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Fig. 1 Serum levels of AB-PC and MDI-PC (2: 1)
in rabbit after oral administration
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Fig. 2 Serum levels of AB-PC and MDI-PC (1:1)
in rabbit after oral administration
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Fig. 3 Serum levels of AB-PC and MDI-PC (2: 1)
in man after oral administration

gl- 3 men
= (AB —-PC 667mg/man)
% MDI-PC 333mg/man
E 6 o«
’E 0--"C
3
= 4L
g
=
b
14p]
2 -
L
1
IIFRBETH O

b MEHEEY 1:1, B8 lg 205 LcEom
Wy, Fig. 4 kiRLc X 51c MDI-PC 0135 %
AB-PC iz B2 e h B E%R R L, B ELF5 AB-



VOL. 21 NO. 6

CHEMOTHERAPY

1243

Fig. 4 Serum levels of AB-PC and MDI-PC (1:1)
in man after oral administration
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w31z AB-PC . MDI-PC %» 2:1, #3& 150 mg/
kg @05 LD RpPE i 7 % Table 1 iR L
Tao 24 Wl & TOFEHIEHE ik 3R 13 AB-PC 22. 449,
MDI-PC 24.57% T Z 1 & DB R II TG % % Bl CH#r 5
L7cfE R & KEIndDTe

Table 2 33 Xt Table 3 ke PlR=v Y V& 2:
18I 1:1 THRE lg OS5 LD K & BEit
HAETR LT\ 5, 8 I ToOFLREREER 1, 2:1
D 8 4, AB-PC 29.3%, MDI-PC 69.5%, 1:1 D
&, AB-PC 21.99%, MDI-PC 84.0% T&2ico

Table 1. Urinary excretion of AB-PC and MCI-PC in rabbit after oral administration of a combination

of AB-PC:MDI-PC(2 :1)

AB-PC 100 mg/kg MDI-PC 50mg/kg

Rabbit ~ PC 0—2 hr 2—4 hr 48 hr 8 —12 hr 1224 hr total
(B.W.kg) mcg/ml mg meg/ml mg mcg'ml  mg meg/'ml mg meg 'ml mg mg %
A AB 790 44.29 270 22.14 53 2.28 42 1.01 38 1.10 70.82 35.41
(2.00) MD I 590 33.04 150  12.30 12.3 0.53 11.0 0.26 - — 46.13 46.13
B AB 520 31.72 310 5.27 160 1.92 70 1.89 115 2.07 43.87 22.50
(1.95) MD I 220 13.42 300 5.10 270 3.24 15 0.41 - — 22.16 22.72
C AB 780 17.16 785 29.83 540 9.72 99 4.06 78 0.88 61.67 28.03
(2.200 MDI 520 11.44 245 9.31 200 3.60 18 0.74 - — 24.49 22.26
D AB 520 5.20 280 11.48 267 8.01 230 2.53 79 0.95 28.17 14.09
(2.00) MDI 170 1.70 132 5.41 214 6.42 55 0.61 - - 14.14 14.14
E AB 880 15.40 300 12.90 225 7.88 186 3.72 80 2.40 42.30 20.14
12.10) MD I 550 9.63 125 5.38 11 0.39 - - - — 15.40 14.67
F AB 550 23.65 175 4.20 60 3.12 24.5 0.52 31 1.83 33.31 14.48
12.30) MD I 560 24.08 280 6.72 10 0.52 17 0.36 — — 31.68 27.52
AB 673.3 353.3 217.5 108.6 70.2 22.44
o +65.8 +.88.5 +73.4 433.6 +12.7 +3.36
Mean + SE
MD I 435.0 205.3 119.6 19.3 - 24.57
+76.7 +32.1 +49.4 = 7.6 +4.80
Table 2.. Urinary excretion.of AB-PC and MDI-PC in healthy human volunteers after
oral administration of a combination of AB-PC : MDI-PC (2 : 1)
AB-PC 667 mg + MDI-PC 333 mg/man
Name PC 0—2 hr 2.—4 hr 4 -6 hr 6—8 hr ;r;f)ilnt Recovery
meg/ml mg mcg/ml mg meg/ml mg mecg/ml mg mg 2%
K. ¥ AB 200 46.0 1400 112.0 580 43.5 245 12.25 213.75 32.05
MD I 775 178.25 1075 86.0 275 20.62 155 7.75 292.62 87.9
A.N. AB 780 132.6 510 78.05 290 34.8 105 7.88 253.33 37.80
’ MDI 475 80.75 1175 182.12 350 42 115 8.62° 313.49 94.10
T.A AB 490 61.25 695 41.7 155 10.85 78 5.7 119.50 17.92
MD I 975 121.9 1450 87.0 1140 23.1 140 9.1 232.68 69.90

