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Cefixime (CFIX) DOEHERY, BEIRAIRRES

BILER - H & REFH - CREZ
AMAFE-INH, ERLTERAZE

FLOHEEIALEORY 7 70 2R © R4AYE Th 5 Cefixime (CFIX) 20T, HEE
#, ERAKHIRET 21T 72,

B BER o xt T 2 CFIX OME 2 &7 & 23, E.coli, Klebsiellaspp., Enterobacterspp.,
S.marcescens, Proteusspp., Citrobacter spp., H.influenzae 2 % L T, CCL, CXD, AMPC®
WTRCbL LWL REALTEINRED Sz, —HMOBEZ R X BREELEEL 2, S.
pyogenes, S.pneumoniae iIZR L Tix AMPCici3Rifkwvwb o, CCL, CXD L0 4 EN/HIEN
ThHo1ze LDL, S.aureus® MIC 13T XT12.5~25ug/ml T, S.faecalis & P.aeruginosa \356 ¢
100ug/ml L ETH 512,

3% DREM A CFIX 0200mg * BEHICARE €72 & X OMBEFERE L 4 BRI EIETL 94
pg/mlOE— 787, 8RG8 B1.23ug/ml ThHot:, 72, BAENAONT, IO E
O 8 W5 £ COFLIRFHEMEZ TR LBETH 72,

SETRIF, WEL1H, BREL1H, BEWKLSFIOF166IC, CFIX O 1 EE50~200mg %
1H2~4M| (FeLT20@), 2~3BAMBRS LIS, EH3H, BH8H, LCEH1H, &
BIF, HEREEIFTHY, BHEEIBBTH- o BHHIZE. coliic L 2R[BZXR1HIE C.
freundii i2 L BBEMRE 2B TH- 12, BUEHE LT 1 BICKBRBERSTD SN, BRBRERETIT]
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iz GPT OBE ERANA ST,

L ®

FLIHRshLBORBE 7 7028) YR AEMETH 2
Cefixime (CFIX) i3 Fig. LI+ &I 4#EO LD THD, Ce-
phalexin (CEX) % Cefaclor (CCL) Tf{&F&h 2 iKDEOH
770 AR S FAEMAEL R T, Wb EIMKLT7 7
oZR) yEubhbEDICE AN S T HI$IC methoxy-
imno #E2HL THY, LB vinyl BENA->FLVEOLO
Ths", > (EEDB- 7753 —CWRET, 77 LHts
L UBRMECLREAAEA I b7 L8H L, REHCEN SR
NibbEbhTws ™, $f, RIRICE- THS N2 MEF
BEGH4ERIZICE— 7B, FEMFMIZH2 5KHT, A

Fig.1 Chemical structure of Cefixime

COOH
H, S _
N\ﬁ/ :l 0} NTX CH=CH,
N C —CONH ;’\
I S

NOCH,COOH H H

BRE 1285/ L MIFHBEHSTD S0 3 L DD, Rt id18s
fith g TTHRID% LEMET, THETDLDE R - 1 RITHEM
NWE—DERTHB ",

ZIT, bbb CFIX oL TEEKIEE CN T3 MEN
FRETLEL b, BERACARE 720 CFIX 0MmA
PRER USRI E LRI L, &S CKREBRICAL & &
DERHR LEWEFROEREICOLWTRIL O TRET 5,

MRELUHE

1. BERSEH T 2MENHE

AMKEE—NBARRBREO SBHERMED S, FL
LTHRASSE 1 B» 5128 £ COMICHBESI NS,
aureus 26 ¥, S.faecalis271#, E.coli21#, K.
preumoniae 225k, K. oxytoca 4 ¥k, E.cloacae 244%,
E .aerogenes 4 ¥, S.marcescens 26k, P.mirabilis
9 Bk, P.oulgaris 16 ¥, P.morganii 3 #,
Citrobacter spp. 22, P.aeruginosa 28%, P.cepacia
28, A.calcoaceticus 2 BRDE U2 £, AKFRRE
Wiz TR OBKE R S Ok D S SEE TS
pyogenes 22k, S. pneumoniae 214k, H.influenzae 51
RO L CoW T, BRLEREFSEEECEL
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TCFIX ORI EEHILBE (MIC) #HIE L, %
72 [ B« #l € L 7z Cefaclor (CCL), Cefroxadine

