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Amoxycillin DF# 0 £ 5FAC 31 5 WL P 3 X O{GHhe 2w T

FOINGRHE « BRIEEFT « WEFHET « mHE K
BEIR IR T3 Bk R 2kt b SR ST
AEZERT « REFEE
RIBREELBYEDFHE

Amoxycillin(a-amino-p-hydroxybenzylpenicillin)
it Fig.l ok >z ds, A2 P77 28 X
O oW ¢ Ampicillin & & b T8 LA
Reb2Twalh 2, Ui LERKRE TRINE2RR L,
Ampicillin X W #J 2 fEEV P BREREOhD 2 &
REEIh TV O, bhvbhizZ O EHE ORI
Pty L R 2 A LI 2 inx, BEWR o bt & R
THEEDBIT, 2, 3QHMAEEMLIZOTIHIZ2W
THET %,

Fig.1 Chemical structure of amoxycillin

S
e \ CHs
HO‘QCI:H'CO'NH'CH—(EH (|:<CH3
NIL O/JE—-—N CH-COOH-31:0
Mol.wt.419-46

6 (D(—)@—Amino—p— hydroxyphenylacetamido)
penicillanic acid

KB M B LURRFE
1) FERNREWEA
Amoxycillin (% Beecham FZeiia bRt X hic
Lot. 29 (830mcg/mg), % 7=xR & L T Ampicillin
(Beecham BF7C7F, 840 meg/mg) # M Ui, % oML
HHPB D Penicilloic acid X Staphylococcus aureus
LRSS L7 S-lactamase % fWCHE L,

(2) KRB
DEDAFED L DR Lico TXTOEIMEAR
Hizfafr i,

<A :ICR#%R, 23+1g, &

54 b :SD R, 170~250g, &

V¥ QEfERsE, 1.7~2.8kg, S

4 X :Beagle, 6.5~10kg, &
(3) BAMFMERDE (T4 A28

Bacillus subtilis ATCC-6633 DfaF, #105/ml%

ERELUCERARE Y Y + — VI 10ml F 2400 L
Too PUAEE OEMEWR ¥ 1038 Vi WEBREM 7 4

A7 (Hff:8mm) KBRL, LTOEXEME O
oo Th# 87°C, 20 FEREBEEME, ZORMILH 2 HIE L
o

(4) Penicilloic acid Of{L¥HEED:

R @ Penicilloic acid %2 — FIBEEI Lo,
ThbhbE2mlI 0.2 N-HC12ml #in%, X5 0.01
N-L+KI % 10ml %%, 1544 0.01 N-Na;S,0, &
THWELT 2 — FERELRDI, Control [RIZDWT
3 FERO M A 1T\ Blank ik Uiz,

(5) ERREIC ST B TP

(i) MmEPRE: 55 b (1FI0MG) i 100 mg/
kg, v9¥ (1HBF) X014 2 (1FBHE) X
40mg/kg ZEAHE L, #E5H£0.5, 1, 2, 3K LU'6
R B ik UC SRR 2 JIE Lico 7ekiBe L
T Ampicillin % f—4&f: CTHE Lic, v FH L0
% T Amoxycillin & cross-over THEK L7

(ii) 4 2KV v EE : J. R, SMITH b0
BACREDIDTA DKM Y v WEER LIS O, F7x
bbb, BEOH L, %2 EERIT 4 9% Direct Sky Blue #%
0.2ml #FFHELTY vAABREBHEL, ) =FLY
Fa—THDOF 21G DESEE Y voECh = 2 —
VT B, £ UTREIC Y v ERILES, |

(i) 5 » MEARPIAF : 20/ED 5 o b iC Amoxyci-
llin %713 Ampicillin % #5405, 1, 2, 8EHH
BT O mEKIE X2, B, F M O BREREH L
Tro A THEE, BWBD2EEDNU%=L ) —L%
inx, Waring Blender ThEY % — b Liz, 10,000G
TEONHE LI EBERERNE LT, PIAEWEBRERLR
Do '

