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Cefuroxime ¢ prodrug C.5% Cefuroxime axetil ;22U T,

LU, TFORM AT,
1 PR - KRR

BERABFERE 5 4. Cefuroxime axetil 250 mg (Cefuroxime %) #ififr 30 4
2 BRI E 3. 12 pg/ml ZIRLIcD b, 1.07
0.49 ug/ml KGH(ET Lic, & DM EE#E

ERAR 2R cE o Cefuroxime DA EIE L,

BRI DM AN A L - THWi L, 6 R 2

T - it X ORI w b

kil

12, FEPRFEO Cefaclor 1Z]L L’U&wlﬁl%xﬁ B IO M ER TR TR
HEAT LI, & OBD 6 AR PRENIE X, Cefuroxime T 51.6%, Cefaclor T 65.6% T

F-
HoTo

Cefuroxime o [+ %1%,

PRep gt .23 X33 Probenecid 0@ A st Lot E:, Probenecid

prAC I D UTFhAAEEL L » T amrpREE, mMARERRTEINIES, mbEEilE

L, 6BfRIRBURPEUCRITEA L, ARl e b TRIRIE D W

2. FRIRBUST

WEFF DB 5 2 EAVRIEX T,

PEREBRRYIE 7 iz Cefuroxime axetil 1 B 750 mg # 4 ~7 AMER L, Hxh4 6, 42H3

Gl DEEIR R A 2 Foo MIEEEAYITIL P.acruginosa %R,
'i:.gU': B 'fl“‘”/};m 71}’5 J: Uﬁﬁiﬁsi‘ff@@ 55 1"‘!:‘ ZZE) 1n,n.

E.coli, P.rettgeri (T \FILLERTH S iz,

Shhileh T,

Cefuroxime axetil (CXM-AX, SN 407) x, =H
Glaxo #TH% 2 h - Ao Cephem #|T, Cefuro-
xime (CXM) o l-acetoxyethyl ester FHiLATH %,
ARI TR BB TRHEFAY A L2, HHRECE
ERTHR=A7 ribxh T CXM & LTHRILE h, 1
BIEAx&ET B,

4E, bhbhit CXM-AX 0 R « Hiftiz D T
EToa 2o L dbic, WHRBERRIECYT 2
KFMe ARt T, UTEFhbDRERERET %,

I. meRE - RpHEMH

Lo d &b U fIE ST ik

BN ABTFERE 54 (Tablel) # i %z, @) &30
At CXM-AX 250mg (CXM AHY) # 1 mPIRE
BRED CXM o4 E Lz, 72 Cefaclor
(CCL) 250 mg, 1 [@IPIRRH D MrhE & cross over i
R THREF Lico BRMBERTXIGA & & < P9 AR % 30
2,1, 15, 2 2.5 3, 4, 6 TS5,

M B EERE & [ CXM-AX, CCL Hip#

B Streptococcus, H.influenzae,

2R, 2~4 BER, 4~6 REEIO 4IRS TR
EPIE L, AR CORE R T LTI i

EWM L, FRE SO D 6 K RETrhEIR E Ak
2o ) i

2T Probenecid ' CXM o ifidrife, FErhsktic
BIETWEEHT2HMNT RA—EEEOMAKRT
f5:2 Probenecid 1000 mg # 7% 5- L, 30/ #%i2CXM-
AX 250mg # 1 BIAR B 728D CXM O fy e FE 35

Table 1 Summary of healthy volunteers

. Age BL BW Cer
Case Sex . .
(yrs) (cm) (kg) (ml/min)
H.A. | Male 20 173 70 96
Y.Y. | Male 20 179 68 119
K.S. | Male 20 171 ! 106
H.N. | Male 20 179 /) 110
T.Y. | Male 20 175 76 139
Mean 20 176.4 72.6 114.0
+SD =0 +3.4 +3.4 +16.2




