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sk nsER Cefuroxime axetil (CXM-AX) oFg kBB

oM F - EAPARE - REEX-S E
KE R+ #
P % —
KEmBAF

BIKVPIE A7 b 5 4 L1 B-lactamase ¥, FUVReM X DA FERAE RT3 Cefuroxime
(CXM) &= 27 b l, #AM& LI Cefuroxime axetil (CXM-AX, SN 407) M\, FKJF,
BRI RYAE 7 0, BMEFLIRZ 6 O, MEERRESAE 12 0, 3t 25 flicd LT CXM-AX 5218
2% (500mg), 1H3M[E, &z 5~10 A, F¥ 5.84x1.7 ARITZES L, E%H6Hl, Hih 18
fl, 2B LG CBZhE 96.0%) & Ld Ui, EEEOHE Licd DX 14 §IT 17 #pvB,
11 GLIEHERE T3 L 2 BOREIC X 2HBMERRTH - 1o, HBEE L Escherichia coli 9 #;,
Klebsiella pneumoniae, Staphylococcus epidermidis 3% 3 £k, Staphylococcus aureus 2 ¥pT3
~tco CXM @ MIC 13 E.coli ®1kas 108 cells/ml T 6.25 pg/ml % Lo L7z7S, fiut 3~
3.13 pg/ml LIFTHH CXM-AX BHIC L » T2 BRE IR, BAETRHOEFML 11 flT
Hotio ZUNTHEWTEIEAZL, CXM-AX 12X 3 L Bbh2BRREBEOREIID bR
Moo

RRFEZR D3GR\ T CXM-AX 12 X 2 GEREBECFMXET L, ToOBE CXM-AX 500mg %
MEAE Lo, firicirii LichE, BZER CXM BEXRIE L, 1 ARRERRLUT TH- 1
Py, Mo 2 Gl TR A T 2.32+1. 35 pg/ml, JOTEAR{ T 1.382 pg/ml, ATEEE 1.26 pg/g D
CXM [BEEH> L L1,

ZOfERE CXM-AX (XFfES L O R EEDO A RAECHRC TERRER THS LW b,
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MEPEHR O ESFEE, YRB I EBARNDORINE
b, MEBRMECSTAIRAEORESEMLL TR
TWwbo URIC L CBDdD ORI 75 A5HEREHC X5
RPSFIHAL L, 77 2RUREHEC X 2 RE2HML
TERTWDB, L 1HEOEDLATIRARL, 2EH D\
BHEROEDORAKRPT X 2 BIMERPE,AMML T
KT B, BREORE L, RPFHHRIYOBHEK
EORERCIOVBITIR TV 20, HOKRNEK TS
S TRABOTHDO Z L4, FEKRE BAED
FEDHR %5 UM, BRELH#ETE L THK LKA
BRAELDLRIELZ V., 5T, BEAVWHEA~Z +
7ok BFTHHEMANBRBIRE LY, FRBHEIEL,
TEWDOBEV L L h B-lactam RILEFIAILLFEHAE h
TWwad, LL, ChODKESTREHATSH- T, &
FHOERT X - Tk, AIRKTES ez R AEFIEE,
FRABAREE LV CE L S,

RELSERESh TV 5RIRIAERE, ~22514F
F, TEIHA 29 vFK, P-lactam Fic ENH B,
—MERVTEE LT/ A BHEEREBELYGRE LTS
b, 77 LEERERRCE, ARERLE RS

Twbe 4H, ELVWHESE LH LTV B-lactam £
PLEH), & < Cephem RITEHTIX, 75 2HHEL
DIZUBECHENIZ LT E—HR2S, HENLEE
CES Bh, ¥ ik, Cephamycin ¢ LT B-lactam %
MAEFCHEY LdTEED P-lactamase TEI Y %
HT HE -ttt Cephem #|, X & i B-lactamase
tERMCHE, Mo B ERRREC L HEN LT
=tk Cephem H2PAFKEH TETV A, LA
LB#ED Cephem HApMMRITEH 12 T~ TH—HRCE
+ % Cephem ¥|ThH, H=, H=HROFAI T
THEHATH %o

Cefuroxime (CXM) %, #E Glaxo #THHEI L
1 BT 5 Cephem RILAEH T, FEHEQ
B4+ % B-lactamase [TEET, /7 ABUHBELIE
HECRSEVWHEDEBVERE LD, FATRLT
VAHIEAEA S h T 3 EHARERTH 20 &0
Cephalosporin 4K CXM %, = A F AL LT
M & L7 Cefuroxime axetil (CXM-AX, SN-407)
»3%E Glaxo # X b IR & h 22419,

FELE, AFEACTETORREORRES L
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v, BB AR LB THRET 5,
I.  ® # &

1. EAEEANY

Cefuroxime axetil (CXM-AX, SN 407 tB%7)
CXM-AX (33 Glaxo - ThiF S hicgEn A Ce-
phalosporin #| T, 05 TiXE LA LB ich
~1- Cefuroxime (CXM) o 1-acetoxyethyl ester 3%
#ThHo Figl iz LdTHENEET 2,

AFIX LN EBCHEER T2, RS Shic
CXM-AX QGEATH=27 1 {t3hT
LTI E N, <D CXN nHEERZEET 5,

{t5 413 (RS)-1-acetoxyethyl (6 R, 7 R)-3-carba-
moyloxymethyl-7-[ (2 Z)-2-(fur-2-yl) -2-methoxyimi-

