5 [0.32, 1.87]
Cameroon-Yaounded7-9 ZEFE4 34735 —_—a— 0.33 [0.03, 3.4Z]
Cameroon-Hévécam2001 51/59 50459 —— 1.15 [0.41, 3.19]
Subtotal (95% CI) 345 322 + 0.41 [0.28, 0.61]
Total events: 243 (Amodiscuing), 273 (5P
Test for heterogeneity: Chi? = 1539, df = 6 (P = 0.02), P = 61 0%
Test for overall effect: £ =4.50 (P = 0.00001)
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Reviewer’s conclusions

Implications for practice:

This review has collected convincing evidence of amodiaquine superiority over chloroquine, even in areas with
considerable chloroquine resistance. This review has not identified a problem with adverse events.

Implications for research:
The review supports the continued use of amodiaquine in the treatment of uncomplicated malaria.
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