(CXD) K Uf Amoxicillin  (AMPC) @ MIC k trigstk
LT kB, BIEMEEM L LT MUELLER-HINTON
ZREZH (BBL) & H w7285, S.pyogenes & S.
preumoniae D & E I\ \ZERBHEM % 5 %2, H.in-
fluenzae D & &1 FILDES# % 5 %127 5 £ 5 ML
rbOERV, BERKIEZERER 713> (H
) CT—HREREEEL b O FEEERB TL00MEIC
FRLZH D (Inoculum size: 10°cells/ml & £75) %
R wizh, S.pyogenes & U S. pneumoniae T 13 Brain
Heart Infusion 7' 1 3 > %, H.influenzae T it FIL-
DESH% 5 %IWML 7z b D&Y, Z0—RIEHEE
L7zJ8# (Inoculum size: 10fcells/ml ¥ %75) & W&
ARBETIFAERL 72D (10°%ells/ml & FR) %
FERL,

2. MIEBEE R OBRhHEMt 38 E

Table 1 127~ ¥ & 5 B ARRBRSMNO FAE % 572325 i
SRFOBERABFIZIIOVT, HE (BR) B4
304 L TCFIX ®200mg * Ak < ¥ 72 £ & D, WAk
fi, WAR®0.5, 1, 1.5, 2, 4, 6, 8FFfICHI 5 ml %
wmL, &ELOLMERTEEL 2o $72, ARRAETIC
REWHIRE®, ZO—HAEEL L EHIL, ZDRIT2
RS ZOREBEAEL DB, 20—H%
WL, ZhsomiE Rk URIE CFIX O BE + #IE
T2 & T-20CICREL 7z, MEP R FRF O CFIX
BEHTEILE. coli ATCC39188 2 RER L T 5 EKF
WiL#sE (EEHy 78) ko, Tbb, Try-
pticase soy broth (BBL) 1 T37°C—RIZELL E.
coli 2% % Nutrient agar (Difco) 12 1%k 3 &
SEEL b o2 IES L U, EHERIERIZ (G
Boriixarv—7 (BK) %, ROk &z M/15Y
VEBEEER pH7.00 2R v, £7:, CFIXE#
BOERKIZ, %75 %NaHCO, #ic TH10mg/ml & %
fERC L 7: D5, BEK %A TIEREIZ1,000ug/ml AR

AL, 272, 1 pug/mIUATOEEE D CFIX D
BIE L, E.coli Db D2 P.retigeri No.69%HE
B LT A BRPRILAE 2 A L 7.

3. AR LEWEROBEDEE

RBRIS8EE10A 42 5604 2 A % T HMAEE —AEIT
EEEZIEAES L UARBED S b, FABSMO
FIEEBREZX I, WEL 16, BLEX1H,
Bt % 5 Bl EH16611c CFIX 25 L, % OEKLHE
LRIEROBEXBE L, 8, EFOS 50 44
(EBI2~5) BE—BET, 6 » AOMICHEREZED
BLEZVDT, CFIXO®RE5HERZVWBVLEEZIT:
», BHEOER & L TR Ko7,

CFIX #5113, 50mg % 7:13100mg # &L % A
W, BEAE LT 1E50~200mg # 1 HESY 2 EFO#K
Exzzrr s, fuzid1H3~4 B85 T2 HE%
RROIIERIb Ho 1o BESHEIZER L LT3~14H
LU, 28~38B Lo REEOLD L H o1,

EREOHEIZERERONE L RREDHE, &
EREOEELEIZ L7, Thbb, BEERKOH
ELLHIL, BREDHEE, RERBEOEELDASR
bR [BZ LU, & HERUROESERICE
NTholzbD% [EH L L, HEEROAENA
SNEAENMEELTY, CRPOE{SH-12Y, B
EREOUENT A TH-12 L &%, HEEROGE
DBES T 0% [RRER] £ Lk, &5,
HEEROUECRERBEOEF LA SNE oY
Ok R L1, £, ERRBOELOL DI
EHEST+aThH-o12 b & [HEREE] £ LT,