Cefuroxime

noacetamido ]-ceph-3-em-4-carboxylate T, 77T R
CooHuN,0,0S, 7 Fiiz 510.47 DHETH 5, s
A~ RBEOOHRT, Tt yv, EEE=
FLER 728 R A 2R ETP T L, 5% =4
)=, b= Rz FL =T Ll ETICL L,
Kicled THETZ <V (79 0.04%) . Hfii 250 mg o §
AleLTiREEE i,

Cefuroxime DI~ 7 r LILKFID KT > D p-
lactamase {ZHETHH D T, EFH#ZFn M Cephalo-
sporin X i<, E.coli, K.pnewmoniae 6o Ce-
phalosporin i # 1k ==,
LIEERZ LT, i, Hoin-
fluenzae %= N. gonorrhoeae (25t UTILIERD £ 10 A
Cephalosporin Fl\Ztt L THHIZHCHIE N A HT 505,
BRIEHE S L CBEERAEZ LO S0y,

¥fo, CXM-AX 245/ 30~50% »' CXM & L
I Eh, R@shzo o i, Brodktitzhs

CXM-AX (xZEJaRs X ) b BEEZ G2 E ML %
LbL, B2ty — 7izygL, 500mg #5512
6.41£0.89 pg/ml % LadT, 6 Hfl ¥ TORPHEEA
44.6~51.0% TH 5,

2. HREEG

D BRRma

PER1 59 £ 9 A X HIRFI 60 428 H ¥ ToH 1 EMIZK
ERENE T2 LBBED S b, W, BOTHARSR R

AZ ) =,

Citrobacter sp., Proteus sp.,

Enterobacter sp. 1=

Fig.1 Chemical structure of cefuroxime axetil
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FE7 (. AvEFLRZc 6 0, MaiEA(E) 2 Wan
Woe 12 0, 3F 25 DR s Lo, ShSK 18 6, ABE
12 {7, EWs L 11 5% & 0 81 3%, Fig 46.32+17.5, Bk
9, #t: 16 {5, k& 35kg~76kg, Ty 56.50+
10.7kg TH-1, CXM-AX 0iF 512 A 5& L
T, 1[E500mg, 1 H 3@ ZHEME Lz, %5400
(X 5~10 A, g 5.84+1.7 BTH - 7.

BN, WCTHURRGUED 1 G EILE DB L, 101

BB 2 G T Lichs, o5 5ty v r—ok
BER L7o, 2MFLER2 0 3 GLIEHE, rLrr— &

DERY, 1 UM BEls, 1 GG E a0 Lichs, b
D10k CXM-AX DZDEBEXET L7 BELD
12 filix, 0] CXM-AX ok A G5 iR EmE 4 %
fT LT A,

RIS DEERIL, Y, $KAHARHE, SRR
T, FRPIR, PIbARRC BB o R L Y R fT
L, IREL s T, +2485 Y v 722 2+
WHDH L, BB T IR S (ERCP) i
I ORI X b g L, CXM-AX Tk DOH
OB T A OMBERL DT L D BFE L
s

2)  HAM L DR

MEEIEBEZD > b 3 WOFMHiFs, iz CXM-AX
500mg wHEAE Lo, FHidcHEI LBl Lol

PREP D CXM {#FEE 4 bioassay 2 L O B Lic,

3. EEIRGD R DFIE

BRUBFEOVER, BISAES Z2E=L LT, EY
BR), RH, WHO4KSE L, Fhongkofkd

Xt

27 (Excellent) : ¥¥5 3 HLAAIZ
FAEAR DE R Lich D, HRARIZ Ti:
D,

#H% (Good) :
FroxB L)
WAZERD L D,

=% (Fair) 6~ 7 HUPLZIEEDO—iss 8
FrRBEIR L2 b 0, BRI L72L Do

) (Poor) @ 7 ALL LA L TLAER 2 EGE L 78 v
MEALLICL Dy BBEOMA Ligt v Do

RAHL WERIDSMINRICED Y b, WHEHEE
b, MHOEHOLIE L ORRA L TRERSE L,
AARLEREFEEEgERc X v CXM o MIC ##ilE L
foo EDO— IR A A A E R ER A Lk LTk
FAERMIT LI,

4. HMANEED

N REHRUE

HEES s DO il
REDOHF LICH

4~ 5 BLAPRTER D F L LR
D, WEEICTRALEDHES ok

',T‘

AEHEILE RE
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CXM-AX Az X 5 CXM of&R&RH, FEZER
i, REZEEE L S O@ERESEHIR O X 5 ITHE L,

CXM-AX Iz X BRI - BELBEED S
3P THRELIETT Lic, FHATANIC CXM 500 mg % 4HA
Lo, MAcR AR L, RIREEINI I ZER
Bk, BEE X VRIBECHEAL, fiPBESERCER
THEHIT-FTALOEIRL, BEBHIEHEEL DR
H Lt BREIERXYIHE, NEOEA, BHEXERE
L, % Lciyr, BHErnduvwEizy, BiEofkik
LI B GEMIC —20°C I THERE L o R
b OBFFERFALNL, BEREO X FAAEENRKS
HHEHR GERE, HEX) X LT, AEickt
L7

2) JEFHEY

AEHID » < EEAREE, BRI 3,000rpm, 15 43D
WOWEE D EE AT CHE Lic, IBEEASITRE,
ZOEED 3IZEED 1/15M phosphate buffer solution
(PBS) pH6.0 #fn%, polytron homogenizer T ho-
mogenate #*{FH, 3,000rpm, 15 /RECILEE, %
O LFERBIEICE L,

