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ISR /YBED Staph. aureus BOFRIZ DO\ THh D &,

Table 1 3 ph MIC 8.2~6.2 meg/ml DA% <

Table 1 Comparison of MIC of amoxycillin and ampicillin

ABPC (A LXAFEDHE N %R LT 5B, E. coli
508Kz o T % Table 2 DL b, 3.2~6.2mcg/ml
CEDHRDOEL Db, i3 h ABPC & oficsii
L aloF (Wi 9/ e ol
I RN LUERM

M RE R X ORPEEC DL T, &% 250mg &
BB & RBEE G D L, A% 500 mg # 58 & 250 mg
Be5RotE:, &K 500mg #5 & ABPC 500 mg # 5
& DLE% cross over T8 ADAR D\ THF i
oo 8 ADM, F4, hE¥: X OFRE DGR I RIE
i, Table 8 KRTERYITHB, G AT T

Staph. aureus (50 strains)

MIC (mcg/ml)
Drugs ;
=0.2 0.4 0.8 1.6 3.2 6.2 12.5 25 50 100 >100
Amoxycillin 9 12 2 . 3 2 1 10
Ampicillin 9 2 2 10 4 2 1 3 9

MIC of Staph. aureus 209 P JC-1
Amoxycillin : =<0. 2 mcg/ml
Ampicillin : =0. 2 mcg/ml
Method : Agar-dilution method
Medium : HIA (Eiken) pH 7.2
Inoculum size : Undiluted overnight HIB culture
Reading : 37°C, 18 hrs. culture

Table 2 Comparison of MIC of amoxycillin and ampicillin

E. coli (50 strains)

MIC (mcg/ml)
Drugs
=0.2 0.4 0.8 1.6 3.2 6.2 12.5 25 50 100 >100
Amoxycillin 3 1 10 21 2 2 2 3 6
Ampicillin ' 2 1 17 15 5 3 3 4

MIC of E. coli NIHJ JC-2
Amoxyecillin : 6. 25 mcg/ml
Ampicillin : 6.25mcg/ml
Method : Agar-dilution method
Medium : HIA (Eiken) pH 7.2

Inoculum size : 10-2 dilution of 18hrs. culture (HIB)

Reading : 37°C, 18hrs. culture
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NTHEHEFYUTH D, EIAET M IR, RiF
# o Amoxycillin 500 mg #r & Wy iR EEL Table 4
DLy, 2BHEN HELEL, F#H 6. 1meg/ml TH
Dfc, REH Amoxycillin 260 mg ¥H5BFD [fi H LA

1% 500 mg £ 515 & [FARIC 2 RERME AR b < S 2. 48
mcg/ml T#->t= (Table b), &% ABPC 500mg
B G- hy o MAEE b 2 RERMEA B T35 2. 85 meg/ml
T#Hot (Table 6), f#i Amoxycillin 250 mg $r 5.

Table 3 Physical status of the subjects and method

Subject
Subject Age Sex Body weight
1 M. I 39yrs. male 46 kg
2 MY 34yrs. male 80 kg
3 J.S 23 yrs. male 46 kg
4 N.U 22 yrs. female 52kg
5 Y.U 25yrs. male 46 kg
6 M. O 28 yrs. male 65kg
_Method
Bio-assay : Thin-layer cup method
Test organism : B. subtilis ATCC 6633
Medium ¢ Nutrient agar pH 7.2
Inoculum size : 108 ml
Standard curve ¢ Diluted with buffer, M/15phosphate buffer
pH t 7.2

Table 4 Serum levels and urinary excretion of amoxycillin
given 500 mg with food in six healthy volunteers