Mean urinary excretion
AB—PC 29.3+ 5.9
MDI—-PC 84.0+12.6
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Table 3. Urinary excretion of AB-PC and MDI-PC in man after oral administration of a
combination of AB-PC: MDI-PC (1 : 1)
AB-PC 500 mg + MDI-PC 500 mg man
_ _ . _ . . Total Recovery
Name PC 0—2 hr 2—4 hr 4 —6 hn 6 —8 hr amount
meg/ml mg mcg ‘ml mg meg ‘ml mg meg ‘ml mg mg 2%
K A AB 360 43.2 390 70.2 235  37.7 71 5.33 146.43  29.29
" MDI 1025 123.0 850 153.0 310  49.6 140 10.5 336.1 67.22
H.H AB 115 27.1 72 32.4 83 21.58 9.3 5.58 86.66 17.33
" MDI 140 10.5 47.5 213.8 315.0 81.9 25.0 15.0 321.15 64.23
Y. H AB 5.5 1.1 260 58.95 160  24.8 125 10.0 94.86  18.97
’ MD I - — 1225 269.5 625  96.9 245 19.6 386.0 77.2

Mean urinary excretion ("
AB—-PC 21.9+3.7
MDI—-PC 69.5+6.8

Table 4 . Biliary excretion of AB-PC and MDI-PC in rabbit after oral administration of a
AB~—PC 100 mg/kg

combination of AB-PC : MDI-PC (2 : 1)

MDI—-PC 50.mg'kg
Rabbit- 0~3 hr 3~6 hr 6 ~12 hr 12~24 hr Total

(B.W.kg) PC mecg/ml  mg mecg/ml  mg mecg/ml  mg mecg/ml mg mg %
A AB 5.5 0.088 0.4 0.011 3.5 0.091 35.0 1.068 1.258 0.614
(2.05) MDI 15.5 0.248 5.5  0.157 2.6 0.068 2.4 0.073 0.546 0.533
B AB 1.75 0.047 18.0  0.216 46.0 0.621 6.9 0.311 1.195 0.595
(2.10) MDI 6.80 0.184 23.0 0.276 3.7 0.050 0.8 0.036 0.468 0.446
C AB 1.9 0.051 0.32 0.006 2.9 0.142 7.25 0.630 0.830 0.437
(1.90) MD I 10.0 0.270 2.7 0.061 1.05 0.052 0.70 0.061 0.443 0.466
D AB 3.8 0.107 2.9 0.084 31.0 1.116 0.48 0.019 1.326 0.698
(1.90) MD I 8.6 0.241 7.6 0.220 0.8 0.029 - - 0.490 0.516
E AB 3.2 0.077 0.5 0.010 5.1 0.205 2.3 0.166 0.458 0.218
(2.10) MD1 2.6 0.062 3.1 0.095 - - - - 0.157 0.149
AB 3.23 4.42 17.70 10.39 0.512

Mean + SE + 0.69 +3.42 +8.82 +6.29 +0.085
MD I 8.70 8.38 1.63 0.78 0.422

+ 2.10 +3.76 +0.67 +0.44 40.070

3) HBitehHEt

Table 4 13w % ¥z AB-PC 100 mg/kg 33 X o8 MDI-
PC 50 mg/kg % #% R 5 H OB RPEEOFER T 24 B
oo Egiaski®13, AB-PC 0.519, MDI-PC 0.42%
LIZIERBETH Ok LvL, KT Lok
B 0~3 Kifd], 3~6 KefTik MDI-PC 23 <, 6
~12 B§f, 12~24 B:RiCix AB-PC 235<, ®#Oo# 5
Bo@~=vY vOEHENOHITR o EA %R
L”f:o