BEERIE L RE Az, X7 b v 0.5%, A=%2%
0.3%, 7B+ Y vLa 1.0%, %K 1.5% OMRK
~ T pH 6.5 1% Licss w2 {#H8 L, Bacillus subti-
lis ATCC 6633 #HRFEHE LT HHET + A 7 FEIZTHET
Utz HE¥ERZE LT 1/15M PBS (pH6.0) (= X b {E&L
LR R R AV TR LT,

II. %  m #%

CXM-AX DEtfEE % Tablel 535 Table7 (= L&
Lico FEIE, BETEMREYEICX T 2Rk % Tablel iz
L L, Table2 (ZEMARITKTT B K %, Table
3-1, 3-2 \ZXBEESCH T AR L L1z, Table4
EERZNFE D = Lo, Table5 [ TIX Bt S hiciR A6 &
FElksh B & DBd# A Lad L1, Table6 3 L 0¥ Fig.1 iz
3 GIOMERES, BBAEBZEOFANCKELTHE L i
CXM-AX 500 mg PIfR#% DA 3s L O R ZEBER DCXM
g4 Leb Uiz, Table7 12it CXM-AX HARIC X R
YAIERFAIE DEERREEY Lo L,

1. BZRg, ERERARARRYME

Tablel i Lb T, 7HNCHER L7z £BI5kE
FZTHbHo CXM-AX D512 1[E 500mg, 1H3E
BHEARE Lo, #EHET 2 FA 10 B, ks B
MITH-To, BEBI6HL D 9L DBEES R, 3%
2RO L 2 HHMERR TH 1o E.coli 1 X5¥%
G729 CXM o MIC % 108 35 X 0¢ 108 cells/ml = T
3.13 #5 LU 1.56~3.13 pg/ml % L L7z,

K. pneumoniae 11 3 #1817 CXM o MIC i3,
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108 cells/ml =T 0.78~3.13 pg/ml, 108 cells/ml 3
0.39~3.13 pg/ml % Ld Lz, S.epidermidis 3 1&T
B 1chs MIC (20,78 35 X 0° 0.39 pg/ml % Ribte,
LOFET S 1 RRCT, BRI HD L8 Kusr
—CEONBEHRA LT,

ERIREIR, EL2 0l MUXEBT, Loa, &y
Bhie <, BIfEAS XOBERBEED RIS bhi
RO A

—MOER S DEEFIZ OV TEERR T 5o

£ 1 OO0, 81 %, %, 6% 35kg

30 FFRT, ITHBKER X EBFEBELZF, 10 £5
HE DR, ERESCBEYRL, BRLTELY
BT 5 X 5 RTestce BIFLEMUEPHELTH
P, FRFAI 59 O A 17 HIVBEOHKMNSY, 98
18 HZ# L, Cefaclor (CCL) 500 mg, 1H 3EKR
7 BHERT 5L\ THEAKE, 98 25 Anb
5 A CXM-AX 500mg, 1H 3EHNRICER L,
REGIBRTHRIEE LA L UE L, BAEL
LThER o E coli #1512, CXM o MIC i,
108 cells/ml T 3.13 ug/ml, 108 cells/ml i3 1. 56 g/
ml #Fd 7, CXM-AX R 5BA% 2 B0 KEETIHE
BHEieh, BREDHEAZTID I, BIfERIADLL
Lo oo

fEF 2 mOEO, 67 i, B, A% 54.5kg

fRHn 59 £8 A 2H, EHLALBRTMCTHBIA
Be, FFEEQRICTSA 18 HYIBE, Furvr-vi
7L, Flomoxef (6315-S, FMOX) 1g 1 H 2@ A
BiEx 9 BRIIT, —REREEL 5L BRL, Latam-
oxef (LMOX) 2g 18 2[E 19 BRI, B CCL
500mg, 1H3ERMCEEL, 9A 17 AL,
Btk b CCL o MfRE#HE L Turtedt, 59F10 A 15
B, YIBMoRKER TR, YIBE, Fuvr-vii
47, CXM-AX 500mg, 1 H 3EIFM% 10 AMMAL
oo RABEXEOEFIZ XD E. coli & K. pneumoniae
# 7 2 CXM o MIC i, 108 cells/ml T E.coli
» 1.56 ug/ml, K.pneumoniae it 3.13 pg/ml, 10°
cells/ml TikfH & $3.13 ug/ml % Lo L1, CXM-
AX 5% 3 B THOERZEEL kK EAD,
4B THBbEL, FERLERLERE AT LR, B
PERIZ 3B BT h 5 7co FFALIEIR CXM-AX &5
GOT 55u, GPT 88u, Al-phos 11.3 Tk » k%
CXM-AX #5% GOT 40u, GPT 35u, Al-phos 10. 6
&%’ﬁ%bfio

2. AtEzlRA

Table2 (= Ladb+<, 6l Lico £HMKD
<, BIHFOEETHS, CXM-AX 500mg, 1A 3E
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Table 4 Summary of clinical efficacy after cefuroxime axetil (CXM-AX) administration

863

) No. of Clinical effect Efficacy
Diagnosis o)
cases | Excellent |  Good Fair Poor rate (%)
Skin and soft tissue infection 7 2 5 0 0 100.0 %
Acute mastitis 6 2 4 0 0 100.0 7
Cholecystitis (cholelithiasis) 12 2 9 1 0 91.7%
Total 25 6 18 1 0 96.0 7,
Table 5 Correlation of clinical effects and isolated organisms
after cefuroxime axetil (CXM-AX) administration
) No. of Clinical effect
Isolated organisms -
cases Excellent Good Fair Poor
1. Single infection
Staphylococcus aureus 2 1 1 0 0 !
Staphylococcus epidermidis 2 1 1 0 0
Escherichia coli 6 1 5 0 0
Klebsiella pneumoniae 1 0 1 0 0
2. Mixed infection
Escherichia coli +
Klebsiella pneumoniae 2 1 1 0 0
Escherichia coli +
Staphylococcus epidermidis 1 1 0 0 0
No growth or not tested cases 11 1 9 1 0
Total 25 6 18 1
Total no. of strzins were 17 strains