HEFOHERIEAFOHR Y [AHE], [HH
B, [EEE), [EXR] cHEL, BRERHS»IC
LBRpro &3 [T L L, ERBROGE
BESIEED, BRESTER ko &b [HH
%] &L

EERIC LTI, BEOFZELCHL LB,
MEF AR ME A CEIRE S T & 27120 RIS

Table 1 Background of healthy volunteers
Height Weight Body surface
X A

No. | Name ge | Sex (cm) (kg) (m?)

1 M.O. 38 M 171.5 54.0 1.62

2 M.S. 35 M 170.0 73.0 1.84

3 J.K. 32 M 166.5 62.0 1.69
Mean +SD | 35+3 169.3+2.6 63.0£9.5 1.72+0.11
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MITL, ZORED CFIX KREFETOLEB2*BEL
1z

154 |

1. BRSEEE T 208N

NWMAREFE-NRAR BEOBRE DS SESn T
Etk & WKTRBTRES T8 & W E O BREOBRK S
BitkicowT, CFIXOMIC#HIET 2L b1z, F
iz fllE L 72 CCL, CXD, AMPC @ MIC k t##
ER L AR
Fig.2 Susceptibility of S.aureus (26 strains) to CFIX

and other antibiotics
Inoculum size : 10°cells/ml

100

— CFIX
o— —o CCL
o—-—o CXD
o---=a AMPC
g
4
X
£ w0
]
-]
E
(5]
MIC{ug/ml) 50 100 >100
CFIX 8 18
cCcL 1 14 10 1
CXD 3 16 5 2
AMPC 1 2 9 8 5 1

Fig.3 Susceptibility of S.pyogenes (22 strains) to CFIX
and other antibiotics

Inoculum size : 10°cells/ml

— CFIX
o— —o CCL
o—-—o CXD
+---— AMPC

Cumulative percent

S.aureus 2685 Tix Fig. 2D X 512, CFIX i3+ ~xT
12.5~25ug/ml TH Y, L b12.50g/mli331%i2
&7, CCL TizkK#4433.13~6.25ug/ml ThH - 120
WD e 2~ 3R, CXDDAERS53.13~12.5
pg/mliZb X% & 2RSS > T, E12,
AMPC (30.39ug/ml LLF #312% T, 96% 536.25ug/ml
UTThotzDictb~3 &, CFIXRE5i128->Tw
1655

S.pyogenes 228 Tz, Fig. 3D k5 c, BHEHEH
10°cells/ml @ & & CFIX 130.054g/ml D 2 #k, 9 %0
E 13, $XT0.1ug/ml THH, CCL, CXDD0.1
~0.2ug/ml L R B ERPPERL TV, LHL,
AMPC 133X T0.025ug/ml AT TH Y, 2 BELE
Ho Tt BEEEHES10%cells/ml ® & %3 Fig. 4 0
£ 912, CFIX 120.2ug/ml D 1 B D IE 5 130, 1ug/ml
Th b, CCLD0.1~0.39ug/ml, CXD D 0.1~0.2
pg/ml D ETBRELSERTOU, LoL,
AMPC i3 7 XT0.025ug/ml AT THBDICH~RS &
2ERELES - Tt

S. pneumoniae 218k T 1%, HEHEE & 310%ells/ml O
EEFig. 50D &9, 0.39g/mlLAED 48, 19% %
BR{ &3 xT0.39ug/m AT THD, EH130.1~0.2
ug/ml Th-tz, CCLIX1.56pg/ml LA ED 38, 14%
R E KIS H50.39~0.78ug/ml T, CXD i31.56
wg/mlLAED 3ERDBR < EF8 E 530.39~1.56g/ml T
b, CFIXOA B HERERL TV, LaL,
AMPC (20.1pg/ml @ 1 BRLASFZ £ T0.025ug/ml AT
ThHY, CFIX chtRizanicBRTw, BEEHE
Hi10%ells/ml D & ZiZa >y bo—nicizz R wb DR