2 B ¥ R
1. EREIC ST 5 RIS

(1) ruisHERE

J » MIZ Amoxycillin % 100 mg/kg N5 L, Ifi
Wby Ampicillin L H#35 & Fig.2 Ok kb
Thbo BEIEEILTH 8. 91+0. 99 meg/ml (1 BRI
G, Ampicillin ® 8.740. 44 mcg/ml (0.5~ 1 {1
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Fig.2 Mean concentrations of amoxycillin
and ampicillin in serum of rats
after oral administration

Rat  : SD-strain,180-230g

10/group
Dose : 100mg/kg
10 Route : P.O.
9 Assay : Disc method
B, subtilis ATCC-6633
-~ 8”
C]
517
E
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2
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~eg
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Fig.3 Mean concentrations of amoxycillin
and ampicillin in serum of rabbits
after oral administration

Rabbit :1.8—2.7kg, 3

5/group
81 Dose :40mg/kg
Route :P.O.
71 Assay . Disc method
B. subtilis ATCC-6633
61 Cross-over
Cl
85
g
et AMOXYCILLIN
y
g
5 3
w0
21
14
AMPICILLIN
1 2 3 4 6
Time (hr.)

EHET B LWL DEEERR Lico XLIEBEH 2R
FRICARE D M1 i FR IR B & RIRR DR TR D B iz,

V¥ ¥ 40mg/kg XEAHE LickERi Fig.8 D&
$bHTHbB, Amoxycillin ORI T 6.5+1.4
mcg/ml (185H]) i\ L, Ampicillin T3 2.6+
1.0mcg/ml (2Bf]) THhotco VHFDY L, 2%

Fig.4 Mean concentrations of amoxycillin
and ampicillin in serum of dogs
after oral administration

Dog : Beagle,6.5-9.5kg
22 5/group
Dose : 40mg/kg
20 Route : P.O.
18 Assay : Disc method
. B.subtilis  ATCC-6633
}En 16 Cross-over
£y %
g L
S |5\
g 0 ! \ AMOXYCILLIN
8 ! \
"
6 1
i \
\\\
AMPICILLIN &I’\
2 \\\\
~3
1 2 3 i 6

Time (hr.)

B & CHRHTEDE O MEFRECEN R bR, 8
REFEILIE TRRAZIIT LA EE DO I WERR L,

4 X 40mg/kg ZIEAHRE LicfERiL Fig.d 0k
hThHb, Amoxycillin DFEEEEITFEY 19.8+2.1
mcg/ml (1#[]), Ampicillin TI3F# 18.6+1.0
meg/ml (10D &7eotc, BT 2 ~ 6 efdichH
b, MEOMBERBREMCHEIDOERNBEEI L
o

HE 8 fi D RRENMT 35\ T, WHAEWE O Mg
EOXIBYEC X h—ETiXihv, WThoiitys
AWicB4 dHie Amoxycillin {3 Ampicillin X b
Wt EFRBRERB bR,

(2) 1 RTEHELEROMFBHRERS O HAE

D ¥ Amoxycillin 1 Ampicillin & H# UC i
RIBELE\ERE LT, Ampicillin » ORBEIRER
DENLEARIMERR N EWS ZERBTHLRDH,
FIEWBOEEN TONMBRCHER DB E S5 D
DN THREH &I 2 o

Tiebhb A X 8EICHIEH% cross-over THIEL,
HEERYMBPREXZWEL, ZOBERNOIHEER
wRwdic, Fig.b bW bat ks, Co (B 5H %
DTGP OHEEE) S IOEMP L BEET 3 &,
WHEDEMCIE E A EERIRD DT, ZORRNDD
Amoxycillin DfEAER XOTHSI B E {1 75 5
W, Ampicillin & bt UTHE R ¥R O RINEH R
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Fig.5 Decline in serum concentrations of

Serum level (mcg/ml)

—
i

amoxycillin and ampicillin in dogs
after intravenous administration

Dog  :Beagle

3/group, Cross-over
Dose  :20mg/kg
Assay :Disc method

B.subtilis  ATCC-6633

Fig. 6

10

Mean concentrations of amoxycillin
in serum and peripheral lymph of
dogs after oral administration

Dog :Beagle

Dose :40mg/kg, P.O.
Anesthetization & Dose:
Pentobarbital 25mg/kg, LV.
Assay : Disc method
B. subilis

ATCC-6633

Concentration (mcg/ml)

x_ |
Co. Half-life A
AMOXYCILLIN | 55 meg/ml 32 min 4
AMPICILLIN 60 ~ 29 » ’ /
5 y ~=--- Serum
i 5 R ! —— Lymph
Time (hr.) - ! © Exp. No. 1
4 / ® Exp. No. 2
DEWIDTHSB L\ S HEXEHTEE LIS 5, | A
(3) A4 AFKHGY o WeriEE 1 n; B
Ry bV ER =V THEE LI 4 212 Amoxycillin Time (hr.)