‘Table 6 Cefuroxime concentration in common duct bile, gall bladder bile and gall bladder wall from patients with
biliary tract infection after oral administration of 500 mg of cefuroxime axetil (CXM-AX)

Case no., Cefuroxime concentration at indicated time after cefuroxime axetil administration
age (yr), o
®x and Diagnosis, remarks Common duct bile Gall bladder bile Gall bladder wall
body weight (pg/ml) (ug/ml) (ug/g)
1 SM, Su}:)aIcute C?O:}?C)’?lltls w.lthd '
H“4M, cholecystoli 1.a51=,.c?st1c uct was trace at 98 min trace at 105 pin trace at 105 min
6 ke obstructed, slight inflammatory
degree of gall bladder wall
Acute cholecystitis with
15. HE, cholecystolithiasis, cystic duct was
. 1.01 at 101 min ~
iF, obstructed, inflammatory degree of 130 at 1020 0.39 at 120 min 1.56 at 120 min
75 ke gall bladder wall was phlegmonous ’ min
moderate
Acute cholecystitis with
cholecystolithiasis, liver cirrhsis and
16. MM, adhesion of intestine after
i 3.44 at 46 min
64 M, gastrectomy due to gastric ulcer, 2.24 at 49 min 0.96 at 49 piq
. . 3.54 at 48 pmin
76 kg cystic duct was not obstructed,
inflammatory degree of gall bladder
wall was phlegmonous moderate
Determination method was thin layer disc bioassay with Bacillus subtilis ATCC6633 as test organism
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Table 7 Laboratory findings of patients before and after administration of cefuroxime axetil (CXM-AX)

Case No. RBC (10%) b (g/dl) Ht (%) WBC S-GOT S-GPT Al-phos BUN (mg/dl)
Age, Sex B A B A B A B A B A B A B A B A
1 8 F 414 431 11.3 11.6 | 37.5 37.0 9,100 | 4,300 | 35 25 30 20 7.6 6.6 | 185 | 113
2 67 M| 3% 373 11.5 | 11.1 | 37.5 | 36.5 |10,300 | 4,900 | 55 40 88 3B 1.3 {106 | 193 | 11.3
3 64 F 389 405 12.1 12.5 | 40.0 | 38.5 | 8,500 | 4,000 | 35 25 25 20 8.3 7.1 1163 | 113
4 7T M| 4 430 12.7 | 12.6 | 40.5 | 39.5 | 8,400 | 4,100 | 45 3B 35 25 9.8 4] 105 | 101
5 11 M | 48 490 13.6 | 13.7 | 41.0 | 40.0 | 9,600 | 4,100 18 20 15 15 5.1 4.8 | 115 | 103
6 52 M | 505 500 153 ] 15.1 | 43.0 | 40.0 | 9,100 | 3,900 | 3 30 25 20 7.6 7.1 | 125 | 11.0
7 6 F 448 431 13.6 | 13.7 | 41.0 | 40.0 | 7,900 | 5,000 ; 18 15 15 10 3.6 7.1 9.8 | 10.1
8 33 F 435 i 430 14.1 13.9 | 40.5 | 39.5 [10,700 | 4,900 | 20 15 15 10 5.6 5.1 [ 185 | 113
9 26 F 44 430 13.1 13.3 | 38.5 | 39.0 | 8,700 | 4.500 | 20 18 15 10 6.8 7.1 | 115 | 113
10 4 F 433 438 125 | 12.3 | 375 | 38.0 | 7.800 | 4,900 | 25 20 20 18 6.7 55 | 115 9.8
11 26 F 433 460 14.3 141 40.0 39.5 |10,500 | 4.000 | 25 10 15 10 7.7 6.3 | 11.3 9.8
12 29 F 435 439 14.5 14.4 | 38.0 37.5 7,800 | 4,300 10 8 6.5 | 11.3 9.8
13 3% F 435 448 13.3 13.6 | 37.5 38.5 7,800 | 4,000 18 13 15 10 6.6 5.8 [ 125 | 11.0
14 4 M| 456 45 146 | 14.8 | 40.5 | 40.0 | 6,500 | 5,600 | 35 28 30 19 7.6 5.5 | 16.3 | 158
15 41 F 458 438 14.6 | 13.9 | 40.5 | 39.5 | 8,500 | 4,300 | 28 19 25 15 7.8 6.3 9.8 | 153
16 64 M | 515 489 159 | 15.1 | 43.5 | 40.0 | 8,900 | 6.600 | 40 3 30 28 7.3 5.6 | 15.7 | 11.3
17 54 F 430 441 13.8 13.9 | 41.0 | 40.5 7,900 | 4,300 | 3 25 30 18 7.6 55 | 11.3 | 105
18 63 F 456 { +H3 14.3 | 13.9 | 40.5 | 37.5 | 9,100 | 5,300 | 30 20 28 13 6.9 55 | 11.5 | 151
19 43 M | 303 501 16.1 15.9 | 41.5 | 40.5 | 7,100 | 4,800 | 31 25 25 20 7.7 7.1 9.8 | 11.3
20 3 F 443 435 13.5 13.7 | 39.5 3.0 7,300 | 4,100 | 25 20 20 10 7.1 7.0 | 11.3 | 1.1
21 3% M 305 495 16.1 159 | 42.5 | 40.5 8,100 | 4,100 | 35 25 25 15 8.3 8.1 | 151 | 11.3
2 3% F 434 425 12.4 12.1 38.5 R0 8,300 | 5.800 33 25 25 15 7.1 6.6 | 15.1 | 11.3
23 34 F 430 439 14.5 13.8 | 40.0 M) 7,800 | 4,100 20 15 10 10 6.7 7.7 | 11.3 | 135
24 55 M | 48 470 13.6 | 13.5 | 39.5 | 38.0 | 9,100 | 7.800 | 45 3 35 25 7.3 5.3 | 181 | 15.6
25 47 F 430 H5 13.9 | 14.1 | 41.0 | 39.0 | 9,700 | 6,500 | 35 18 25 15 7.7 5.8 | 181 | 11.3