Fig4 Susceptibility of S.pyogenes (22 strains) to
CFIX and other antibiotics

Inoculum size : 10°* cells/ml

107 &
—— CFIX
H o— —o CCL
E o—-—0 CXD
: oo AMPC
g 504

MIC(ug/ml) |S0025005 01 02 039 078 15 313 625 125 25 50 >50

MIC(ug/ml) (50025005 0.1 02 039 078 15 313 625 125 25 50 >50

CFIX 2 20

CFIX 2 1

ccL 1210 ccL 2 U6
CXD noo CXD « 18
AMPC 2 AMPC 2
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%<, HETRETH> 72 b ORIZBRICT E o 7eas,
Fig.6 ® & 52, CFIX ¥ ¥ ~T0.2ug/ml LT T,
0.0254g/ml LT & 3 #%, 25%#» Sz, CCLIEK
#4 $50.1~0.78ug/ml T, CXD 13 0.39~0.78ug/ml
hh, 1.56ug/mbl b zhzh 1tk 2HKED S
n, CFIX 0A»EEREER TV, L L AMPC i
+R7T0.05¢g/ml LT T, CFIX AR T,

S.faecalis 2T# T3, Fig. 7® X5, CFIX it 3
B, 11%533.13~6.25ug/ml TH > 7278, ZDE» it
+ X T100pg/ml PAE &Mz ~% > Twiz, CCL
120.39 £ 1.56pg/ml @ 2 ¥k 1F 42 1350~100xg/ml 7381
9% &% <, CXDI30.78 £3.13ug/ml iz 2 £, 25~50
pg/ml H321%k, 8% &% <, Y H A 100ug/ml Ll E
T, CFIX OFn 2 EREHT#RS > Twiz, AMPC 323
, 85%430.78ug/ml AT T, 1 #£433.13ug/ml D 1X
B, 3K, 11%425ug/ml T, CFIXIC@Rehiw
B bDThoT,

H.influenzae 514 T 13, R E2310%ells/ml O &
%13 Fig. 8 M & 512, CFIX 39 XT0.1pg/ml LT T
B0, Ly KESO408, 78%130.054g/ml & EH
Twiz, CCL 33.13~25ug/ml iz, CXD i36.25~50
pg/mliC T RTHHY, ZH5DOKETI36.25~12.5
pg/ml T, Tho it~ CFIX @FFECEALOT
Hot:e 12, AMPC 1325ug/ml D 18k, 2 %D iE»

Fig5 Susceptibility of S.pneumoniae (21 strains) to
CFIX and other antibiotics

Inoculum size : 10*cells/ml
1007

Cumulative percent
2
e

MIC(ug/ml)
CFIX 2 2 H 5 3 4
CCL 1 1 1 5 3
CXD 1 6 8 3 3
AMPC 0 1

1£0.39~0.78ug/ml TH n, CFIX DFnt 3 EREL L
BhT i, EEEEH 10%ells/ml O & & Fig. 90
51z, CFIX 21.56ug/ml D 1 £kDIE#130.2ug/ml
LT, %< 130.05ug/ml TH -1z, CCL, CXD IiE
6.25~12.5ug/ml i # W Z 1 78%, 61%H3H o 1243,

S0ug/mll b b 1H#E, 2%, 9 BEBAD SN

Fig6 Susceptibility of S.pneumoniae(12 strains) to
CFIX and other antibiotics

Inoculum size : 10°* cells/ml

100
a
/ 4'/
5{/ ’
2 5
g
5
o—— CFIX
o— —o CCL
o—-—0 CXD
o---— AMPC
/ ;
}4--0---4:{
A
MIC(xg/ml) <0025 005 01 02 039 078 156 >15
CFIX 3 1 3 5
ccL 3 1 5 2 1
CXD 1 2 7 2
AMPC noo1

Fig.7 Susceptibility of S.faecalis(27 strains) to
CFIX and other antibiotics

Inoculum size : 10°cells/ml

1001

:

