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Table 1. Background of asthmatic children

Subject Sex Age (years) Weight (kg) Height (cm) Severity
1 M 12 33.5 141.0 mild
2 M 13 36.0 143.9 mild
3 M 13 54.5 166.4 mild
4 M 12 37.0 144.5 mild
5 M 11 30.0 127.4 mild
6 F 11 41.0 144.0 mild

Mean+SD 12+0.82 38.7+8.6 144.5+11.4
(day)
0 7 14 21 28
L l | 1 |
| I 1 | 1
LTheo—long® l
blood sampling 1: t t 1
blood sampling 22 tttttt treetet
blood sampling 1: v W v v v v
blood sampling 2:' ¥ v
T T T T T T T T T T 1
800 10:00 12:00 14:00 16:00 18:00 20:00
(hour)
drug administration
Theo-long® 200mg b. i. d (8:00, 20:00)
EM 300mg t. i. d (6:00, 14:00, 22:00)
RXM 150mg b, i. d (8:00, 20:00)
EM, erythromycin; RXM, roxithromycin.
Fig.1. Schedule of administration and blood sampling.
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R4 T 15.38+8.33 (ug/ml), RXM $tF Taliz
10.54%5.65 (ug/ml), ©— 736 BEMI% T 13.17+
6.44 (ug/ml) &, EM HtRIC V> THI - 1 BF% - 12
R Ta Y bo— B XU RXM ##F L LB L P<

concentration of theophylline (ug/

0 1
8:00 8:00 8:00 8:00 8:00 :
1400 1400 1400 14:00 14:00 14:00 1400
lday 2day 3day 4day Sday 6day 7day
Time

8:00 800

Fig.2. Chronological change of serum theophyl-
line concentration (STC).
—— co-prescribing erythromycin
------ co-prescribing roxithromycin
The STC started to increase from the 4th day
after erythromycin co-prescription.
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Fig.3. Chronological change of serum theophyl-
line concentration (STC) on the 7th day
after starting Theo-long® administration in
comparison with the STC on the 7th day after
starting co-prescription.

@®—@ only Theo-long®

@— - —@ co-prescribing erythromycin

@ - @ co-prescribing roxithromycin

A significant increase in STC was observed
during co-prescription of erythromycin.

Table 2. Comparison of Cmax, Tmax, AUC and t,;;

lex Tm-x AUC tl/l
(ug/ml) (h) (ug-h/ml) (h)
only Theolong® 12.52+4.66 2.67+2.07 134.12+49.12 13.94+8.05
co-prescribing EM 15.54+8.26 5.67+2.58* 169.67+87.11* 32.12+37.69
co—presdribing RXM 13.31+6.34* 5.00+1.55 146.27+72.32* 13.29+6.02

* P<0.05: Statistical significance when compared with “only Theo-long®"

+ P<0.05: Statistical significance when compared with “co-prescription of EM”

Serum concentrations of theophylline from six asthmatic children were measured on the 7th day
after starting Theo-long® administration, and co-prescription of EM or RXM.

EM, erythromycin; RXM, roxithromycin.
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Effect of macrolide antibiotics on pharmacokinetics of theophylline

Shozo Maeda

Tomo Hospital, Gunma Prefectural Cancer Center,
617-1 Takabayashi, Ota, Gunma 373, Japan

Recently, theophylline products have been frequently used for bronchial asthma. However, their
efficacy and safety are known to be restricted, and their pharmacokinetics change depending on what
drugs they are co-prescribed with. We studied the effects of two macrolide antibiotics, erythromycin
(EM) and roxithromycin (RXM), on serum theophylline concentration (STC). The subjects were
6 asthmatic children. A 200 mg dese of Theo-long® was administered twice a day for one week, 300
mg EM was concurrently administered three times a day from the 8th day for one week, and 150 mg
RXM was concurrently administered twice a day from the 22nd day for one week. Blood sampling
was conducted every day from the days EM and RXM were first co-prescribed. On the 7th day after
starting Theo-long® administration and co-prescription of EM or RXM, we sampled blood and
measured STC. The results indicated that STC started to increase from the 4th day after co-
prescription of EM, and an approximatly 309 increase was observed on the 7th day, compared to
the values prior to co-prescription. On the other hand, STC did not increase after co-prescription
of RXM. Significant increases of Tnax and AUC were observed during the co-prescription period of
EM compared with the period when only Theo-long® was administered. However, there were no
significant differences in Cmax, Tmax, AUC and t,,, during the co-prescription period of RXM. In
conclusion, the effect of RXM on theophylline metabolism was very small compared to that of EM.



