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Table 1 Sensitivities of Staphylococcus aureus to
pivampicillin and ampicillin

MIC (mcg/ml) Pivampicillin Ampicillin

>100 2 2
100 0 0
50 2 1
25 2 3
12.5 2 2
6.3 6 2
3.1 3 3
1.6 0 5
0.8 4 1
0.4 1* 2

0.2 1 2%
Total 23 23

*including 209P

Table 2 Sensitivities of Enterobacteriaceae to pi-
vampicillin and ampicillin

MIC (mcg/ml) Pivampicillin Ampicillin
E. coli
>100 3 3
100 1 1
25 2 2
12.5 5 3
6.3 0 2
Total 11 11
Enterbacter
>100 1 1
Klebsiella
>100 1 2
100 1
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Fig. 2 Organ level after oral administration pi-
vampicillin 300mg/kg in mice.
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Table 3 Comparison of peak value after oral
administration of pivampicillin (PVPC)
and ampicillin (ABPC).

Measured as ampicillin value.
(Each given 300mg/kg orally to mice.>

Peak value(mcg/g or ml) PVPC/
Organ — ABPC
Pivampicillin| Ampicillin
Liver 44.0 9.5 4.6
Spleen 12.5 4.2 3.0
Lung 28.3 8.0 3.5
Kidney 65.0 18.0 3.6
Serum 37.5 10.8 3.5
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Fig. 3 Bioautograph of mixture of pivampicillin
with organ homogenates or serum of rats.
Inhibitor : DFP 10-2M

Homogenate : 120 fold
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Fig. 4 Rate of ampicillin transformation after mi- Tt Ampicillin ~O%HE 5 45 E TI2iZEBH bh ik
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Table 4 Clinical results of pivampicillin
Name | Age | Sex Diagnosis Organism isolated Igzglslg trIZZt};:Sd (C:(l;:gzl Side effects
Y. F. 56y.| & | Chr. bronchitis | Hemophilus 18 21 Good none
R.O. | 81 & | Chr. bronchitis | normal flora 18 14 Fair none
T.M. 60 & | Chr. bronchitis | normal flora 1¢ 14 Fair none
H.H. 49 @ | Chr. bronchitis | normal flora 18 23 Fair none
T.S. 19 & | Pharyngitis normal flora 18 4 Good none
K. A. 60 & | Cholecystitis E. coli 18 14 Poor none
S.F. | 64 & | Cholecystitis E. coli 18 14 Poor none
R.O. | 81 & | Pyelonephritis Proteus mirabilis 10°/ml 18 14 Good none
J.K. | 47 8 | Pyelonephritis E. coli>10°/ml 18 14 Good none
H.I.| 45 ? | Pyelonephritis Strept. fecalis 10°/ml 18 14 Undecided | none
E.F. 18 3 | Rheumatic fever 0.758 6 Undecided | Nausea
Sequelae
M. I.| 18 @ | Tonsillitis Strept. viridans 18 4 Good none
I.M. | 62 8 | Chr. bronchitis | normal flora 18 21 Fair none
J.T. 72 & | Chr. bronchitis | normal flora 18 7 Good none
K. I.| 24 R | Tonsillitis Strept. hemolyticus 0.58 7 Good Diarrhea,
Exanthema
K.Y. | 24 S | Tonsillitis unknown 0.58 6 | Good Nausea
M.T. | 21 { | Tonsillitis Strept. hemolyticus 0.58 3 Excellent | Anorexia
Nausea
K.O. | 65 & | Bronchitis normal flora 0.58 7 Good Anorexia
J.T. 72 & | Bronchitis normal flora 0.58 7 Good none
M.Y. | 59 | @ | Bronchitis normal flora 0.58 7 | Good none
T.K. | 45 & | Bronchitis normal flora 0.58 7 Good none
D.O. | 75 8 | Pneumonia Pneumococcus 18 11 Excellent |Abdominal pain
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Table 5 Laboratory findings
R.O. T. M. J.K. K. A. S.F.
Cases
Before After Before After Before After Before | After | Before | After
Hb g/dl 15.8 15.9 14.7 13.9 14.1 13.2
Ht % 45.5 46 41.5 39 42 38
WBC 6, 300 5, 100 7, 000 5, 300 10, 800 5, 600
GOT 17 20.5 21 22 22 5 66 30
GPT 7 9.5 17 24 35 13 31 18
Al-P 1.9 1.85 1.85 1.7
BUN 13.5 13.5 18.5 12.5
HEFID D B, FHHEEHRICHERELITE 72 b DR MFCONWT LR TH o720 B, Al B, BAED 4
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STUDIES ON PIVAMPICILLIN

KEIMEI MasHIMO, KAzUruTO FUKAYA,
OtoHiko KuNil and MAKOTO Suzuki

Department of Internal Medicine, Institute of Medical Science, University of Tokyo

On a new penicillin derivative, pivampicillin, several investigations were performed, and the following results
were obtained.

1. Sensitivity test of clinical isolates of Staphylococcus aureus and some Gram-negative bucilli against pivam-
picillin revealed by usual plate dilution method the MIC values mostly equal to that of ampicillin.

2. The organ levels in mice after oral administratio;l of pivampicillin ranked in order of kidney, liver, lung,
spleen and brain in comparison with the peak values. Each peak value reached 3 to 4 times higher than
that after the same dosing of ampicillin.

3. The mixture of each organ homogenate or serum and pivampicillin was placed at 37°C, and DFP was
added at regular intervals as an inhibitor of reaction. Thin layer chromatograph and bioautograph were pre-
pared then with it, showing rapid transformation to ampicillin. This fact was confirmed by the experiment using
bioassay of ampicillin transformed in which organ homogenates of mice were used and the boiling was per-
formed to inhibit the reaction.

4. Pivampicillin was administered clinically to 22 patients of various infectious diseases. As the result, the
treatment was effective in 18, failed in 2, and undecided in 2 cases. As side effects, three patients complained
of nausea, two anorexia, one abdominal pain and one exanthema respectively. The medication was stopped in

four of all six cases with untoward effects.