% 40mg/kg RS L, MmEEEERMY v BhEESY
H#t Lz, 5542 Fig.6 Ol bh ThHD, WYY

#H LT 5 e R EI LR OIERRENE O T h & (4)

BEDREEIZAY 10 meg/ml & 70iz,
AR

Rizd, GIKIIFES T2 Amoxycillin D#5-#,
Y VAR mMEPRE L D BB CERL, #5
B ARBBUBE TR — 21T 5, Tiobb il
B X D 1 BERIEN TR & B EleMifPIED
BE{fEAY 14~16 meg/ml i e\ L, KMV v % 3 o i

7 v b 17¥20/Ei2 Amoxycillin 100 mg/kg % £& 11 ¥
5L, EROFUCER LicHERicfert o CRRMIE %
TUTE Ulco #EFUL Fig. TD LB TH B, 7o3s Ampici-
lin W TRRDO KRB E T\ T HE 2 R Ui, MRk
D 5B, B IO T, MEFRELREC Amo-

Fig.7 Mean concentrations of amoxyecillin and ampicillin
in tissues after oral administration in rats

AMOXYCILLIN

—
>3
S

Time in hours

:‘; Rat : SD-strain,160-200g Tissues | Drug w11 2 3
Eo . 5/group
g 100 Dose : loomg/kg Serum Amoxycillin [ 10,9 12.9110.7| 9.5
5 Route: P.O. Ampicillin | 3.6] 3.9| 3.2| 2.5
= 8 Liver 801 Assay: Disc method Amoxeillin | 51.0] 108 | 99.0| 64.5
o Liver
E 1 c Ampicillin | 27.0{48.033.0{27.0
g | AMPICILLIN]
5 60 . 60 AMPICILLIN Amosyeillin | 22.0{ 44.0{ 42.0|35.0
= Kidney ° Kidney
€ / i . Ampicillin | 23.1{18.9/18.019.2
3 4 / o~ 40 NL Amoyeillin| 1.2] 6.0] 6.9] 6.2
3 / ] Spleen
(&) /S o\/Kideney Ampicillin | 0.3| 0.6| 0.5| 0.2
2 erum  Spleen Tung 2 ~N——o—-—0 Amoycillin| 1.4] 2.0 2.6] 2.4
:/u____.a:f:(’i ASerum Lung ,Spleen " [ ampicilln | 1.1| 1.3] 1.1] 0.3
=g —————-m----f-——y Heart |- Sy g 1 4 ¢ Heart —
% 1 2 3 % 1 9 3 Heart Amoxycillin| 0.5 0.9| 0.8 0.9
- ea
Time (hr.) Time (hr.) Ampicillin | 0.4] 0.4] 0.4] 0.3
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xycillin {3 Ampicillin i Hlt UC X D B\ T i Fig.9 Concentrations and recovery rates
T%, Tt Amoxycillin O 5 1 ~ 2 B Tk of amoxycillin and ampicillin
EARSRIREE A 7 L, I T 99~108 meg/g, T T 42~ excreted in urine of rabbits after
’ . ’ oral administration

44 mceg/g DfH & 723, Ampicillin TIXZF D 1/2
BETHO, L LEFABTOEGERE & 2dldh Total recovery in 24hr.
TIHFCEEOEIBD b ieholc, F@EYE o Y A:IQ?CYIEEgN g;gfég:ﬁa
kb IF3s X OV TR IEE & D ¥ AT Ak x ez AL BE0.5%
BE#R LI, - Rabbit: 1.8—2.7kg

