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Comparision of the Blood Concentration of Ampicillin
and Lysinomethylene Ampicillin in Man
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In order to increase the solubility and antibacterial activity of ampicillin, the
lysinomethylene ampicillin trihydrate was synthesized. The blood concentrations
of ampicillin trihydrate and synthetic lysinomethylene ampicillin trihydrate were
determined in 10 healthy male volunteers by using large plate method with
Sarcing lutea ATCC 9341.

The mean blood concentration of synthetic lysinomethylene ampicillin trihy-
drate was higher ca. 1.3 times than that of ampicillin trihydrate in 10 test
subjects after oral administration.
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Table [ —Summary of Test Subjects

Subjects - Age(yr.) Weight(kg) . Blood Types
KK 51 75 A
KM b 66 0
1J 23 75 B
KY : 22 49 AB
KS 23 63 A
NS 27 - 64 0
YY 23 63 ‘ A
YK 21 58 B
PS 21 54 A
JH 21 65 AB

Cualture medium—T#i4: %8 <% Z(ampicillin A4 )e] <5l pepton 10g, beef
extract 5g, NaCl 2.5g, agar 15g& ZH<4 1000mld] 2 &3+ £ pH 5.72 3o 250mlA
vre] 121°Ce] A 2043 2 Fste] AbZ4sd st (large plate)o] 71 =71 F7lx A & o u]
A7} L F(F A7) AAae] magel, o] ® F3F suspension (Sarcina Lutea ATCC
9341, A4 Co.)< 250mls| x| =} 3.5mld gl

Standard curve—ampicillin 31,0 2284 52 4, 2, 1, 0.5, 0.25, 0.125 7/ml(<] A+
d &9 pH 6.0)2 3o Fulgt A4sistulxo] =3 sg dji 2.8mm needleE punching
g th-& TFY & microcapillary pipetteS {#F3te] punchings halle] Y z] oA o]
35°C incubatore} A} overnightA] 3] & vernier caliper® s}E&o ZFFA S HEH .

Assay—E §iH A% ¥0 $Aas —Fild -4 445 BES coupd =% 3
i, ampicillin 3H,0 500mgg 2 capsules] 3o do] E 250mle}l &# A FFS8 oL
1, 2, 4, 64 zu}c} heparinized microhematocrit capillary tubez & 5te] 2500 rpmof A]
1075 A el ste] 4°C2 223 o8 vig] F913 A zlo] 25t €% ampicillin
&2 microbioassaystgdob'®. 3 Y} 422 ampicillin 3H,0 500mge] & &3t
1ysinomethylene ampillin.3H,0%k¢] 630mg <& Z<& HEo =z Fo&F g3 535 24359
o9 cross-over methodd] ulel AF =z =Astg .
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Figure 1—Standard curve for ampicillin

Table I —Area Under the Blood Concentration Curve(AUC?-5) after Oral Administration of
Ampicillin and Lysinomethylene Ampicillin

Lysinomethylene
Subject Ampicillin Ampicillin (mcg-hr-ml')
KK 42.6 60.6
KM 45.0 55.3
JJ 57.5 60.1
KY 34.5 51.6
KS 36.6 54.6
NS 40.0 45.8
YY 41.2 52.1
YK 36.6 50.5
PS 33.8 41.6
JH 45.2 77.3
Mean+S.D 41.3+6.64 - 55.0+9.27

Table 1t % #ii#e MPREMRTERAUC DS ZRT Aoz WgH =5

ampicilling 7 +%o g ARt lysinomethylene ampicillin® =& E iR THRSe] 2 o

1], ampicilling} lysinomethylene ampicillin®] ZF#y AUC®2 &£ 41.3+6.64 mcg.ml-!-

hrse} 55.049.27 mcg-ml !-hrs= lysinomethylene ampicillin®] ik} oF 1.36% =},
Fig. 2% Fyma@iMms Jerd Aoldh, |
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Figure 2—Mean blood concentration of ampicillin in 10 subjects after oral administration.
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A48 BABTF volunteer 10452 =] A} o = ampicillin»3H,0¢} lysinomethylene ampicillin
*3H0 A =& —EMEtFIA AR =] £} @4 cross-over methodes] whe} A4 F=2 74 T30
A7 T dA A AdstY =z meb ampicilliﬁi%ﬁ% Sarcina Lutea ATCC93419] test
micro-organism$- {#f3slte] large platep:e] < 8] microbioassay3t 55 ampicillin3H,0 ®
t} lysinomethylene ampicillin-3H,02] ZE#4 1t i s 45 TS (AUC) %] oF 1.3f% Qi
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