518

CHEMOTHERAPY

NOV. 1986

L O RR L 2 diTad OREf) THIE L, Probenecid JE
OFFEF D £ & il L,

CXM £ X0 CCL D HIE L, B.subtilis ATCC
6633 Hﬁ*'lﬁ‘ﬁ—_ﬂg LB 1 2232 X hfFus, I
R e JIISE 121 L Monitrol T M 4875 302 X A EEUEhsg
#, Fr{ﬂoﬂxmlrgwi pH6.0 ® 1/15M v v EftEiEE
ez X % e i 2 B 7o,

CXM #5 X0 CCL ofishi o>\ T
D BB FERIRITAAT - 12,

{%, one com-

partment open model {Z X

2. AR
1) CXM & CCL offurhirs - Jfch kit o Ik
fﬁ%%ﬁik&?ﬁf: , Bifr 30 i CXM-AX B X O

CCL %% 250 mg, fhfcnlﬂmﬁ’zé&um@mtm&%
JHERS (3 Table2, Fig.l ® &3 b TH B, CXM-AXMA
R 1ERIE O CXM o m b B 1. 45 pg/ml, 2
W SR A 3.12 pg/ml Az Hh, Ltk 3 RER
fiti 2.11 pg/ml, 4 B5MEIE 1. 08 pg/ml LR LT, 60
[alfiEv 0.49 pg/ml Kiiic{&F Uiz, CCLXPIIRM% 1 B
M7y 1.11 pg/ml Ki5TH D, 2.5 BERICHEED
2.24 pgiml 2R L7cH DD, £F8%BUT CXM X
DAKHLE THERS L, 6 RERItIL 0.08 pg/ml A TH -

EAETH-72b DD, Chax, AUCIZH LT, CXM
NEBEICEEYR L,

COREORHRE, Rl E eSO RdERZ
Table4, Fig.2 D LI h THbo CXM-AX 250 mg py
BR#E D F IR R EE 3 X O IRFBEIEEE, 0~2 BRR
T 395 ug/ml & 48 mg, 2~4 EfEIIE T 343 pg/ml & 62
mg, 4~6 [Ffd/g T 101 pg/ml & 19mg &ich, FRRg
6 B % TORFHEEIX 129 mg, [EURKIL 51.6%C
Hoteo Thizx LT CCL 250 mg AIAREEDIE 413
0~2 BERSIE T 652 pg/ml & 75mg, 2~4 BERSIRE T431
pg/ml & 74.8mg, 4~6 BSRIE T 89 pg/ml L 14,2

Plasma levels of CXM and CCL in
healthy volunteers

(cross over (n=5), 250 mg, per os,
non-fasting (30 min,_ after meal))

Fig. 1

pug/ml
4r o——o0 CXM -AX tablet
a=--=ACCL capsule
3..

120

MFI DT F#Hy 5 4 — 2 —1% Table3 DL hH T

Plasma levels
N
T

H%Ho CXM TZg@MF e (Cmax) 2.82 pg/ml, fz 1+
luImEPU;( Af” J%H‘jfr'] (Tmax) 1.90 [Pf, JILlLPﬁ:iﬁ’Uﬁi 4
(T1/2) 1.07 WM, muh#ssasg TRkt (AUC) 9.67 T i ~
" ~
h-pg/ml, CCL Tixzh#h 2.21 pg/ml, 1.80 [, o~ - ?
0! 17 2215
0.97 5[, 6.56 h-pg/ml L0, T1/2, Toux (LA ¢ 11% 22 -T_3 4 6hrs
me
Table 2 Plasma levels of CXM and CCL in healthy volunteers
(cross over (n=5),250mg, per os, non-fasting (30 min. after meal))
Plasma levels (uzg/ml)
Case
1/2 1 11/2 2 21/2 3 4 6 hr
H.A. ND 0.66 2.08 3.13 3.27 2.11 0.79 0.70
Y.Y. 0.80 2.36 3.39 3.08 2.48 1.67 0.97 | <0.39
i | K.S. 0.86 1.17 2.02 3.26 3.26 1.79 1.12 | <0.39
CXM-AX | N, |<0.39| 1.73| 2.17| 3.00| 3.11| 2.87| 1.46| 0.56
tablet | py | 0s5| 1.32] 1.92| 3.a2| 2.78| 2.10| 1.05|<0.39
Mean | <0.52 1.45 2.32 3.12 2.98 2.11 1.08 | <0.49
+SD | £0.35| £0.64 | £0.61 | £0.09 | #0.34 | £0.47 | £0.25 | £0.14
H.A. 0.71 1.19 1.48 1.73 1.75 2.02 1.40 0.42
CCL Y.Y. 0.85 1.24 1.80 2.68 2.31 1.12 0.43| ND
capsule K.S. ND ND 1.37 2.73 3.21 1.64 0.58| ND
) H.N. ND 1.73| 2.43| 1.86| 1.83| 1.42| 0.75| ND
T.Y. 0.43 1.40 1.54 2.00 2.10 1.10 0.24| ND
Mean | <0.40 [ <1.11 1.72 2.20 2.24 1.46 0.68 | <0.08
+SD | £0.39| £0.66 | £0.43 | £0.47 | £0.59 | £0.38 | £0.44 | £0.19
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Table 3 Pharmacokinetic parameters of CXM and CCL in healthy volunteers
(cross over (n=5), 250 mg. per os, non-fasting (30 min. after meal))