B : Before. A . Altor treatment of cefuroxime axetil

PREZ 5T, B G ENE L fila 7 BIEL, 1 filp 8 B,
fllix 5 Blil’]f‘f)o Too R E L T4 MO it o 5% #%
X h & ZﬁEU) S. aureus ~ S.epidermidis # 13 12,
CXM o MIC .2, S. aureus p: 108 cells/ml T 1.56 35
L0 3.13 pg/ml, 10° cells/ml Ti2 0.78 35 X U~ 3.13 pg/
ml TH - too S.epidermidis T3 108 cells/ml T 1. 56,
10° cells/ml T 0.78 pg/ml A 21z, PP L LT,

3ORXGIBH, Ny — o w{T, 1 UREIBHER, 16
BIRAR A RIT L2, o 1 IR DR RIEHR & i 1T
L/;ﬁhj Zo

R S 2 ), B4 T, SRRl
e, EIEMRBS XU CXM-AX 12X 5 LR AEEKE
B D SFILER D DN Teh - 72,

— o Hk B D E >TSS

FEB 11 HCEO 26 7%, %, {4E 56.5kg

2 £ AR O BB RV T o2 g LT
tio M0 59 4 11 A 25 B, Wk, BIcis Tl

grKED, BRI 60 F£1A 17 B, EAEMBHYE
fFL, 77/ — 2 RUBREEIARK & 0 2Wix B, i
wROREFBE LT CCL 500mg, 1 H3EAMM% 12A
MIMEAT LT todt, BIEREAEh, Rk X OHRIE
BEih 1A 23 B, GBFvr—oRiaesbER
®+3, 1829 B » CXM-AX 500mg, 1H3@E7
HEir 5T 2, 18 28 BOMBEE#& T S aureus %
342 CXM o MIC i3 3.13 ug/ml % Ff, CXM-
AX pffits 8 iz TR RRRIEL k), ERLER
LR L HE Lo BIfFA 5 £ v8 CXM-AX 12k 5¢e
BbhaEEBEEOBHIAD LRI, 510

3. &Mk IUmaNETES

Table 3-1, 3-2 1= Lavb34n<, 12 @ laadAis
LOIABESE TH B, CXM-AX D53 13 500mg,
1 B 3EOA®PIRT, M1 Gl 6 A, 10
2210 ARITH B2, fllo 10 Gz s BRI &5 TH-
Fro CHBOMERNY, PR RHE LTH, HLRH
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EDERICTRZ L, BEESE LMD EZTHEE
YEAEIN, FHETTOORTHREZZ LIEET
H5o

BREOBONIEMI+IEB Y v Fin X 5 +23
BRI L b 20, PREC X 2E T BT
e (ERCP) DEOMBMEFICLS 26, 401
I FRFRVED E.coli %181, CXM o MIC (Z,
10% cells/ml = T 3.13~6.25 pg/ml, 10° cells/ml T(x
0.78~1.56 pg/ml HEEe> 7o,

ERBIIEZ2 G, B2, SLHML flx L
Lte BIfEA 3 X U° CXM-AX (2 X 5 BN BHEEE
BEBORFEIRD LN IL 1o,

20 CXM-AX 12 L 2B CTHERBREF % &
Tl FMECEZEME A AL, —fMiasssE L Tk
REOBRFER B i, LR OLERGRILE RS LT
BB A RE Lic, FATRBEER T 055 # 2 £ 0k
ThhH, CXM-AX #EfniciAEHD E coli %R d7
4013, 20IEOMERREDI, AMEI—HTEsiR
wRDIH, KA IR EEOFERRDI,

CXM-AX 5B DR i Ea 225 2o fE 0 L
CXM-AX ®EBICBRERDI,

EGI 14~16 @ 3 Flicks T, Fifii CXM-AX 500
mg REEAE Lo, M LclEH 3 X 08 ZEEER
O CXM BERRE L, 2 DR LW TIXBIZT &
BHTLHT,

ETDEFICOWTIRET 5,

ER 14 ®OKO, 44 %, B, 6E 60 kg

B S9 410 A 22 H, HEMEZFE,»5Y, 10 A
24 B, BEHEZMCCBEAYRRE IR TES, 11 A8
B, BB, ER2 5 51, CXM-AX 500 mg, 1
H3@Es BMAAIZELES L, 11 B 10 B AL 7z, EHRIT
MER%4 B2 TR L, AREHT LR, 11 A 13 §,
FHERT Lo FHaT CXM-AX 500 mg ##EH 4 L
B, BAROBEEBT, 105 5% 0 BEANME TS X O
BEED CXM MWE AT LA, WA T ~ THsE
BRALUTTh oo BBEEOTM, IBHE %D LI BE
Thotent, BEBITCRPEEOBLELSD, Bit
DEEIBUETH- T, BRAEITHTH -7, MR
R¥BFIED 7obiz Cefmetazole (CMZ) 2g, 1 H 2 [H
DREHER T L 1o

