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BE S 7ze PIBRIE Staphylococcus aureus 1B, Streptococ-
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Time after administration (h)

Fig. 1. Serum concentration in renal failure patients who received 500mg of azithromycin

as a single oral dose.

Table 1. Serum levels of azithromycin in patients with renal dysfunction after 500 mg p.o. administration
Group | Case no. Age Sex v?e(;g}z ¢ | Cer Serum concentration of azithromycin (ug/ml)
() (ke) (ml/min) | 2 h 4h 8h 24 h 48h 72h |96h|120h
I 1 71 M 38 61.8 0.511 0.201 | 0.0729 | 0.0208 | 0.0120 | 0.0100 | ND | ND
I 2 72 M 67 41.6 0.580 0.230 | 0.0879 | 0.0301 | 0.0132 | 0.0101 | ND | ND
3 78 F 41 22.9 0.555 0.310 | 0.105 0.0356 | 0.0143 | 0.0101 | ND | ND
4 87 M 49 20.8 0.655 0.303 | 0.100 0.0333 | 0.0181 | 0.0128 | ND | ND
= 5 97 F 41 25.8 0.543 0.230 | 0.0867 | 0.0339 | 0.0151 | 0.0103 | ND | ND
Mean 23.2 0.584 0.281 0.0972 | 0.0343 | 0.0158 | 0.0111
+sp |873 3.7 | Y95 | £0.061 | £0.044 | £0.009 | £0.001 | £0.002 | +0.002 | — | —

ND: not detected
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Table 2. Pharmacokinetic parameters of azithromycin after 500 mg p.o. administration to patients with
various degrees of renal dysfunction
Case Cer Ty Cmax Tmax AUC,.. .
Group no. (ml/min) (h) (ug/ml) ) (ug’h/ml)
I 1 61.8 45.4 0.511 2.0 3.83
II 2 41.6 30.5 0.580 2.0 4.21
3 22.9 26.4 0.555 2.0 4.65
4 20.8 34.8 0.655 2.0 5.12
1 5 25.8 27.9 0.543 2.0 4.22
Mean 23.2 29.7 0.584 2.0 4.66
+SD +2.5 +4.48 +0.061 ’ +0.45
Table 3. Urinary excretion of azithromycin in patients with renal dysfunction after p.o. administration
G C I Time after administration (h)
roup | hasemo. tem 0-24  24~48  48~72  72-96  96~120 | 0~120
I 1 concentration (ug/ml) 5.46 2.10 1.59 1.01 0.602 —
excretion rate (%) 2.57 1.14 0.89 0.68 0.29 5.57
I 2 concentration(ug/ml) 9.04 2.49 1.64 1.40 0.851 -
excretion rate (%) 3.53 0.78 0.52 0.52 0.18 5.53
3 concentration(ug/ml) NT NT NT NT NT —
excretion rate (%) — — — — — —
I 4 concentration(ug/ml) 0.341 8.47 4.02 3.14 4.27 -
excretion rate (%) 0.07 2.17 1.19 0.91 0.93 5.27
5 concentration(ug/ml) 8.03 2.37 2.11 1.98 1.39 —
excretion rate (%) 1.73 0.70 0.53 0.61 0.39 3.96
NT: not tested
Table 4. Clinical results of azithromycin treatment
Diagnosis ) Administration Effects
Case ‘(‘y% S prlé’::ggg o wraion 10| BT | ESR |CRP| WBC [ Adverse
) nderlying disease ; y dose uration o h acterio- |,. . cti
10 |Gey 4@ & complications organism therapy | (mgxtimes) | " | (days) d&S)e (°C) | (mm/h) (/mm) logica Clinicalreactions
6 7 5 chronic bronchitis | ©P. aeruginosa Q9 500 x1 PO ] L5 371 30 |1.23] 7900 tecreased| sood
— x .0. . — -
M O P. aeruginosa %6 | 12 |026] 5300 | o oc|®
gy| | Dronchiecasis NF 3| 3 |57 6300
7 F 45 (=) 500x1 P.0. 3 1.5 . unknown | good | —
(=) NF 36.6 | 39 |1.41] 6800
bronchiectasis
‘ K. oxytoca 376 | 45 |2.78| 6300
8 |11 |47|_ +KTI © | 20x1 [Po.| 3 |om - unknown | good | —
) K. preumoniae 36.8 | 25 |131| 4900
% Br. asthma+RTI NF 3811 10 }12.3] 9100
9 39 =) 250 x 1 P.0. 3 |07 —_— unkn d| —
F ) NF %8| 10 |024] 4300 | |5
- Br. asthma+RTI | ©S. pneumoniae 3721 30 (073 7400
10 M| oldthe & ) 250x1  |P.O.{ 3 |0.75 - radicated| good [ —
ML pertonson NF 36| 18 |026] 8200 | :
70 Br. asthma+RTI |  ©S. aureus 3741 21 (359 6200
11 41 -) 500x 1 PO.| 3 15 — dicated| good | —
M O NF %6 | 16 |026] 5800 || ®
Before therapy = © Causative organism BW: body weight BT: body temperature  NF: normal flora  Br: bronchial