£

g =

E
MIC(ug/ml) <02 039 078 15 313 625 125 25 50 100 >100
CFIX 2 1 24
CCL 1 1 1 8 3
CXD 1 1 1 17 4
AMPC 1 9 13 1 3
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7zo AMPC i 1 BRLASE 37X T 0.39~3.13pg/ml i & Klebsiella spp. 268 Tix, Fig.11d & 912, CFIX
BT ATL56pg/mATTHY, LirbZOKREHD

85%130.2ug/mI U F T o 12, %72, BHEICLZER

D, %< #30.78ug/ml TH Y, wIhb CFIXHER
LED SN Do, CCLIZ100g/ml @ 2 #RLASH i3

TWABBETH- 12,
E.coli 214 T3, Fig.100 & 512, CFIX i3254%, o
93%130.78ug/mI LA T T, BY D 25D 5 b 1 0.78~6.25ug/ml T, 65%#%30.78ug/ml TH Y, CXD
6.25ug/ml TH-12H DD, 100ug/mlLLEA 1#k, 4 13100ug/ml LLED 2 B % B < £3.13~25ug/ml T, 69
%388 & 1iz, CCL 2258k, 93%730.78~12.5ug/ml 9%#53.13ug/ml TH D, CFIX2CCL & b 2 B,
T, B x100pg/ml £ ZhLlETHY, CXDi393% CXD & h 4 U EEN T, AMPC i250~100
£33.13~12.5ug/ml T, B 1250 £ 100ug/ml LA LT H ug/ml @ 6 BRLAAIE T X T100pg/ml A L EFH - T
Fig.10 Susceptibility of E. coli(27 strains) to CFIX

5720 AMPC 131.56~6.25ug/ml {2118k, 41%725% -
1200, BDIX100ug/ml WL ZhUETH - 12,
- TCFIXixCCL, CXD &b 3~ 4 KR, AMPC and other antibiotics
IhiFhl BN Tuiz, Inoculum size : 10°cells/ml
%
1007
Fig8 Susceptibility of H.influenzae(51 strains) to
CFIX and other antibiotics
Inoculum size : 10°cells/ml
%
1007 prmtmmamam o s O %
/ / &
" / /' ; 50
i 9 ¢ H
. ; | / &
: ; ¥
£ : | ;
s o ! ! [ —— CFIX
5 f I 1o —
! | ] / j”‘ »---~ AMPC
h 1 A1
/ I./ — CFIX ,»‘f /
i I} iy g&) MICg'ml) | 502 039 078 156 313 625 125 25 50 100 >100
H }‘ | - AMPC CFIX 2 1 6 1 1
/ s ccL 1Tono9 3 1 1
MIC(g/m)  [50025 005 01 02 039 078 156 313 625 125 25 50 >50 XD G A i 5
CFIX G v
cCL . ™ 3 2 2 2 7 2 14
CXD u ls 8 3 . g eyt . .
AMPC 5 %5 T Fig.11 Susceptibility of Klebsiella spp.(26 strains)
to CFIX and other antibiotics
Fig9 Susceptibility of H.influenzae(51 strains) to Inoculum size : 10°cells/ml
CFIX and other antibiotics 100 p A
Inoculum size : 10° cells/ml v = =0 .ot :'
% - ]
1
100-‘ /,, 'f!’ :
/ 7/ '
L] f
- I
5 Y 50 / / H
L E / !
i ! A -
§ / om0 CXD '
s l o----a AMPC ’
I A
/ / &
MIC (ug/ml) $02 039 078 15 313 625 125 25 50 100 2100
MIC(/mh <0025 005 01 02 039 078 156 313 625 125 25 50 >% CFIX
X W : 2 1 1 2
ocL T o2% M5 41 o LT U £
CXD 17 4 2 9 9 CXD 184 1 1 2
AMPC 9 33 6 2 1 AMPC 3 3 €0
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2o
Enterobacter spp. 28 % T, Fig.12m £ 5 12,

CFIX 120.2~100ug/ml LA £ £ THRIL < 346 L, 6.25
pg/ml & THI5HK, 54% T, 25ug/ml £ TR 5% %
»T\wiz, CCLI36.25ug/ml D 14k, 4 %LA5HI3100
pg/ml 2L ZNLILET, CXD 1$6.25~25ug/ml 12 4
B, UBHH o1k, ZDIEH»2100pug/ml A ETH -
12 AMPC (312.5ug/ml O 1 #RPAAMIKER 2 2310018/

