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Tab 1. F values and AIC values from the
patients receiving im pyronaridine,
Patient F value AIC value
No Sex Age Wt p<{0,01 One-com- Two-com—
(yr) (kg partment  partment
4 F 29 53 380 104 58
5 F 20 54 163 97 66
6 M 28 63 103 93 63
7 M 18 47 32 89 70
8, 24, 36, 48, 60 fn72h, JF EHikE. B
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Tab 2. Pharmacokinetic parameters after im pyronaridine 204 mg/patient,

Patient Ko K. Kn K, tia tys Ve Vs Taax Caax Cip
Ne (h-1y (h-1)y (b-Y) (b1 (h) (h)y (L/kg) (L/kg) (h) (ng/ml) L/(kg:h)
4 0.20 0.66 0.045 2,38 0.8 68.1 4.4 68.9 0.92 515 0.89
5 0.12 0.52 0,070 4,16 1.0 56.4 3.6 32.7 0.69 670 0.478
6 0.11 0.62 0,084 9.90 0.9 62.2 8.4 70.4 0.42 423 0.89
7 0,05 0.32 0,105 4,96 1.5 64.2 28.1 114.1 0.58 494 1.34
b3 0.12 0,53 0,076 5 1.0 63 11 72 0.66 525 0.90
SD 0.06 0.15 0.025 3 0.3 5 11 33 0.21 104 0.35




Tab 3.

pyronaridine (.6 g in enteric—coated tablets (Ne.

Pharmacokinetic parameters after po

8-10)or in capsules (]1-13) to malaria patients,

Patient typ Toax Caax Clyp

Ne Sex Age Wt
(yr) kgy (h) ¢h) (ng/ml) L/(kg-h)

8 F 23 46 58.2 13.9 99.5 0.797
9 M 21 62 69.7 13,8 163.6 0.794
10 M 29 56 67.1 14.4 119.5 0.798
X 24 55 65 14.0 130 0.796
SD 4 8 6 0.3 32 0.002
11 M 48 58 61.8 4.98 103 0.80
12 M 19 53 57.8 4.73 273 0.80
13 F 42 57 69.3 4.45 390 0.55
X 36 56 63 4,72 255 0.71
Sb 15 3 6 0.26 144 0.14
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Pharmacokinetics of pyronaridine in malaria patients!
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ABSTRACT Pyronaridine (PND), an anti-
malarial, was first developed in China. Its
chemical name is 2-methoxy-7-chloro-10-
[37, 5’-bis(pyrolidinyl-1-methyl)-4’/-hy-
droxy-anilino] benzo-[b]-1,5-naphthyridine
tetraphosphate. Its pharmacokinetics after
im and po to malaria (Plasmodium falcipa-
rum and P vivax) patients were studied.
The whole blood concentrations were meas—
ured periodically for 72 h, using a sensitive
and specific spectrofluorometric method,
The concentration-time data were analyzed
with a modified NONLIN computer program
on IBM-PC microcomputer. Four patients
were given a single dose (204 mg) im, and
the concentration-time course was adequately
fitted to a linear 2-compartment open
model. There were considerable variations
in the estimated kinetic parameters, but the
differences did not appear to be related to
the dosage. It was rapidly absorbed with a
mean C,,, of 525 ng/ml at T,,, 0.66 h.
The tyg was 63+5h. The mean V, and
V.. were 11.1 and 71.5 L/kg, respectively;

indicating an extensive tissue distribution,
After a single oral dose of 0.6 g PND in
enteric-coated tablets (3 patients) or in
capsules (3 patients), the tys were 65+6
and 63+6h; mean T,,., 14.0 and 4.7 h:
Cumax» 127.5 and 255.3 ng/ml, respectively.
In comparison with im, oral PND was
much less bioavailable, The relative extents
of absorption for tablets and capsules were
found to be 19+7 and 32479, respec-
tively. It was shown that PND oral formu-
lation in current use should be improved to
increase its bioavailability.

KEY WORDS antimalarials: pyronaridine:
2-methoxy—7~chloro-10- [ 3/, 5/-bis (pyro-
lidinyl-1-methyl)-hydroxy-anilino] benzo
[b]-1, 5-naphthyridine; pharmacokinetics;
bioavailability: NONLIN computer program
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