Volunt. Serum levels in hour (mcg/ml) Urinary excretion (mg) i
No.
name 1/2 1 2 4 6 0-2 2-4 4- | Total | Total |
- mg %
1 M. I 0.3 3.0 4.2 2.9 1.8 132.3 123.2 49.0 304.5 69.0
2 M. Y 0.1 4.4 5.9 3.6 1.4 127.0 201. 6 73.1 401. 7 80. 3
3 J.S 1.1 4.8 6.8 1.4 0.89 101.0 160.0 98.0 359.0 71.8
4 N.U 1.7 3.5 5.6 2.9 0.61 150. 0 132.0 90.0 372.0 74.4
5 Y.U 0.3 2.6 4.3 3.5 2.1 112.0 112.5 42.7 267.2 53.4
6 M. O 0.58 2.8 3.8 1.4 0.33 105.0 172.0 34.4 311.4 62.3
Mean 0.68 3.51 5.1 2.61 1.19 121. 2 150. 2 64.5 336.0 67.2
Table 5 Serum levels and urinary excretion of amoxyecillin
given 250mg with food in six healthy volunteers
Volunt. Serum levels in hour (mcg/ml) Urinary excretion (mg)
No. | ame Total | Total |
1/2 1 2 4 6 0-2 2-4 4-6 mg % _\
1 M. I 0.1 1.2 2.1 1.8 0. 68 2.4 57.6 43.5 103. 5 41. 4
2 MY 0.1 1.4 3.2 1.7 0.18 3.2 79.2 61.6 172.0 68. 8
3 J.S 0.7 2.6 3.6 1.8 0.2 21.0 70.5 44.8 136. 3 54.5
4 N.U 0.2 1.6 2.0 1.6 0.27 56. 2 45.5 21.0 122.7 49.1
5 Y.U 0.0 0.5 1.7 2.3 1.0 11.7 78.0 66. 0 155.7 62. 2
6 M. O 0.1 0.9 2.0 1.4 0.17 32.5 69. 3 21.3 123.1 49.2
Mean 0.2 1.37 2.43 1.8 0.4 25.8 66. 7 43.0 135.5 54,2
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W0 AR 1 BRI AR A <P 8. 2meg/ ml T (3UF 2 FICE LT, REH% ABPC 500mg & Amo-
otz (Table 7), f&E % © Amoxycillin 500mg & xycillin 500 mg #5-Ff D M i/E 2xftb3% &, Fig.
250 mg HHEROMPEELET 2 &, Fig.l Otk 2 DLFbhED peak (IFjH & biC 2 BFEEICH 5 2%,
70 peak (I Thod 2BERIEICH b, BIZLEHZD Amoxycillin {3 ABPC 1c#~X 1 BEEE ¥ 4 {5, 2

Table 6 Serum levels and urinary excretion of ampicillin

given 500mg with food in six healthy volunteers

Volunt. Serum levels in hour (mcg/ml) Urinary excretion (mg)
No
* | name _ - . Total Total
1/2 1 2 4 6 0-2 2-4 4-6 mg %
1 M. I 0.0 0.2 1.5 2.4 0.92 126.3 66.0 31.0 223.3 4.7
2 Y 0.0 1.1 3.4 1.7 0.9 139.6 67.5 38.0 245.1 49.0
3 J. S 0.1 1.6 3.4 1.9 1.1 116.0 72.0 38.0 226.0 45,2
4 N.U 0.2 1.1 3.1 2.2 1. 26 108. 6 26.6 30.2 165. 4 33.1
i 5 Y.U 0.0 0.13 1. 45 4.6 2.2 94. 8 73.6 42.5 210.9 42.1
6 M.O | 0.3 0.54 1.25 1.2 0. 67 27.9 67.2 38.5 133.6 26.7
| o I I R
Mean }f .1 0.78 2.35 2.33 1.17 102. 2 62.2 36.4 200. 7 40.1
Table 7 Serum levels and urinary excretion of amoxycillin
given 250 mg in six healthy fasting volunteers
| Volunt. Serum levels in hour (mcg/ml) Urinary excretion (mg)
No -
"1 name _ _ _ Total | Total
e 1/2 1 2 4 6 0-2 2-4 4-6 g o
1 M. I 0.9 2.1 1.8 1.2 0.3 101.3 92.0 11.9 205. 2 82.0
P2 MY 0.2 3.7 2.9 1.4 0.27 28.0 81.7 28.4 138.1 55,2
! 3 J.S 0.6 3.7 3.1 1.45 0.19 90.0 51.0 10. 4 151. 4 60.5
| e
i 4 N.U 0.3 4.3 2.6 1. 80 0.33 30.0 57.6 16. 3 103.9 41.5
s | Y.U | o1 29 | 1.5 | 0.8 | 0.31 | 446 | 57.6 | 13.3 | 1155 | 46.2
] 6 M. O 0.0 2.5 2.3 0. 27 0.0 52.8 58.0 11.9 122.7 49.0
Mean 0. 35 3.2 2.36 1.15 0.23 57.8 66.3 15. 4 139.5 55.8
Fig.1 Serum levels of amoxycillin given Fig.2 Serum levels given 500 mg of amoxycillin
500 mg and 250 mg with food and ampicillin
mcg/ml
7
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Table 9 Clinical laboratory tests
Blood
Case No. | RBC(x10%) | Hb (g/dl) | Ht (%% WBC _— _— BLFQ%EE%
Before| After| Before| After|Before| After| Before | After |Before| After|Before After|Beforel After