Case Cmax Tmax T1s2 AUCo~»
(pg/ml) (hr) (hr) (hr- xg/ml)
H.A. 2.94 2.00 0.87 9.84
Y.Y. 3.16 1.49 0.85 9.43
CXM-AX K.S. 2.56 1.96 1.20 8.84
tablet H.N. 2.97 2.06 1.11 11.44
alone T.Y. 2.45 1.97 1.31 8.81
Mean 2.82 1.90 1.07 9.67
*+SD +0.30 +0.23 +0.20 +1.08
H.A. 4.08 2.71 1.38 19.76
Y.Y. 4.56 1.75 1.98 19.82
CXM-AX K.S. 4.10 1.47 1.69 16.08
tablet with H.N. 4.31 2.45 1.33 21.08
Probenecid | T.Y. 4.07 1.56 1.08 16.87
Mean 4.22** 1.99 1.49° 18.72**
+SD +0.21 +0.56 +0.35 +2.14
H.A. 1.78 2.15 1.63 8.25
Y.Y. 2.09 1.62 0.99 5.94
K.S. 3.05 2.07 0.52 6.38
CCL capsule |y N, 2.2 1.57 0.89 7.36
alone T.Y. 1.86 1.59 0.84 4.85
Mean 2.21* 1.80 0.97 6.56"*
+SD +0.51 +0.28 +0.41 +1.31
*P<0.05,  ** P<0.01

Table 4 Urinary excretion of CXM and CCL in healthy volunteers
(cross over (n=5), 250 mg, per os, non-fasting (30 min. after meal))

0~2hr 2~4hr 4~6hr 0~6hr

Case UL UR UL UR UL UR UR RR
(pg/ml) | (mg) | (pg/ml)| (mg) | (xg/ml)| (mg) (mg) (%)

H.A. 176 14.1 482 55.4 127 17.8 87.3 34.9

Y.Y. 638 79.8 240 66.0 50 14.6 | 160.4 64.2

K.S. 102 47.9 9% 20.6 70 19.1 87.6 35.0
CXM-AX | g N, 557 52.9 634 82.4 116 19.1 | 154.4 61.8
tablet | Ty, 503 45.3 263 85.5 144 245 | 155.3 62.1
Mean 395 48.0 343 62.0 101 19.0 | 129.0 51.6

£SD | +240 | +£23.4 | £213 | =26.2 +£40 +£3.6 | +38.0 | £15.2

H.A. 567 56.7 815 93.7 273 3.9 | 187.3 74.9

Y.Y. | 1,065 90.5 707 81.3 69 9.0 | 180.8 72.3

K.S. 4418 62.7 272 95.2 39 10.4 | 168.3 67.3

CCL | g.N. 569 82.5 151 4.5 38 9.0 | 136.0 54.4
capsule | Ty, 610 82.4 211 59.1 27 5.8 | 147.3 58.9
Mean 652 75.0 431 74.8 89 14.2 | 163.9 65.6