(5) FRepoit 5/group-

- A Dose : 40mg/kg

5 » b 1 F 8L Amoxycillin % 100 mg/kg £ 0 #¥ Route : P. 0.
535&, 6K E TORFBPERERIL 48.114.295, 24 e Assay : Disc method

B ¥ CoBRiERIT 57. 9+£8. 195 & 7ot (Fig.8), ¥ 1000 B. subtilis ATCC-6633

7z Ampicillin TiZ 6 Bl ¥ TT 7.5+1.0%, 2485/ E
©22.7+0.7% Tt Amoxycillin (3 Ampicillin j;f 800
CHBE LT 2 5 EDRFHEIER AR Lic, R RPIR E 600
B b HMOENTED BRI, T,_

V¥ 185 INC 40 me/kg B R B 5 Lo 5 R, £ 400 30
Fig.9 O L ¥ D THbH, Tinbhb24RH O RPHERIL = 3
Amoxycillin ¥4, 87.0+4.895, Ampicillin Ti% 200 ng
22.845.505 LHEOENED ORI, ELENLHE ol 0 S

Mgk b, HE5H% 8K % TORPIEESRIZ Amoxy-
cillin @ 29.7+5.6% i\~ L, Ampicillin (X 16.6+
4.69 & Amoxycillin D53 HWHHRE IR L

Fig.8 Concentrations and recovery rates
of amoxycillin and ampicillin
excreted in urine of rats after
oral administration

Fig.10 Concentrations and recovery rates
of amoxycillin and ampicillin
excreted in urine of dogs after
oral administration

Total recovery in 24hr. Total recovery in24 hr.

o g AMOXYCILLIN 57.9+3.1% . AMOXYCILLIN 18.3+3.0%
X AMPICILLIN  22.7£0.7% x EZEES AMPICILLIN  12.1+2.2%
. T
28001 Rat : ?/Dg-rs;turpam, 170-240g 2000 i Dog : 2}5_9,51@
group
Dose : 100mg/kg 1800 T Dose : 40mg/kg
2460 Route: P.O. 1600 L Route: P.O.
Assay: Disc method = N\ Assay: Disc method
= 2000 B. subtilis ATCC-6633 " 1400 \ B. subtilis ATCC-6633
F; = 1200
5 1600 . < 1000
. 1200 ™ £ 80
2 = 600
5800 60
o 1 400
400 ///é 03 20

(%)

Time (hr.) Time (hr.)
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2, REOKETI ORMORPBEL Ampicillin @
125 BRREHDT1,

4 2 1B Amoxycillin % 40 mg/kg O 5
L& DRERIT, Fig. 10 DL h TH5B, T H24
Refi] D BRAP BEESR 18. 8:£8. 025 I 7=\ L, Ampicillin
Ti% 12.1+2.29 ¢ Amoxycillin #5HEDIZ 5 30%
BUCHHERER L, $720~8 5 X018~ 6 B DR
FRIREIIFRD L %, Amoxycillin {3 Ampicillin X
hEfE%RR Lo

(6) BEH =Pk

Fig.11 {35 » P& B 10E i Amoxycillin & X O
Ampicillin 205 U, PRty e L e R
%Yo 24 ¥ TOMAIHPRERL Amoxycillin T
5.4+0.62, Ampicillin T{% 10.7+1.6% &/ b,

Amoxycillin {3 Ampicillin X b JEHs~DOHE 413
BVWX5Ths,
2. REMEEEEEC BT BRI

(1) MEPRE

22 R S S b 41 Amoxycillin 2 Ampici-
llin % 500 mg, cross-over LTEOHE L, MmisHis
BEAWE L1z, #5432 Fig. 12 DLk b Thb, M
HP I Amoxycillin "¢ 6.9+1.8meg/ml (1 BFi
fl), Ampicillin T3 8.440. 78 mcg/ml T, Bty

Fig. 11 Concentrations and recovery rates

of amoxycillin and ampicillin

excreted in bile of rats after
oral administration

Total recovery in 24hr.

* ZZAAMOXYCILLIN 5.4+0.6%

x EEERAMPICILLIN  10.7+1.6%
Rat  :SD-strain, 190-250g
10/group
1 Dose :40mg/kg
600 Route :P.0.
563 Assay :Disc method
500 S ‘B. subtilis ATCC-6633
% J
£
=

(%) uo;’amxg

0o

Time (hr.)