1 466 | 523 ; 14.9 | 15.4 | 40.1 | 48.2 | 6,500 | 8,100 | 13 5 2 2 60 74
2 411 | 441 | 14.0 | 14.6 | 39.8 | 45.2 | 8,500 | 2,500 3 2 0 3 56 33
3 489 | 435 | 14.7 | 13.9 | 45.0 | 41.0 | 4,700 | 5,600 2 3 0 0 60 60
4 478 16.4 49.5 5,500 | 3,700 5 1 74
5 449 | 419 | 14.6 | 12.8 | 43.0 | 41.5 | 14,800 | 6,200 1 3 1 1 69 60
7 440 | 450 | 15.4 | 15.1 | 45.5 | 44.0 | 6,800 | 6,400 0 1 0 2 61 57
8 328 | 356 | 11.3 | 11.6 | 37.0 | 37.0 | 4,700 | 5,000 2 1 1 0 67 58
9 394 | 378 (12.0|12.3 | 38.0 | 39.1 5,300 | 5,000 13 4 2 1 54 54
10 508 | 498 | 15.0 | 15.6 | 44.6 | 46.4 | 9,200 | 6,200 7 5 0 1 62 39
11 426 452 | 13.7 | 14.5 | 42.4 | 45.0 5,000 5,200 8 7 1 1 43 36
12 364 | 361 )13.3|12.6 | 37.5| 35.8 | 4,200 | 4,800 9 2 1 1 60 44
13 433 | 414 | 14.6 | 14.7 | 44.5 | 42.3 | 7,800 | 6,800 0 2 0 1 73 57
14 455 | 475 | 14.5| 15.4 | 41.1 | 47.0 | 12,700 | 11,400 0 1 0 0 89 83
15 377 | 358 | 11.7 | 11.9 | 33.0 | 33.0 | 8,000 [ 4,000 0 2 1 1 7 59
16 368 | 379 | 12,0 | 11.8 | 37.3 | 35.0 | 8,400 | 8,100 3 1 1 1 71 63
17 395 | 365 14.1 | 13.0 | 38.5 | 38.5 | 4,600 | 4,600 3 0 0 2 57 61
18 418 | 357 | 14.6 | 12.3 | 43.5 | 36.0 | 6,100 | 3,200 2 2 0 0 68 58

BEREIME D 2 53R TH B 4RI CREZLTIER%E T
Hote, RETEABEHEDAmoxycillin 2560 mg ¥ 5% D
MR RE 2 3% &, Fig.8 O LK DETEDE 5 H K
IR D peak »% 1 BEfEIEIC 5B A%, HFT2
R B b, ThABEDLIIc, RbgEiIRs 6 ke
i % CORE T, Table 4, 5, 7 KiRk3+ kb Amo-

Fig.3 Serum levels of amoxycillin given 250 mg
in the fasting and non-fasting state
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Table 8 ITRT &b, Amoxycillin HEFEFIL 19
B TR 25 RYE1SB, REERHUE 6 FITH 5. BRI
FRRAYSY R & MR R A HHE Lic, MiLRE
B LOLD 6 Fl TR 5B 1~2g, #E5HRNL9H
~25HFE THEZBUIL 6 BIF 8 BITH DT, ToksZ O,
ELHRERIEOER L THB0245b Y, Fh<1 =2
75 X< CF Hiifd LERAIN 2HRDBRIH, TDX5
REERI DS S XBEHHTH O, EBEIEIZROSHR
B, 2HKEXLTII1 HRS5E0.76g, H5HR 6
H~21HMT 7 6FhHE%) 6 Sl THolc, REBYUE TIT
1B &R 52131 H0.76g, H5HEXTH~21H
T 6 Bl A% 8 Bl TH Ot

v &8 % B
1940 2 FICRBHRD b ic, RBIX 1 ITESE 2
BH, 100H510B BB Licaihiktk 8 HHICIL
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Liver function Renal function
Lympho. Mono.|Flatelet (x104) S-GOT S-GPT Al-pase BUN S-Creatinine
Before| After| Before| After| Before| After |Before| After| Before| After| Before| After|Before| After| Before| After

21 5 4 14 28.4 | 40 20 8 8 5.7| 5.5 |13.2]13.4| 0.89 | 0.86
31 59 10 3 42 60 28 50 7.1| 4.2 |16.0 | 20.6| 1.14 | 1.20
29 32 9 5 11 6 3.9 14.3 0.80

15 5 19 18 14.1 22.2 1.29

17 33 12 3 52.8 11 10 8 6 8.8| 6.5|16.9|27.0| 0.63
37 36 2 4 15.4 | 21.6 | 26 36 12 18 7.2 | 8.6|17.3|17.6 | 1.03]1.10
26 | 35 4 6 30 | 28 |"10 | 10 | 41| 5.4|15.8[19.3| 0.46|0.71
26 37 5 4 1 42 24 12 12 6.5| 6.9 |16.5
27 48 4 7 29.8 | 30 28 12 12 5.0 5.2 {16.3|15.7| 0.53 | 0.86
43 55 5 1 12.4 | 28 28 18 20 7.6 | 6.6 | 15.4 | 14.8
23 48 7 5 18 26 6 8 5.0 | 5.0 19.2 | 18.1 1.11 | 1,14
21 39 6 1 16 22 12 21 6.2 7.3 |14.3|15.1 1.0