+SD | +239 | +14.5 | +306 | £22.2 | +104 | *12.8 | *21.8 | +8.7

UL : Urine levels UR : Urinary recovery RR : Recovery rate
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Fig.2 Urinary excretion of CXM and CCL Fig. 3 Plasma levels of CXM in healthy
in healthy volunteers volunteers
(cross over (n=5), 250 mg, per os. (cross over (n=5), 250 mg, per os,
non-fasting (30 min. after meal)) non-fasting (30 min. after meal))
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Table 5 Plasma levels of CXM in healthy volunteers
{cross over (n=5}, 250 mg, per os, non-fasting (30 min. after meal))

Plasma levels (zg/ml)
1/2 1 11/2 2 21/2

H.A. | ND 0.66| 2.08| 3.13| 3.27| 2.11| 0.79| 0.70
Y.Y. 0.80| 2.36| 3.39| 3.08| 2.48| 1.67| 0.97|<0.39
cxXM-AN | K.S. 0.86| 1.17| 2.02| 3.26| 3.26| 1.79| 1.12|<0.39
tablet H.N. | <0.39| 1.73| 2.17| 3.00| 3.11| 2.87| 1.46| 0.56
alone T.Y. 0.55| 1.32| 1.92| 3.12| 2.78| 2.10| 1.05|<0.39

Mean | <0.52 1.45| 2.32| 3.12 2.98| 2.11 1.08 | <0.49
+SD | £0.35| £0.64 | £0.61 | £0.09 | £0.34 | £0.47 | £0.25| +£0.14

H.A. ND 0.82| 2.30| 3.00| 4.55| 4.62| 3.21 1.57
Y.Y. | <0.39| 2.40| 4.47| 4.32| 4.13| 3.45| 2.37 1.25
CXM-AX | K.S. 1.01 3.63| 4.08| 3.86| 3.18| 2.95 1.76 | 0.88
capsule with| H.N. ND 1.39| 2.84| 4.05| 4.89| 3.94| 3.16| 1.56
Probenecid | T.Y. 2.43| 3.23| 4.26f 4.00| 3.87| 2.76| 1.74| 0.92

Mean | <0.77| 2.29| 3.59| 3.85| 4.12| 3.54| 2.45 1.24
+SD | £1.02 | £1.19 | £0.56 | £0.50 | £0.66 | £0.76 | £0.72 | £0.33

Case
4 6 hr

(5]




VOL. 34 S-5

CHEMOTHERAPY

mg tich, 6RREIRBBHERS JOBIREE, ThT
h 163.9mg & 65.6% TH-7,

2) CXM oA B, IR =gkt icds Jigd Pro-
penecid D E

CXM-AX 250 mg PIAR 30 2@z Probenecid 1000
mg ZRIHES LoD CXM o iEEHEE L Table
5, Fig.3 wwET &3 b Th b, Probenecid ff Ak D
CXM o F¥im e Ex, CXM-AX PR 1 i B
2.29 pg/ml, 2 BERE{A 3.85 pg/ml L7y, 2.5 BEfRC
BEMED 4. 12 pg/ml #E LD HHEIR LT, 6 Bz
121,24 pgiml &g tend, £f@% @ U T Probenecid
JEBEARPCH L TR I EE LR L,

ZOBOFHRPEE R X URFHREEL, Thth
0~ 2BsfF T 87 pg/ml & 22.9mg, 2~4 BRET
82 pg/ml & 34.8mg, 4~6 BEfEIR T 60 pg/ml & 14.9
mg T, 6BHRBERPHMER XU EIRE 72.6 mg
+29.0% &, Probenecid JEBFRKFIZ SXTHL 2
EfEHR LT &< ix CXM-AX AIRE 48R % To
FehgE B OET2AEH TH -7 (Table6, Fig.4),

Probenecid ff IR 5 CXM KB HERy <5
A=2=D%bH, Cmexy Tmax, T1/2, AUCZERE
h 4.22 pg/ml, 1.99 BRI, 1.49 BRI, 18.72h-pg/ml &
trh, Probenecid FRIZ X » TS 27 Chmax, AUC
DEfEE T1/2 DIERNFRD Hbic (Tabled),
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Fig. 4 Urinary excretion of CXM in

healthy volunteers
(cross over (n=5), 250 mg,
non-fasting (30 min. after meal))