EB 15 TLOAOQ, 41 &, &, A% 75kg

BIS94 10 A 23 H, HEESHEA S, BEED
M TBEY%RESh, 10 25 BXhAEMBAL L
TCCL500mg, 1H3ME 14 AMMIEL, —EHke
54FHEL, CXM-AX 500mg 1 H3EMMCEEL
SHE#E L, 11 A 8 BHfifF L= ERCP s B0
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BE®RIZX OV FEo Ecoli 181, CXM o MIC &
108 cells/ml =T 3.13 ug/ml, 10°cells/ml =T 1.56
ug/ml L L1, 11 B 12 HAR, CXM-AX #45
H3HME TERCBHRLUEHEHE LI, 11 A 15 B
RRBE AT BT Lo IBEEBED BALWIIEE, Fm+%
BT, BEBHCIX4BEOAMRNFEL TV E
DERIBHETHY, BREOH K& AD fo FMHT
CXM-AX 500 mg »EFA¢ L »AM% 101 3 X 0 102
SHOBRIBE R CXM #EEX 1.01 X0 1.30
ug/ml %L Ui, WAL 120 Sl L BED 8
HA#EE i 0.39 ug/ml, AEFEEHL 1.56 ug/g ¥ L L
720 flittix Cefotiam (CTM) 2g, 1 H 2[@o AiEHEE
T XD BB IERETL o

fEfl 16 =0O®O, 64 %, 5, #E 76kg

10 37, EUERBFELAFILC L 2 NIREBESIZ TF
fix%d, FORBERELES XVCFEEFEC THEEY
FF T, BMNS9 411 A 15 B, ALEESELSD
BE*RREEhT\5, 12 A 13 A, HkpR, EFE
e AbzL, StkMEE s L LT CXM-AX 500mg,
183E, 5 AMZE R 5, 2 ABERIERLE
BEHTET B, 12 A 20 B, BHEMEMLETL, BE
DEALREH T, BUCEMBRELEBHTH -2, B
EEHOERIRETREABITH TH- o BIHAIC
SROEMBEAD 1o AT CXM-AX 500 mg A%
46 B XV 48 HHoOKRBAE R TR CXM #E 3.4
F Lo 3.54ug/ml ¥ LHL, 49 SEHCHEE LB
PR 2.24 pg/ml, REEEEEX 0.96 ug/g #EBRDH o
#i#z Latamoxef (LMOX) 2g 1 H 2 Bl AiEkEE
BExBZitsts

G 19 HORO, 43 &, 5B, &%H "lkeg

FRAN 59 4£5 AEE X v BT LIS H D, FEF 60
£5H10 B, BEEZHcTRAXRRch, 5817
B+ gk ThED E coli #B»1, 57 20
BXboEm»db, 58 21 HAK, CXM-AX 500 mg
1 B35 AMPIMREG BT Lo 1 B REMIN
4, 3R THBIELMAEL, ERELHELL, 5A
27 B, BEMBEMYIET Lo BEEOEIILEE
<, BERBTOEEIRE CHOMEALRD I, BT
RizhEBoPmERYRD I, BAELHT 5 CXM o
MIC 2 108, 10%cells/ml =T 3.13 % X U° 0. 78 ug/
ml THh- 10

fEH 20 ROZ*XO, 30 #, %, &\ 53.5kg

FAF1 60 45 8 13 H, HEHEBmLH L, EFUS
Ko TRAYRRESHh, ML AR, Cefazolin (CEZ)
2g HiEEE 15 HH S22, —HBREe L FR
L, SA3lH, +TTHEBEOEFRZLYLVED E. coli
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% B p0 CXM o MIC 11, 108, 10%cells/ml iz T
6.25 31X 0 1.56 ug/ml L L, 6A3H, Fif
O EHCTHBICER, ERSIUCKEEOHE RIS
hEFEL & LT CXM-AX 500mg 1 B 3ME5BMA
fRe L, 4 AHERIHEERL, ARPHLHELL, 6 A
11 BHFEMfixaTL, BROELCIBETH- 1, B
BRHOERIEHE TERABEOMALRD M, BHA
OEmMBEFERYRD L, Mz LMOX 2g, 1H
2@ SFERER BT L

fEB 23 HOmO, 34 &, &, fE 53.5kg

FBFn 60 £6 AR X v, FifA LESHE S, 78
15 HIBERA*%Rxh, 7 A8 18 B ERCP %ifTL %o
COBEOMRIT LY LED E coli %8, CXM o MIC
1% 108, 108 cells/ml =T 3.13 % X ¢ 1.56 ug/ml #%
LdLlio, 7A 22 BARE, BEOEMI L OHHENE
»nHbh CXM-AX 500mg 1 H3@EMWAMS M2 ETL
o 4 BRTERMEA LA ELHE L, 8 A1 BHFN
AT, BEOEIBEETH - on’, BB OLE
BB TEREOMAERD, BHACHSEREO[ANR
B ADI,

fEG 24 HOLO, 55 &, 5, fE 63.5kg

FR# 60 £7 A9 A, ALESAHT THBICAR, &
tAEEA L LT CTM 2g [iligE 10 AR TE,
CCL S00mg 1 H 3EMMM 12 BMO TR 2T 7223,
BRE*RERsh, BEXBEREONLD 7 A3LAE, Bk
B lio Efs L OB BEEHO 2» CXM-AX 500
mg 1H3E5BMAMEEZRET L, 4 BCTHitk
PSRk 5 b EMIFMRL, AR LHEL
8 A5 H, FMxffTLir, BEHEIEHEEO KM, E
FExLdL, BERCREBT? S, ANRESHY
Bofch, BHOERIRETEREITH TS - 1o
figgix CMZ 2g o SiBHEL BT Lo