6 12 5 4 14.8 12.4 | 40 30 14 26 7.1 11.2 {39.0 | 27.2| 2.03 | 1.44
20 35 2 4 19.2 | 24.8 | 22 20 8 6 3.9 5.6|16.1|19.8| 0.86 | 0.83
23 33 2 2 28.8 17 12 8.9 | 11.4 | 11.2 | 0.57 | 0.6
31 29 9 8 14 6 6.6 15.1 0.57
25 37 5 3¥ 10.8 15.6 9 8 4 4 4.1 5.4 |16.0 | 15.2 | 0.78 | 0.57

W L%k L, s, Table 9 iRt R b MK
BT R, FFE%RE, BUN, [RPTR/c S Fic L5 L Bb
NDETRDIE DI,
BIEH LUKEE

R EIT 3\ T Amoxycillin X Staph. aureus,
E.coli wxt L Tix ABPC LHEMNIE% THOk,
MR 13 Amoxycillin (3 2 BEEIEMN 2L &L,
ABPC oRIBARCE AR 2 SR TH Ok, FLAH
DB LD IHORFRBDOLB T, Kk EhkL
LcRETL, REACES LICBEIIARNRSCH
LB AR EN, PR ED peak (X 1 Kl D$hat
Zbhic, BREHD Amoxycillin & ABPC #5850
IR E O BI85\ T 1 BSRED RTEIIEEZ O 4 £
ThHotkZ EhbEAFNIL ABPC KiEE~NAHOBEMN
A, EHELRIND X v ERARROBE,
BHRFEIARE T TR EABW L LR LB E TR
EREZDETOHBITEAERLARBLDLEHEER
h5, BRBE TR LI2ANE R ThH ot R

FRYGEIX 186 TH%D 9 B, IRESRYLEL 6 BIT 3 BIAE
BTHOlo REBRERPIEDEREIME DD, EE
EBER DD D b DA LIHERAN S Okeicd T
Hb, BMBRHED 3 ULV ThEERTHOk, bh
bhORBFIH, BEF T ABPC X b il
BCHERIBINREDDIch, REIORINAHRIEF TABPC
I oEVIIPEENRZORDZLERTALDTHA
5, ¥ ABPC ix7 % MIC DRR0m\ B D RRYE
Ly, FEo ABPC X b % Amoxycillin D
SR VAP TRV EHEIh S, BIfFAL LT
13, 2 PICRBERADIHEKRR L DRI DT,
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CLINICAL STUDIES ON AMOXYCILLIN

KEncH Nakacawa, KENTARO WATANABE, JUNZABURO KABE,
HirosH1 Fukur and TaTsuo Suzuki
Department of Internal Medicine, Tokyo Kyosai Hospital

MITSUHIRO YOKOZAWA
Clinical Laboratory, Tokyo Kyosai Hospital

1. On the susceptibility of 50 strains of Staphylococcus aureus which were clinically isolated, the peak
of MIC of amoxycillin was 6.2mcg/ml and similiar to that of ampicillin. On the susceptibility of 50
strains of E.coli which were clinically isolated, the MIC of amoxycillin was 3.2 to 6.2mcg/ml! and that
of ampicillin was the same.

I. The serum concentrations and the urinary excretions of amoxycillin were examined in 6 healthy
subjects in the fasting and non-fasting state to whom 250 mg were administered.

The absorption and the urinary excretion was delayed in the non-fasting state in comparing with that
of fasting state (Table 5, 7, Fig.3). i

The peak of serum concentrations given 500mg of amoxycillin after meal was 5.1mcg/ml after 2
hours which was about twice of that of cases given 250 mg after meal (Table 4, 5 Fig. 1).

The serum concentrations given 500 mg of amoxycillin after meal was about twice of that of ampicillin
(Table 4, 6 Fig.2).

The urinary excretion of amoxycillin 260 mg or 500 mg was 54.7 95 to 68.6 95 during 6 hours following
the administration, although urinary excretion of cases given 500 mg of ampicillin was about 409
(Table 4, 5, 6, 7).

1. On the therapeutic efficacy of amoxycillin to bacterial infections, including pneumonia (5), lung
abscess (1), acute exacerbation of chronic bronchitis (5), acute bronchitis (2), and urinary infections
(6), clinical response was good in 9 cases of 13 cases of respiratory infections, and in 3 cases of 6 cases
of urinary infections. The reason of the low percentage of effective cases may probably be attributed
to the associated severe underlying diseases in most of our cases.

In less severe cases, there was a tendency to be effective with smaller dosis of amoxycillin, such as
0.75mg daily, than that of ampicillin probably because of high blood concentration of amoxycillin.

There were 2 cases who had slight eruptions as the side effects of amoxycillin.