CXM-AX tablet CXM-AX tablet

with

Probenecid
=---8 Urine levels

R

per os,

c---2 Recovery rate

Table 6 Urinary excretion of CXM in healthy volunteers
(cross over (n=5), 250 mg, per os, non-fasting (30 min. after meal))

0~ 2hr 2~4hr 4~6hr 0~6hr

Case UL UR UL UR UL UR UR RR

(pug/ml) (mg) | (zg/ml)| (mg) | (xg/ml)| (mg) (mg) (%)
H.A. 176 14.1 482 55.4 127 17.8 87.3 34.9
Y.Y. 638 79.8 240 66.0 50 14.6 160.4 64.2
CXM-AX | K.S. 102 47.9 96 20.6 70 19.1 87.6 35.0
tablet | H.N. 557 52.9 634 82.4 116 19.1 | 1544 61.8
alone | T.Y. 503 5.3 263 85.5 144 24.5 155.3 62.1
Mean 395 48.0 343 62.0 101 19.0 129.0 51.6
+SD +240 +23.4 +213 +26.2 +40 +3.6 +38.0 +15.2
H.A. 18 6.5 76 36.2 66 21.4 64.1 25.6
Y.Y. 129 25.2 103 36.1 55 15.3 76.6 30.6
CXM-AX | K.S. 99 32.8 55 28.4 13 4.2 65.4 2.2
tablet with| H.N. 35 13.0 58 38.6 94 18.8 70.4 28.2
Probenecid | T.Y. 155 37.2 117 34.5 70 14.6 86.3 34.5
Mean 87 22.9 82 34.8 60 14.9 72.6 29.0
+SD +59 +13.0 +27 +3.8 +30 +6.6 +9.1 +3.6

UL : Urine levels UR : Urinary recovery

RR : Recovery rate

.
%

1

i Urinary recovery

Cumulative recovery
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II. B K & & CXM-AX ®{ff L1:o FMAMIT 33~89 & T, f5)
Lox R B Ol, K2 GITH T,
NHFRERRIED 5 b, REERMZE 10, 1B45E 2. HEEKE
RIE 4 ) (B A H - TUiSES LUV F AR CXM-AX o1 BEARIL 750mg T, Zh¥ 34y

EERELD, BELRHE- KLEXINERE 2 6D, R TR 30 SRR SR, ERAMMIE4~7 BR
REYIE 2 ) (Bt BB RS 1 D Dt 7 flic THho 1,

Table 7 Clinical results with CXM-AX

CXM-AX Response
No. | C Age Clinical diagnosi Causative organisms | [ Du Side Remark:
No. | Case inical diagnosis ausative organis i i marks
Sex aily | Duration | o, cca1 | Bacteriological | effect
dose(mg) | (days)
1 | HY. ?; Lacunar tonsillitis B group Streptococcus 750 7 Good Eradicated -
2 | TY. 1‘\; Infected emphysema H. influenzae 750 7 Good Eradicated -
3 |tk | ¥ DPB ND 750 7| Poor | Tnevaluable | — | Resoiraton
M failure
4 [ MM 5 'Infectefi . ND 750 7 Poor Inevaluable -
M | bronchiectasis
41 | Infected . . Drug allergy
5 .S. ), 5 4 Persist -
5 |HS M | bronchiectasis P aeruginosa ™ Foor ersisted (CCL)
6 | RY. a; Acute cystitis E. coli 750 7 Good Eradicated -
49 Polyradiculo-
Ry Chronic cystitis P. retgeri 750 7 | Good | Eradicated | — | ‘o0rd
F myeloneuropathy
Table 8 Laboratory data on CXM AX administration
No, Case RBC Hb WBC PLT GOT GPT ALP BUN S-Cr
(X10%) (g/dl) (X10%) (X10Y) | (mU/mD) | (mU/ml) | (BLU/I) | (mg/dl) | (mg/dl)
1 HY B 469 13.9 9.8 26.0 21 19 1.5 14 1.0
1A 461 13.7 6.0 32.2 22 23 1.4 15 1.1
2 Ty B 436 12.4 9.3 41.1 16 8 1.9 29 1.3
A 454 12.2 9.1 41.0 18 8 1.8 26 1.1
3 T K B 355 12.0 7.4 18.6 14 6 2.0 12 1.3
A 363 12.1 7.1 18.2 16 5 2.1 10 1.1
4 v [ B AT 14.4 6.0 | 20.3 16 8 1.7 12 08
A 498 15.5 6.5 30.7 17 8 1.8 16 0.8
5 HS. B 162 13.5 9.8 40.7 12 6 2.7 14 0.9
A 441 12.9 14.4 41.5 11 7 2.6 12 0.8
6 RY B 481 14.6 6.1 22.9 30 40 1.6 13 0.7
A 467 13.6° 5.0 27.2 24 31 1.4 16 0.7
7 lyT B 393 13.2 5.6 35.5 13 9 1.5 9 0.5
A 390 13.0 6.3 33.6 16 13 1.5 10 0.5