4. fEGIOE LD

Table 4 |z CXM-AX DK E D T LD L
725 ¥ 7z Table 5 (i3t I el LERIRZDR & DBIR
L L, &0 25 fld, ZEZe6 0l H%h 18 4, <
LEHLG, WAL BRR 96.0%7 RBDHI, 4
X R oA 17 BT, 4 Gl b h, 11 4]
BHEAE T3 2EOEOHEMERLETH - 1o Nk
HilX E.coli 98k, K.pneumoniae 3%k, S.epidermidis
3k, S.aureus 2Bk TH 1, ZDH5H E.coli &
DEREREGH 2 1], E.coli & S.epider-
midis DBIERPD 1 I TH -2 CXM o MIC (2
E.coli o1 FkDZpHs 108 cells/ml T 6. 25 pg/ml % L&d
Lizas, i+~ 3.13 pg/ml LI FTH-» T, CXM-
AX iz X » TN RE S Wiz, B AEHOTWLIE

K. pneumoniae

NOV. 1986

Fig.2 Cefuroxime concentration in common duct
bile, gall bladder bile and gall bladder wal]
from patients with biliary tract infection
after oral administration of 500 mg of
cefuroxime axetil

Concentration

ug/ml or ug/g

10'0( o Common duct bile
7.0F & Gall bladder bile

5.0+ © Gall bladder wall
14-16 Case no.

o0l

3.0M6
2.0 216

<
g N ©
T

154

o f=1
N W
T T

ol o, un
4550 60 70 80 90 100 110 120

Time after oral administration, minutes
Flix 11 fiTH -1,

Table 7 = CXM-AX 5 3% OEERREEREY £
LDHT L Lico CXM-AX # 5.3 DORBRZERUK THEE
DIET BN EFRDLNBH, FEBECL HBELLL
FEGIEIE L, D BEFATIRLETHEEN TE TH-
7o 20z T CXM-AX 12X % LBbhaE KK
EHEORFEIROLIT, Ttk W TTvaA¥
—, TERBFR, HLR, WRBRFORIIFRIEDL
nicmoto,

5. CXM-AX #5800 NEBHIEE

Table 6 3s L% Fig.2 ic CXM-AX 500 mg pIfRs o
B G RRRPSE 31T B I3 X U fREEEER O CXM &
Ex L L,

RIEEFBE 3Gl & Pl s, WELREEND L,
G 14 TIE, PIRE 98 S ORI ERHERE, PRE
105 4> DR ZERL HHLIE 35 X O L BEBRYRRE & & TN THE
BRUT TH-teo G 15, 16 ORIEEEI T, A
JR# 46~102 431z 4 BifAic THiFE L 1.01~3, 54 pg/ml,
S 2.32+1.35 pg/ml & Ladb Lic, IBREFMRTT 497
5 XU 120 4318 T 2.24 3 X O° 0.39 pg/ml, F351.32
pg/ml, RE ZEBEX 0.96 35 XUF 1.56 pglg, F¥ 1.26
rglg #RHI,

III. % ®

PRI AR, S & T BERIC ST #R
B OE CRFI T 5 DIXSRTH B, —~HOBER
BBT, & EARIERITE, LB B BENT
ETHD, FRRECE)ARE LD LRI, %
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BECRELNLL LD, %mﬁ’]k[ﬁl*ﬁﬁ%aﬁﬁ?
LN TH- T, EERTVALF-RIL%® 5o
PV RE, RRAER, TEH, T’Eﬂ%@(ﬁﬂ:%ﬂﬁ%
BTREDDHHENZ B,

B, LBAFEAIRTOAAHMIERIL, ~27r 54
%o Erythromycin (EM), Josamycin (JM) 7¢ &,
FrI3442Y 5% D Doxycycline (DOXY),
cycline (MINO) 7 &, = >1Y v %D Ampicilln
(ABPC), (AMPO), Bacampicillin
(BAPC) &z T, £7 »» AE£Y » %D Cepha-
lexin (CEX), Cefradine (CED), Cefatrizine (CFT),
Cefroxadine (CXD), Cefadroxil (CDX), Cefaclor
(CCL) Ie ki B, —MOIERIHERT, L LT
FABMEERRE LTERSh TV 5, 75 ABMKE
BRCHT A & LT, EEBF St CephemsB
HRAS L O GRBERIA B 525, HE, Zhbe/T
HMMEE,L S CER I, FLHEES L VIIBHEL
LN HRAEIC X HFTE, A RRBEEE,NRE & 7o
h, EXICERMARDOEING X - TREPEER SE DL
SRECEILTRTE D, SHLE—EOME T ix
O BEEORYIC X 5 BYHEOHMAERHE h, BE
DARGLAEF] TIXZHR A AR H Ao\ Ha FR IR 8 7o YL E
NS> TRTVW B E Vb TV B,