After therapy

RTI: respiratory tract infection

tbe: tuberculosis
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A, BHENIFFHERE CH 5 - D MHEEMERE IC BT
b I REEOR VR THE EEZ LN,
FHNIHER DT 7 T F A NI AP ERERGE D E 2
LBRREEDVEDTHSH influenzaelFEN/ME N %
L, FEMICS. aureus, S. pneumoniae, M. catarrhalis|Z
L TOMWIEESEEZ A L TB DY, IR EFBGE IS
5 LA S Nz, 40, WREFREECH] X

Table 5. Laboratory findings before and after therapy with azithromycin

Total

Case dose BUN Cr GOT | GPT | Al-P | T-Bil Ht | Platelets | WBC | Neutro | Eosino | Direct
no. @ (mg/d) | (mg/dl) | AU) | AU) | AU) | (mg/dl) | (%) | (104mm3) | (/mm?) (%) (%) | Coombs
1 05 B 6 0.5 34 28 | 300 0.3 28.0 27.2 6900 73 3 NT
: A 10 0.5 17 11 | 289 0.3 31.4 24.5 5800 69 4 NT
9 05 B 17 1.5 33 56 | 229 0.5 44.0 26.0 4300 47 0 NT
’ A 18 1.3 30 45 | 213 0.6 43.6 324 5300 53 1 NT
3 05 B 49 1.9 38 27 | 794 0.8 31.7 15.3 9100 91 0 NT
: A 46 1.7 34 25 | 629 0.9 34.0 15.6 12300 89 0 NT
4 05 B 22 0.8 13 9 | 172 0.5 43.6 20.7 5700 63 3 NT
: A NT NT NT | NT | NT NT NT NT NT NT NT NT
5 05 B 31 0.9 14 | 11 | 302 0.3 27.2 21.3 7600 82 1 NT
' A 30 0.9 17 13 | 301 0.4 31.1 23.4 7600 73 2 NT
6 15 B 12 0.8 19 11 | 258 04 37.5 24.2 7900 74 1 =)
. A 13 0.7 24 14 | 248 0.4 38.5 27.9 5300 49 3 =)
7 15 B 14 0.7 14 5 | 200 0.4 32.2 15.3 6300 64 1 =)
: A 17 0.7 12 7 | 207 0.3 31.6 26.1 6800 62 3 (-)
8 0.75 B 23 0.5 13 5 | 200 04 29.1 27.0 6300 60 2 NT
’ A 20 0.5 11 5 | 162 0.3 26.2 24.1 4900 41 4 NT
9 0.75 B 19 0.7 17 10 | 158 0.7 42.7 19.0 9100 91 1 NT
’ A 13 0.6 13 7 | 127 0.9 41.0 30.9 4300 66 3 NT
10 0.75 B 16 0.9 26 19 | 200 0.2 44.8 38.6 7400 72 3 (-)
’ A 17 0.9 14 9 | 143 0.3 37.5 34.2 8200 69 0 ()
1 1 B 13 0.8 16 12 | 240 0.3 38.5 31.6 6200 76 5 (=)
5 A 12 0.7 19 27 | 235 0.4 38.5 39.2 5800 77 0 ()
B: before A:after NT: not tested
Table 6. Overall clinical efficacy of azithromycin
Overall evaluation Overall off .
. . - verall efficacy rate
Diagnosis No. of cases excellent g00d fair poar y
chr. bronchitis 1 1 171
chr. RD + RTI 5 5 5/5
Total 6 0 6 0 0 6/6
chr.: chronic  RD: respiratory disease  RTI: respiratory tract infection
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Nobuki Aoki
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Azithromycin (AZM), a new oral azalide antibiotic, was p.o. administered to 5 aged patients with
various disturbances of renal function at a single dose of 500 mg, to examine its blood concentration and
urinary excretion rate. The degree of renal disturbance was graded as mild (Group I) in 1 case,
moderate (Group II) in 1 case and severe (Group I in 3 cases for comparison of the pharmacodyna-
mics in individual groups. As a result, the elimination half-Tife in blood was revealed to be 45.4 hr in
Group I, 30.5 hr in Group II and 29.7 hr in Group II (mean values). The area under the blood
concentration time curve (AUC) was 3.83, 4.21 and 4.66 €+ h/mlin Groups I, Il and I, respectively.
The excretion rate in accumulated urine samples of up to 120 hours after administration was 5.57% in
Group I, 5.53% in Group II and 4.62% in Group II. AZM was used in 6 patients with respiratory
infection, including 1 case of chronic bronchitis, 2 of bronchiectasia+ infection and 3 of bronchial asthma
+ infection. The result was evaluated to be good in all 6 cases. There were no adverse reactions or
abnormal laboratory values thought to be due to the drug during the study period. Thus the drug was
considered to be a useful agent for treating respiratory infection.



