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Cefuroxime axetil (CXM-AX, SN 407) 3% L\ % A Cephem FITH bH, BEATH=R7
AL X T Cefuroxime (CXM) Ei-T, 75 2BHE, 77 2BEEASICESHEECER
THENERT E Vb b, RAXT OBBERKNEE &R TFRBTCET 2B 2T - 1

1) CXM-AX, Cephalexin (CEX) ZhZ%h 500mg % 3 A5 EHEARBZ & L4 flicss
5 CXM omAiEEE 3 BRI 2.37 pg/ml, 4 BER# 2.13+0.34 pg/ml 7R L, REZEEHEA
BIEFY 4 BERIE% 1.0240.23 ug/g Th -1, CEX DOIETEMRMMIERE L 4.32+1.84 pg/g TH
')f:o

2) CXM-AX & CEX % 500mg % H[EIRIFE 56 6 B5R ¥ TORR BT 2 LB LIcER,
CXM DfBHdEEED e — 7{Eix 8.64 pg/ml & CEX o 1.34 pg/ml X b 6.4 {SE\MERTR L1,
CXM-AX ¥ X0 CEX 0 6% TORAFERRII TR ZhiFERD 0.063%, 0.021% Th
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Tho5 e RECTRILER - MR ZRRIFRIERBDRr -1,

RERRIEO BE L, T TRRRTER, B/t &Mt
BEREHESTVWBIENRBRAETHY, REYER L
LEMEHE LW &b, SREREYBT AEACH
0 LirL, BEYHS FEEORBALCEE RS ABY
EREFADOKBH,ZED T b —Kk T, FRe,
PORLLTEELEBAROMENELES Lk s,
MBERDRESLENLH 2 EDDONHE TH B L
L, T cefifighTvs&AH Cephem Hlix %% »
BH, ThoD 5 b THEBACREXRY ZOBITIEL L
Tw5 b it Cephalexin (CEX) 13 Th sV, —7,
T4t A Cephem #d 15T 2 5 Cefuroxime (CXM)
BT TREBERREOBREL LToF AL GEEREMC
BHLRTVWBEMNY, MLE» L FRAERILE vk
BOLDTH o1

Cefuroxime axetil (CXM-AX, SN407) 11, #HE
Glaxo # 1 T CXM o l-acetoxyethyl ester Z ¥ &
LT - A MA Cephem HTHbH, ThHK
CHEFRZ VY, BENE? S 0 RIARE T = A
FrfezhtT CXM kb, 752 BHHE 75+B
HEL L VCMEANECEBR HEOY T T & Vb h

540, SE, RAZZTOBRBEERPBELBHIBT
CBIT A MA L 0 IR R TS 1o
I. & &FZE

T S9 9B X H 11 B ¥ T3 »AMCRARE
B LOSFIUHRBE AN TARMBERZ T IERD S
b, BEEES fleag e L, CXM-AX OEZEEER
BER OB T 2R Lic

1. MR 2 F T & 4EFITR T, CXM-
AX 250mg 2%t+ CEX 250mg 2 » 7trthfh
500 mg #[MF, MiRT3 B, 1 B 3@, 5EEERY
Lt FMiMA, BHEEFLE% 3~ 4 RECERm L,
LIPS, TELXTRMCIBIELEE L, BEE
D 1x2em K (¥ 1g) &R L, REARRERTT
BEMEL, 35 LTl mg i L, ZRY
—ETRPDKDERER - 1o ZhORRHIBET 7
AF ., 7 RBRECAN, bl ST sET
—20°C LR CHESIRTE Lico

2. @ESMEHSBTE, LRERAHC T-tube ¥
JEA LT 84 EOLWMIC 35\ T, CXM-AX # LU
CEX Th¥h 500mg »FKIRA X, 8K
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TEERTRERIFRL, Z0 ) Hab 3ml EKIL,
18 P B R E A SR & L,

CXM-AX ¥ XU CEX omiEzRkhicouwT:2, MmiF
0.5ml =74 b=tV 0.5ml Zhnx A, 3,000
rpm, 57RO BE L TEBREA Lic LB R OABRE
B L, EIKTABICHER LI O 100 gl %, AR
£h3, 0.05M v vERMEKEMATR PH6.0 12 T2 (MmN L
7oh 0 20 gl A, NBIEALALT AR0EEL 0.05 M ) o EREEHE
@iy pH6.0 & Lo+
L, 3,000rpm, 15 Zpiuld.OorfE Lic bds 0.2ml 27
£ h= by 0.2ml Az EEOR, EiERAREK
T3IEFF LXK E L, €D 100y Zthi
HWKBTiz@Ebrens HPLC W EA Lz, — #3212
CEZ %M L+ 5 CXM » HPLC BIE» fThh T
WA, SNy CEX L oRHE 527> T 5 DT,
PIEREERE T (F R Lisns - 1,

HPLC #5783 BIr8FRT 635 A TUEdith 7 » = b
75 7z Lichrosorb RP-18 (5pm) *FMELIc AT ~
VAAF—AH T4 150x4mm I D. (Merck #¢) &7
—F»74 10x4mm LD, #¥EF L ox@MAL,
0.05M vV vEs ¥ {2 7 %k pH 6.0 : 0.5M
tetrabuthylammonium phosphate ¥ (TBAP) #iF+
JUPBHTI2 746 : 250 : 4 DILICRE Lich D&, R
K TI2 736:260: 4 DHDOLOXBEHMEE LT AW

Yy b e v A2HLT homogenize

AR =

foo URFE 1ml/min & L, BIZBUERT & UV =2
— (635-0900 ) 1= CEX O#iiz 250 nm, CXM D
BrHiE 280nm o RICTHRIBL, Bbhizse <
IFSADEE— AR VE—T 4 VI A VT S —
2 (B%7 Hewlett Packeard 3390 A) \Z THH L, 4t
B DRSS & O S, CXM X0 CEX ©
BEARRST,
II. & b