B : Before Al After
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3. M
ERGRIIAEHREHTECRE, MEFRRIFH
FRB ST 2EREOHEREIC L » 7.
BRI IR ks, IR R - I AUE Btk
BIOBEEERN & 1 AIOH 4 BHIBRDHE X 2 12
R E AV ESL K L Pl ORGSR A - e RE
HILERE 2 Bhoxd L TIRERh THh » 1o MBI RIE
B & Streptococcus, H.influenzae, E.coli, P.rettgeri T
HNEERDI, P.aeruginosa 3FFHE L1z (Table 7),

B ESRRIERRLfCk L TABRTY, 1
KHEBECLAFICL D EBLh A2 RELZEL 1 HILEE
B X high - 7o (Table8),

1. = %=

CXM-AX 3, BEARZ AR B L, £L<D -
lactamase [CHKEMNF VD DOD, FRFEHATIXIZEA
YRR E Ry CXM @ l-acetoxyethyl ester 35k T
Hbo ARNIAMEBENOERRII=AT 7 —¥IT X
DK EERZF T CXM & LTRIRE h, PIEER%
EETHICEDY,

CXM-AX 13 AHAROH A, ZEEREHMR L H bio-
availability 239 1/3 mE 5 L\ 5%, X2 T, bhbh
LEFERA S & & & & & LTHE & 30 okicAk#H 250
mg % 1BIHR IR L &0 CXM DMdEEY, F—
%4 T CCL 250 mg FIREFD £ & JEZ LT, £ D
R, BIE TIZAR 2 B RS 3,12 pg/ml D EEEN
bR, L 1.07 BRI T1/2 %4 » THEfK LDz
FLT, BETIIHR 2.5 BRBICESE 2. 24 pg/ml
YRLEOL, 0.97 Bl T1/2 TEiR L, ¥
B)3F & — 2 = TlX Chpax 3 X AUC 128\ T CXM
WEEILEEYT L, —J, CXM-AX 250mg IR
0 6 Befd] BEE R AP EIRER (L 51.6% & Harbing H¥0
REICL D 8B BRFHEIED 47.3% (I UO(E
Pz bhit,

SRIDOBEHZ X AWA O Mm@k o%, CXM-AX
DERRSNIR & b ARBPIRREOH A EEE & B DIk L
T CCL RABMRTEEY &5 LMokRATA LD
Eibhd, EOFOBKERCEE LT, EBHo i
B, B CTOFEREYERTXE TH D, bioavailability
DEENOFEDBETRBEAMNZLTHS 5,