Fig.12 Mean concentrations of amoxycillin
and ampicillin in serum of 5 fasting
subjects after oral administration
_ Volunteer : Healthy, 63-68kg

5/group
8 Dose : 500 mg/man
Route  : P.O.(Fasting state)
7] Assay  : Disc method
B. subtilis ATCC-6633
Cross-over
— 6.
E
=
E 5
3 AMOXYCILLIN
o 44
g
E
A 3
2
1
0.7
“%0.3
%1 2 4 6
Time (hr.)

Fig.13 Concentrations and recovery rates
of amoxycillin and ampicillin
excreted in urine of 5 fasting
subjects after oral administration

Total recovery in 24 hr.
s 22 AMOXYCILLIN 72.2:+6.5
XEEESS AMPICILLIN - 48.813.6
Volunteer: Healthy, 63-68kg
5/group
Dose : 500mg/man
2400 Route: P.O0. (Fasting state)
Assay: Disc method
= 90001 B. subtilis ATCC-6633
ER
E 1600 T
21200
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DFER L Ampicillin & Hff L€ Amoxycillin (%
o2 fsoiEmmEPREY S 2o b5 6T T
O FPUEREH T ST MR ED b,

(2)  PRAE

500 mg #% A & 5B O FRAFEE A M REE O [ E &
BHT L THE L, fERIX Fig. 18 0 L B ThH %,
Amoxycillin 24k PEIEERI 72. 246, 595, Ampicil-
lin "Ci3 48.8+8.6% LB NCRIMEDENRBD LR
Too EIRERSACRPBEALPHETLS L, BEK]

IREINT & ClXMIRITIC 23 e, E R LREDIER T Ti
Wi Amoxycillin D% 5 2% 2 £5 L0 EESELEECTH D
tco F7: Amoxycillin £ 5.5 5 ~ 8 155 B 0 frrp s
12324 257 +120 meg/ml C, = OFiS# T3 Amoxy-
cillin JEZVEEIC A BEAINCIER LI 5 REE TRPIC
HtIh 5,
3.

(1) (EFEREBCEASS LIk Penicilloic acid
(REBEY IR

Fig. 14 Urinary recovery of amoxycillin, ampicillin and
the corresponding penicilloic acids in 5 fasting
subjects after oral administration

Total recovery in 24hr,

Recovery (%)

No. of volunteers

AMOXYCILLIN

7727) AMOXYCILLIN 72.2%
[ Penicilloic acid 20.7%

AMPICILLIN ~ 48.8%

[ Penicilloic acid 4.4%
801

No. of volunteers

AMPICILLIN

Fig. 15 Urinary recovery of amoxycillin, ampicillin and
the corresponding penicilloic acids in rats after
intramuscular administration

Total recovery in 24hr,
AMOXYCILLIN  62.5%
[ Penicilloic acid  12.7%

R'ecovery (%)'

No. of rats

AMOXYCILLIN

1ooj

Total recovery in 24 hr.,
AMPICILLIN 57.2%
[ Penicilloic acid  16,9%

801

No. of rats

AMPICILLIN
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Fiddo &} h, Amoxycillin 13 Ampicillin & HfE
LTRARIMEZA BV LRI hic, XL
500 mg &N 575 &, Amoxycillin 2ARE(LD
F 24 DR A T2, 295, Ampicillin T3 FH
48.8NARE N B, T DX 5 FiEHR o Bt L 12 B
iz, B-lactam FEDOPBAZI Ui Penicilloic acid ~DfR
WREZLRBOT, TOPHERLFERICHE Lis
500 mg @ Amoxycillin O#y5- TE#20. 7% Penicil-
loic acid 23X, EZD Amoxycillin & §H T
% &, total penicillin & U T EE D9I2. 9951 24k%H]
R bEIR S iz (Fig. 14), Zhiciz\» L Ampicillin
TILEH4. 495D Penicilloic acid A324BESRAIC 2%
BRIz, 7ods total penicillin & LCoEINEKIL53. 2%
& 7821,