MERFH T EC— 720 ERESHICTR T F
7oy, BHEEhC oW, BERE 3 HEE v T
CXM & CEX oExMiET A~ 7D HPLCA
HrEFEELL, LnL, CXM-AX # XU CEX £
hth 500mg 5% O iz, FEZGEF 2RSS
nieh -7 CXM, CEX LI#A® unknown v — 27 (ff
FEEFRE) 12~16 7)) 2MBBL LD T, Z hafld 5 4
HHERD I, F0 CXM DEMEFETE L OB HRE O
HPLC 7w =+ /5 2% Fig.1 1Z/R LTz, CEX D{f¥r
B2 6.9 7r, CXM oFhix 9.7 5 THH, CXM3s
X8 CEX (% 0.5~10 (Jiffi) pg/ml 0N TERS
DOEFILIE SR 5 BiFcER 2R L (Fig.2), B
RIFFIF 100 THoTo, TOHFETI A 50 A K i
DELMERD B & & CV iz, mETi: CXM
1.22%, CEX4.89%, JH it Tx CXM1.38%, CEX
2.11% L REFRER BORIC,

Fig.1 HPLC Chromatograms of CXM and CEX in human bile
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Fig. 2 Calibration curves for CXM and CEX in human plasma, bile and gallbladder tissue
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Table 1 Serum and gallbladder tissue concentrations after simultaneous oral administration
of 500 mg each of CXM-AX and CEX

Serum(4 hr.) (pg/ml) Gallbladder tissue(4 hr.) (ug/g)
No. Case Sex
CXM CEX CXM CEX
1 Y.Y. M 2.80 5.70 1.02 1.54
2 J.A. F 1.79 3.49 1.36 8.11
3 H.S. M 1.79 4.07 1.33 6.81
4 M.S. M (2.37) (3.64) (0.37) (0.82)
2.13 4.42 1.02 4.32
M + SE.
can = S +0.34 +0.66 +0.23 +1.84
():3hr
Table 2 Biliary concentrations after simultaneous oral administration
of 500 mg each of CXM-AX and CEX
Case | Drug Biliary concentration (zg/ml) Biliary recovery
0~1|1~2|2~3|3~4|4~5|5~6|6~7|7~8 (0~6hr)
TT. |CXM | ND. | 2.36 8.64 4.30 1.93 0.94 0.55 N.D. 0.063%
8LF | CEX | ND. | 0.17 | 1.01 | 1.34 | 0.91 | 0.65 | 0.47 | ND. 0.021%

N.D. I Not detected

1. CXM ofuyLps

METERLE 4 ekt CXM oz, CXM-
AX XU CEX Th#4# 500mg 3 A5 @Rk
B Omf iy 3R 2,37 pg/ml 2R L, 4 BERIE:
3 2.13%0.34 pg/ml %R Ui, ZAULEEHET 1 Mot
% 4WEEIE o I s CXN JEF 2,34 pg/ml & — 3K
Lizoe — 77, CEX 3 3W§RfIt% 3.64 pg/ml, 4 F5I%
4.4240. 66 pg/ml %7R L7 (Table 1),

2. CXM DR TEMRLPI T

CXM-AX ¥ 55¢ 4 Wik o M TEA AP CXM &
B2 1,020, 28 pg/g Td»7c (Tablel), 7ok, BE
RA IR D THE L, 75 AEMNBEIEL T
72, SENIMETREE Th - 1o ToisBZERITH 10 f5
FRUTHAE Licst, CXM kv CEX o -7
FEBFLUT & 72 0 B T & e s » foo % 7o bioassay &
ADET M EAF R D Bacillus subtilis ATCC
6633 THhHHicwd, MIHE RS LTS KERIC
IR TEIh otzo CEX 0 4 RNk B FEAMAIRE
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Fig. 3 Biliary concentrations after simulta-
neous oral administration of 500 mg
each of CXM-AX and CEX
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ABd PR OERBR I N EBR LB » 7,

Crossover (£ T, WA BRICHITTAZ EIZ LB
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FEANH 7?'?'Zn-cbi’Caf/£L DT, 2 FEFHE5IT X
B HT TR NE Y Y HPLC THBERTET 5 )
ExB%EL, PC % Cephem ﬁJ'Cn.fILTa’*""‘
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Cefuroxime axetil (CXM-AX, SN 407) is a new oral cephem which exerts excellent antibacterial
activity as cefuroxime (CXM) against Gram-positive, Gram-negative and anaerobic organisms after
de-esterification taking place in the intestinal mucosa.

We have studied the levels of CXM in gallbladder tissues and the excretion into bile after oral
administration of CXM-AX.

1) In 4 patients who had received 5 multiple doses of CXM-AX and cephalexin (CEX), at 500 mg
each, concurrently in 3 days, serum levels of CXM were 2.37 zg/ml at 3 hrs and 2.13+0. 34 zg/ml at
4 hrs after the last dose and the gallbladder tissue levels were 1.02+0.23 ug/g at 4 hrs. The corre-
sponding gallbladder levels of CEX were 4.32+1.84 pg/g.

2) When the excretion of CXM-AX and CEX into bile were compared up to 6 hrs after a single
concurrent dose at 500 mg each, the peak bile level of CXM was 8.64 ug/ml, i.e. 6.4 times higher
than that of CEX which was only 1.34 y#g/ml. The 0—6 hr biliary recovery rates of CXM-AX and
CEX were 0.063% and 0.021% of the given dose, respectively.

No subjective or objective symptoms of adverse effects such as rash or diarrhea were observed in
any of these 5 patients.