4) [ESBEARE

% b Iz AB-PC 100 mg/kg & MDI-PC 50 mg/kg
BREOKEL, 1, 2, 4 BRESOKENEE 2 M EL
7zo Table 5 IRT X5 ICLats b IRHBC RS
fER L, BCiE AB-PC 2% 8.21 mcg/g, MDI-PC %

5.18 mcg/g & AB-PC p3iE 23, fifi, F, Tk MDI-
PC 23 BAEWMEEZR LT\ B, ¥ o 2 BERHEME, 4
BB R L 5 ic AB-PC iz (il LT MDI-PC o3
5 R FEE» DHATHEARAR bR b,

5 BBYARIMITT4—BELCNAFF— 4T
7 4 —C&B9H¥RbD AB-PC & L vf MDI-PC ©
R

2:1(AB-PC: MDI-PC) AHlxfEOis Lic v ¥
D 0~4 BRI, 2 HOAEy F2MREE R, £
Rf 1249 0.5 X0 0.75 Th b, FRCHIRE LT
JBBA L7ciE# AB-PC 35 X 08 MDI-PC @ Rf {f& k<
—F Lo

Ff, "M FAF— I T 7 4 —CHEEHEORE AT
TeotfER, TLC oiff LRI R o AB-PC kX
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Table 5. Tissues levels of AB-PC and MDI-PC in rat at 1 hour,

2 hours and

4 hours after oral administration of a combination of AB-PC : MDI-PC (2 : 1)

AB-PC 100 mg/kg

MDI-PC 50 mg/kg

Rat Kidney Liver Lung Heart
AB ‘MD I AB MD I AB MD I BA MDI
A | 8.22 5.70 4.80 4.80 4.32 4.50 0.80 1.60
1 hr. B |10.20 4.80 4.56 8.10 0.75 2.40 0.64 1.60
C |4.20 3.60 1.90 6.60 0.60 3.30 0.40 1.60
D 110.20 6.60 6.60 5.70 1.62 1.20 0.64 1.80
8.21 5.18 4.47 6.30 1.82 2.85 0.62 1.65
Mean+ SE
+£1.41 +0.64 +0.97 +0.70 +0.86 +0.70 4+0.08 £0.05
E | 4.20 3.60 1.08 3.60 0.54 1.20 0.20 0.20
9 h F | 2.16 1.80 2.13 3.30 0.54 0.80 0.20 —
r.
G 6.60 1.40 3.36 3.00 1.74 - 0.20 0.40
H | 2.34 1.20 2.43 - - - 0.20 -
. . 2.25 2.48 0.71 . . .
Mean - SE 3.83 2.00 2 7 0.50 0.20 0.15
+1.03 +0.55 +0.47 +0.48  +0.37 +0.09
I 2.46 1.60 1.02 - 0.27 — - -
J 1.00 - 0.69 - 0.30 - - -
4 hr
K ]0.78 - 0.57 - 0.27 - - -
L |0.54 — 0.27 - 0.36 - - -
Mean & SE 1.20 0.4 0.64 - 0.30 - - -
+0.43 +0.15 +0.21
meg/g
Fig. 5 Bioautograms of urine from rabbit 4 hours E3 =

after oral administration of 100 mg/kg AB-
PC+50 mg/kg MDI-PC

Plate : Kieselgel G (Merck)

Solvent : n-BuOH : AcOH : H,O=4:1:2
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cillin, oxacillin D#) 2 5D MFIEENRB SR D L
LTkh, HhxDRBREA O AB-PC B+ 5
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STUDIES ON SYNERGISTIC EFFECT OF AMPICILLIN
AND DICLOXACILLIN

II. Absorption and Excretion

Hiroak: Ismikawa, Tapakivo Suzuki, Yasuo Hosuino and Takupn Axpo
Research Laboratories, Toyo Jozo Co., Ltd., Shizuoka-ken, Japan
Sacuiko Gorto
Department of Microbiology, Toho University School of Medicine, Tokyo, Japan

Absorption and excretion of the combination composed of AB-PC and MDI-PC has been studied in
rats, rabbits and men. Both penicillins administered orally have given sufficient concentrations in
blood, urine and bile.

The combination composed of 2 parts of AB-PC and 1 part of MDI-PC has shown high and equal blood
levels for both penicillins in men.

Furthermore, the antimicrobial substances recovered from the urine of rabbit were identified as the
administered AB-PC and MDI-PC by thin-layer chromatography and bioautography.



