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Scheme 1

Procedure of separatory determination of BAPC and

ABPC - ABPA in the blood or plasma

Detailed procedure was described in the text
% Fluorescence intensity was measured at 345nm excitation
wavelength and 420nm emission wavelength
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extd. with toluene (5ml)
(immediately)

org. —layer (4ml)
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Fig.1 Hydrolysis of BAPC in the plasma
Each point represents the average of 3 experiments
Regression lines were obtained by the method of
least squares

Incubation temp.;37°C (*22°C)

Initial conc.of BAPC;66 ug ABPC titer/ml
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Table 1 Blood concentrations of BAPC and ABPC-
ABPA in healthy volunteers after oral
administration of BAPC (500mg ABPC
titer /man) o

Time after administration (min.)
20 40 60

(Body wt.) L ’
BAPC ABPC' BAPC ABPC* BAPC ABPC’

. Volunteer

T.M.
(79kg)

Y. K.
(62kg) U.D. 0.8 U.D. 471 U.D. 5.13

U.D?*<0.10 U.D. 0.48 U.D. 0.9

R.T.
(52ke)

mean U,D. 0.338 U.D. 2.35 U.D. 3.8

U.D. 0.18 U.D. 1.8 U.D. 5.36

(ug/ml)
* including ABPA

% % undetectable (less than 0.05 ug/ml)
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Table 2 Blood concentrations of BAPC and ABPC-
ABPA in male dogs after oral administration
of BAPC (331mg ABPC titer/dog)

Time after administration (min.)

Dog No. 20 40 60
(Body wt.)
BAPC ABPC® BAPC ABPC* BAPC ABPC’
1 o U.D. 17.28
(101 U-DT" 750 U.D. 17.46
: .D. 19.14
(105K U-D- 1811 U.D. 2142 U 9
3
(103 U-D- 986 U.D. 23.65 U.D. 22.63
mean U.D. 11.72 U.D. 20.84 U.D. 19.68
(ug/ml)

* including ABPA
* *undetectable (less than 0.05 ug/ml)
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REEDEREEZAED L, BOkE53 Nl BAPC
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KHBENTHAHEETRLTNS,
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BAPC % t ~iZ 500mg( 7ffi) /man 32213, 1 XIZ
331mg ( fff)/MC #0045 1%205 & & U604 B ICIRELL

Fig.2 Bioautograms of the plasma of human and
dogs after oral administration of BAPC

A;plasma sample at 20 min. after administration

B;plasma sample at 60 min. after administration

Doses of BAPC are expressed as ABPC titer

Solvent; butyl acetate, butanol, acetic acid

1 % phosphate buffer (50:9:25:15,V/V)

TLC;Eastman chromatogram sheet No.6061(silica gel)

Organism; M.luteuss ATCC 9341
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1. MAF/=i3MMFP D Bacampicillin (BAPC) B LU
Ampicillin (ABPC) - @a-aminobenzylpenicilloic acid
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Fig.3 Bioautograms of plasma of human and dogs
after oral administration of BAPC

A;plasma sample at 20 min. after administration
B;plasma sample at 60 min. after administration
Doses of BAPC are expressed as ABPC titer.
Solvent;ethyl acetate, water, acetic acid (8:1:1,V/V)
TLC;Eastman chromatogram sheet No.6061(silica gel)
Organism; M. luteus ATCC 9341
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BIOTRANSFORMATION OF BACAMPICILLIN HYDROCHLORIDE

YAsuYuk1 KaTo, RIKUO TAKAMATSU, YOH-ICHI AKIYAMA,
KaTsuyosHI, IsaGal, KATSUHIKO HONJO and TSUNETO KURIYAMA

Research Laboratories, Yoshitomi Pharmaceutical Industries, Ltd.

1. The analytical method was established to separately determine bacampicillin hyﬂrochloride (BAPC), and the
total quantity of ampicillin (ABPC) and a-aminobenzylpenicilloic acid (ABPA) in the blood or plasma.

2, Species difference was observed in the hydrolysis rates of BAPC in the,plasma of human and animals. The rate was
decreased in the order of rats, rabbits, human, and dogs.

3. In the penpheral blood of human and dogs after oral administration of BAPC, unchmged drug was not detectable,
though ABPC was found.

4. ABPC was, bioautographically, found to be the only bioactive substance in the plasma after oral administration of
BAPC to human or dogs.