(2) Amoxycillin, Ampicillin s X O* i b D peni-
cilloic acid D7 » M Tk} 5 RINPHRE

EEEoLkh, e bz Amoxycillin #FEn#5+%
L, KE(D Amoxycillin & Penicilloic acid A&

b1 Ampicillin O 5L B LTHR R I R
Too C DRERIITINE HAe Amoxycillin o e 5 & 23
Ampicillin X b &\ iod, HXAYIC Penicilloic acid
OPFtEN % Ie B0, T h & b Amoxycillin (X
Ampicillin X b 4:{k9C Penicilloic acid ~D g%
S5 HVON LS BRNET B, ThbDEEKRDOL
B OB L

(i) MR O2AEE)

%3 SD %5 o b 1FEBEIE Amoxycillin ¥ X O
Ampicillin 2 fiE L, WIEHEYE B X O3 % Peni-
cilloic acid D24RERIR~DHE % B3t L (Fig.
16), Amoxycillin D5 T3 A {kH162. 5%, D Peni-
cilloic acid T13.2%p\EIL i, Fio,
TILB7. 225Dk &, %D Penicilloic acid HD17.3
BEIR I NI, THbb T » e Amoxycillin ¥ X
O° Ampicillin #IEERRCEE LTS, FH4EDEA
¥ YO DR ES, Penicilloic acid ko FRAEIR
Riir kgDl Thobh bR CHREEDEILR
UE T Penicilloic acid RfR#xhz:ELbh3,
RHBOTREAIS BRI Ehic Amoxycillin 225,
RIS { D Penicilloic acid &R I 1 & #E
hs,

(i) Wi BED Penicilloic acid DfEn LI

BTHED)

DECTYEWE D Penicilloic acid #*F W Fh 5

v MCRERRE LIERO Rl R % L#g L (Fig.
16), 100 mg/kg DFLET, 24RHEIRIC 1T 5 BRI,
Ampicillin-Penicilloic acid D#}4, F1518.2%TH

Ampicillin

%75, Amoxycillin @ Penicilloic acid Ti%26.99 &
801z TishbHiAEWED S-lactam BEH A L
7z Penicilloic acid o N5 T, BINHE K 2
BoERZRD LRI,

Fig.16 Urinary recovery after oral administ-
ration of penicilloic acid of amoxycillin
and ampicillin in rats

Total recovery in 24 hr.
P72 Penicilloic acid of AMOXYCILLIN 26.9+2.4%
EZE 3 Penicilloic acid of AMPICILLIN  13.211.1%

Rat 2 SD-strain 170-220g
4/group

Dose : 100mg/kg

Assay: Todometric assay

—
o o o

Urinary level (mcg/ml)

N

Time (hr.)

(3) Zofbo{i#EY, Transformation product
AERR

oL s h, Ampicillin © Amino #i¥, &4&A
BT HAET % aldehyde ¥ K& LT Transfor-
mation product 4R T B L EHE LD 8,
Amoxycillin 3 Ampicillin * [@#fic a—Amino X%
3OO0 CRAED Transformation product DA RKIF
HINBD T DORCDOWTHRIZINZ 7o

Fig. 17 C/RTRB M T, Amoxycillin # 5 o Mk
Y O Homogenates & incubate U7z, XKICBI S dsie
: ¥ b, Amoxycillin 500 mcg/ml ¥ & & Homogenate
& @ incubation C, FL#? Transformation product
LRLIhBEREAR » bHRD BRI, oAl Ampicillin
DENEIRHENRTc S, fF Homogenate TILEHHD
ERHNBD LRI T E M\, FH Amoxycillin %
100 mg/kg &0 5L, JRepic EZEo Transformation
product ERINBENE I ERF L. DL B
b, D% TILHE Homogenate L DRILTRDLN
TR I asoic,



1405 CHEMOTHERAPY NOV. 1973

Fig.17 Transformation product from amoxycillin and ampicillin
in rats tissue homogenates and urine

TLC : Chromagram Sheet(Eastman) No.6061 Silica gel
Solvent: Ethyl acetate Acetic acid - Water (8¢ 1:1)
Organism: B. subtilis ATCC-6633

30% Liver or Kidney Homogenate
Ampicillin or Amoxycillin(500meg/ml) 1ml
Urine : Amoxycillin, 100mg/kg, P. 0. (SD-Rat)

AMPICILLIN AMOXYCILLIN AMOXYCILLIN P.0.
Conrtrol +L1ver +K1dney Control +Lner -H(Aney Urine Urme
homog. homog. homog. homog. (0-6 hr.) (6-24 hr.)