CXM oF BT, SRERERAS L O RHE S
WoRErE 2L bR T 52, bhbiuz CXM ol

BIE 3 XU chkiiz 35 X33 Probenecid o H &
U7 E, Probenecid Bzt h W ThiBEEAY
35T Chax BLOWAUCIEEL, TI2EEL, 6
] BRER AR Lz &6, CXM Xk b
TIRABEPWETFOH D 2 LRI T,
4R T, WEHRBRIZEHVT Y B-lactamase PEAEIZ
I BREYPFEDOIMAEHE LTV B, CXM B <
FEpR{#ER X T\+% Ampicillin £ Amoxicillin, NIRA
Cephem |7 & iz LT p-lactamase FEAEBEHICKH T 5
HEIVHRCEVWSBE-Y B LTV5Y, bhbiulli
BRI 7, B SGERYE 4 0, 2tk OB
BeRe 284 1 Bloost 7 flic CXM-AX #{ff L7- & 2,
By 40, Euh3OIORME LT BRHOOS H, 8%
BERE S HE 7 (No.7) 12 Cefmetazole fitth o> P. rettgeri p>
FRETHH, AFIOFRE RSN, —T77, &4
3G 5 LD 1tk P.aeruginosa (= X 5 JELILRIE
DREPHEG TH D, FFOWEAX 7 b adbiiuL
EMIBROBEETHH 5, Ticflio 2L P EIen s
P. aeruginosa H il X 18 M RERYE TH - 1o
BIfEM s X UOFBRRABRE L, SRR TR &L
B E R o oy, AFp CXM @ prodrug T
BET, TUuAF-FIE, M B OB OREE:
Elo 0 TABH LD ERRVBRENLETHS 5,
XX 53
1) # 33 BAKRMCEREFELTEALLTRLE, FE
v vH 2w a1, Cefuroxime axetil (SN 407),
KPR, 1985
2) WILLIAMS, P. E.O. & S. M. HARDING : The ab-
solute bioavailability of oral cefuroxime axe-
til in male and female volunteers after fast-
ing and after food. J. Antimicrob. Chemo-
ther. 13:191~196, 1984
3) HARDING,S.M.; P.E.O.WILLIAMS & J. AYR-
TON : Pharmacology of cefuroxime as the 1-
acetoxyethyl ester in volunteers. Anti-
microb. Ag. Chemother. 25:78~82, 1984
4) MARMRRHE, WEAEE, RREMF : Cefaclor mf;
R —# B, Chemotherapy 27 (S-7) : 158~
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CLINICAL STUDIES ON CEFUROXIME AXETIL (CXM-AX)

ArtsusHi Saito, Jincoro Suimapa, Masanisa Oumori, Konva SHiea,
Takenisa Yamajy, Tosuio Hojo, Masanosu Kajr, Suinicuiro Okupa,
Sen1 Hori and TaApasar MivAHARA

The Second Department of Internal Medicine, The Jikei University School of Medicine

Yasusut Uepa
The Jikei University School of Medicine

Cefuroxime axetil (CXM-AX), a prodrug of Cefuroxime (CXM), was studied for its absorption and
excretion and clinical efficacy, and following results were obtained.

1. Blood levels and urinary excretion

Following a single oral dose of CXM-AX 250 mg (CXM equivalent), given 30 mins after breakfast,
the blood levels of CXM in 5 healthy male volunteers reached the peak of 3.12 y#g/ml at 2 hrs, and
then declined gradually to less than 0.49 ug/ml at 6 hrs, with the mean serum half-life of 1.07 hrs.

When the blood level profile of CXM was compared with that of Cefaclor in the equal dose, peak
blood level and AUC of CXM were significantly higher. 0—6 hr cumulative urinary recovery rates
of CXM and Cefaclor were 51.6% and 65.6%, respectively.

When probenecid was used concurrently for the investigation of the effects of probenecid on blood
levels and urinary excretion, peak blood leve]l and AUC became higher, serum half-life was prolonged
and 0—6 hr cumulative urinary recovery rate decreased, with statistically significant difference. This
suggested that CXM-AX had the mechanism of renal tubular excretion in man.

2. Clinical results

CXM-AX was administered to 7 patients with infections in the internal medicine, in the daily dose
of 750 mg for 4—7 days. The clinical response was good in 4 cases and poor in 3 cases. Bacteriologi-
cally, all strains of B Group Streptococcus, H.influenzae, E.coli and P.rettgeri, i.e. all the organisms
other than P.aeruginosa were eradicated.

No side effect or abnormal laboratory value was observed in any patient.