EFEHTH Cephem RHUERI O, FKiErHX
2L, 77 ABHERECHT BB B 1 & E. coli
1RED 77 AEREIT ¥ T o #—1t o Cephem
RicgEE, 77 ABMERECH T A B 2 REN
D BD, Fioud Cephamycin 7o & <, MHEEOH
K7 % B-lactamase 12543 B Ik 2 T B E LD
Cephem #l, oD &I 3-lactamase
MOmE X —Flic kR F ez =1 Cephem HI
PHEIRTER T B, LiL, Zhbg—ittfak
CTFNTEHHITH - T, WRABAZ Sl &
EEoTUBDNBURTS - o0

Cefuroxime (CXM)® (3, 7' 5 QM HEHBEL D, 7
TABMREE K TAE A CH AN S Akl
L, &0 3-lactamase IiBHiM: T 5L &M O
E4A Cephalosporin 7 & L THIEL < RS T L
5 Cephem Zyi =% TH D, A#IL 3-lactamase P4k
B LTHEBN R Lo L, E.coli, Klebsiclla © Ce-
Phalosporin fiit #4: #k=2 Citrobacter, Proteus, Entero-
dacter L g N % L o> +o H.influenzae, N.gonor-
rhoeae {21385 —1i- o> Cephalosporin ;= b L T2l :UL
Bl LT, GEECH LT HEEy Lo 2
Vo ¥ D B-lactamase i3 K H S DEOMEET S
bDIZRE T 5 B2 Bacteroides fragilis O—HDED

&

Mino-

Amoxycillin
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EEHT % B-lactamase 2. 33 X h %, Cephem 44
OB TIIHERIIBT A 2 Ll b, H=1ER
D Cephem F|DIF DKL E LT, 75 aBHE, &<
Z S.aureus [T HENHFZ EAEH SN,
F, B Cephem FOFAEAIEMT 22N T,
ik S. aureus DM RS ENTEKTVE, Lichi-
T CXM (2{fiv-F\» Cephem FIL4ERTH D, BIEL
KEHAEINTVAEDLITTHA,

CXM B&EAZETRRA LR EhTY, =27 1{k
THZELCIHWERALLTHES iz D)
xime axetil (CXM-AX) T» %, CXM-AX 3+ n Bk
BHE DR LI 7euvy, AR Y IBERTR=27
&R T Cefuroxime & LTI X THIHEIEM &5
BT %, LichioT CXM-AX OHEERIL CXM *
DEDTHDEVZ B,

CXM-AX HWREDMchis X ORI~ DB ITIZ R
DL REEREOHEHL, AR T S E O
50% »5 CXM & LT Eh, fR#xhs o & H
R LT X B, 250mg H B Lk 500 mg £
ZERORRMmMAPERE TS 2~2.5 BT 3.0pg/
ml 35X 5. 2pg/ml & LevT, IReppiitFE Lt 5% 6
BEfE] & Tz 250 mg T#y 47%, 500 mg Ty 51% #:
DT Do b P DMFEFEAMEFIL 35.0% TH2, T-
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CLINICAL STUDIES ON CEFUROXIME AXETIL
FOLLOWING ORAL ADMINISTRATION
IN INFECTIOUS DISEASES IN SURGICAL FIELDS

Takasut Nakamura, Ikvo Hasuimoto, Yasuo Sawapa and Jiron Mikamr
Department of Surgery, Tenshi General Hospital
Eucur Bekki
Department of Internal Medicine, Tenshi General Hospital
(Franciscan Missionaries of Mary)

Sapporo, Japan

Cefuroxime, with relatively broad antibacterial spectrum, stability to many beta-lactamases and
proven safety, has an established place in antibacterial therapy. However, like many other cephalos-
porins, its clinical application is handicapped by the need for parenteral delivery. Recent work has
led to the development of cefuroxime axetil, the 1-acetoxyethyl ester of cefuroxime, a derivative which
is well absorbed from the gastrointestinal tract and promptly cleaved to cefuroxime thereafter. Cefuro-
xime axetil (CXM-AX, SN 407), in a dose of 500 mg, was given after meal by oral administration 3
times a day for 5-10 days in infectious diseases in surgical fields. The patients were 13 outpatients
including 7 cases of skin and soft tissue infections and 6 cases of acute mastitis and hospitalized 12
patients with acute or subacute cholecystitis complicated-with cholecystolithiasis. Clinical response
was rated as excellent in 6 cases, good in 18 cases, and fair in 1 case. No adverse effects were ob-
served.

17 strains of organisms were isolated from 14 cases. They consisted of 9 strains of Escherichia coli,
3 strains each of Klebsiella pneumoniae, Staphylococcus epidermidis and 2 strains of Staphylococcus
aureus. The MICs of CXM were under 3.13 gg/ml with inoculume size of 108 and 106 cells/ml except
that against 1 strain of E.coli (6.25 pg/ml with 10% cells/ml).

In 3 patients with cholecystitis with cholecystolithiasis, CXM-AX was administered orally in a dose
of 500 mg before the operation, and bile samples and gall bladder specimens were taken during the
operation. The CXM concentration was determined by bioassay with Bacillus subtilis ATCC 6633 as
the test organism. CXM concentrations in common duct bile ranged from 1.01 to 3.45 pg/ml (2.32+
1.35 pg/ml) at 46 to 102 minutes after oral administration. CXM concentrations in gall bladder bile
were 0.39 and 2.24 pg/ml (1.32 pg/ml) at 49 to 120 minutes after oral administration and those in
gall bladder wall were 0.96 and 1.56 pg/g (1.26 pg/g).

In conclusion, cefuroxime axetil appears to be a very useful drug when used for chemotherapy on
skin and soft tissue infections, acute mastitis and biliary tract infectious diseases.