7o Amoxycillin #ER L LI BOZOMORH  Bioautogram THD, TORENLHELM L EY,
Gt %, &80 TLC &LHFTH#E LI, Fig. 1813, authentic sample D;R$ Rf & ¥ A—DRLELL
b MZB00 mg, 7 » FIC100 mg/kg #r5H, FRE L7 SMCEEME Spot IXFB® LRI, MMOBEHSGETH
R, BHRIOCMEEREHE 7 v~ METRBALCKO RROMKRLEC,

Fig.18 Bioautograms of serum urine and bile samples
of rats and human after oral administration

¢ Solvent : %M phosphate buffer (PH7.0)

¢ Thin layer { Eastman chromagram sheet No 6061
(Pre-treated with 0.5% silicon-ether solution)

* Organism : B. subtilis ATCC 6633

OOO O0o0
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Origin . N N . N
Amoxycillin Ampicillin Urine Serum Urine Bile Serum
(4—8hr.)  (2hr.) (0~6hr.) (0~6hr.)  (2hr.)

Standard Human Rat

{500mg P.0.) (100mg/kg P.0.)
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F =

Amoxycillin % Ampicillin ¢3¢ A FRZDOHE
EEEY DL, FOMHEARZ M5 ALBDTHELULTY
5 EW 5 HET ROLINSON 52), 35 X0 NEU b DO#éE
I EDTHLMAEIRTWAD, X5HIZ ROLINSON Hik
FHEEREY (YR, b, 4 XBITHFALE)
i Amoxycillin #&F0#5 L, W TFhoBmcs\ T
b Amoxycillin {3 Ampicillin O 5 X b HE M
EPREY 25 L 2R 9, COHRIITVAD
RGBT LR bR T 2 FRELBE LT B, Fhet
MCRER S LRI O R L B EROBE
LR ZOWRAEWMEDRIFRBRIEEHERE LTV 5,

Lhbh I RPCER L A-ERYBULT, FROLS
£ Amoxycillin D% 1 PR D\~ T DHEM:  FTFRER T
DTENTE, DX RBALOFERELT, &
BRI BT 5ANANEOMHBRCEN DB DD, ¥
Tl RE RN DHERT BT 2235 B DA &\ 5 AL B i
KRERTWehDol, ZORRSWThhbh oK
RS, bbb D Br&SRT, mEPRER
Ampicillin X hE&<, FRICHE UTRBEE, i
WA SR, 2) HIRARE T, mighgeE, Réb
Bt B REZRDR  8) 1 R BIT B HHER O
AR, [iEFH D OWKEE R HEFKIC KZR IR0
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AFTER ORAL ADMINISTRATION

TAKEO MURAKAWA, YOSHIKO YOKOTA, Yoko Kono and MiNorRU NISHIDA
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SacHikKO GoTo and SHOGO KUWAHARA
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Comparative studies in man and animals proved that the serum levels of orally given amoxycillin
are about twice as high as those of ampicillin. The physiological availability of amoxycillin was also
shown to excel that of ampicillin by its greater urinary recovery and higher tissue levels. It was
experimentally proved that the higher serum and tissue levels of amoxycillin are by no means due to
the delayed urinary excretion or to the decreased distribution volume but to the increase in the net
absorption from the gastrointestinal tract.

Urinary excretion of penicilloic acid, a metabolite, was studied in healthy volunteers who were
given these antibiotics orally. The amount of urinary penicilloic acid derived from amoxycillin was
shown to be larger than that from ampicillin. This finding was justifiably confirmed by animal
experiments, in which, this greater urinary excretion was evidently shown to be caused by the
profuse absorption, and not by the unstableness in the living system.

The biotransformation product, reported in one of our previous papers, was shown to form also by
incubation of amoxycillin with rat kidney homogenate.