Fig.12 Susceptibility of Enterobacter spp.(28 strains)
to CFIX and other antibiotics

Inoculum size : 10*cells/ml

mUETHY, CFIXHnThoER LD LI CH
nTwi,

S.marcescens 26 ¥k T 1¥, Fig.13D X 5 2 CFIX i¥
1.56pug/ml & TIZ148k, 54%23H D, 12.5pg/ml £ T
I65% 03 5 1243, B D I1350ug/ml kL Fh LI ED
MtERET#H - 72, CCL, CXDi312.5pg/mlLAT D

Fig.14 Susceptibility of Proteus spp.(28 strains) to
CFIX and other antibiotics

Inoculum size : 10°cells/ml
%

100 100
——s CFIX ? l F
D -
f
- d
g _ '
% 8 i
U
Y s« ]
5 k| 'D__,-D-- "'
E a- /i—_ _?}.ﬂ&:-ﬂr.
”
' Il’ / .
_!4,’) / / / —— CFIX
O 1 ! o——o CCL
s ; / ot
MIC (ug/ml) =02 039 078 15 313 625 125 25 50 100 >100 MIC(ug/ml) s02 039 078 15 313 625 125 25 50 100 >100
CFIX 3 2 1 3 4 2 3 3 2 5 CFIX 189 2 2 1 1 1 3
cCcL 1 3 24 ccL 33 565 33 7
CXD 1 1 2 24 CXD 119) 1 1 15
AMPC 1 1 1 25 AMPC 98) 1) 1 17
() : P.mirabilis
Fig.13 Susceptibility of S.marcescens(26 strains) to Fig.15 Susceptibility of Citrobacter spp.(22 strains) to
CFIX and other antibiotics CFIX and other antibiotics
Inoculum size : 10°cells/ml Inoculum size : 10°cells/ml
% %
100-‘ 1007
% B
' 1
B
£ o 3
g 3
.ﬂ"'AI
~8--=8-"" O
P el S « g
MIC(ug/ml) |02 039 078 15 313 625 125 25 50 100 >100 MICug/m)) [<02/ 039 078 156 313 625 125 25 50 100 >100
CFIX 5 5 4 1 2 @ 1 4 CFIX 1 4 5 1 1 10
o 11 ocL 1 ? 2 1
CXD 1o u CXD 1 1 2 18
AMPC 1 1 11 oz AMPC e
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Fig.16 Susceptibility of P.aeruginosa(28 strains) to
CFIX and other antibiotics

= Inoculum size : 10°cells/ml

100
»——s CFIX
o— —o CCL
o—-— CXD
+---a AMPC
=
E 50
MIC(ug/ml) s02 039 078 15 313 625 125 25 5 100 >100
CFIX 28
CCL 1 2
CXD 28
AMPC 28

D% <, FBEL00ug/m L ETHD, AMPC Tid
0.78 £ 12.5ug/ml D 2 k3 H > 72 b DD, %< 5100
wug/mlLLET, CFIXHBuFhih bIEFECEATL
160

Proteus spp. 28% T3, Fig.14m &£ 512, CFIX iX
188k, 64%%30.2ug/ml LAF T, 1.56ug/ml & TIZ79%
pH D, 12.5ug/ml LLUT 13248k, 86% T, BV b 25~
50ug/ml ThH-o 1z, BERICASB L, P.mirabilis ¥
R T0.2ug/ml LA FTH > 7z, CCLIX1.56~6.25u8/
ml 2114k, 39%2iH D, %D KESIE P.mirabilis T
HH, ZOIE»ix100ug/ml LA ETH -7z, CXD i1
B, 39%5312.5ug/ml T, %D KEsH P. mirabilis T
HH, FOMIZELA100ug/mLLETH -T2, 72,
AMPC i31.56~3.13ug/ml 210k, 36% TH - 72 b3,
§4 ¥ 15 P.mirabilis T% OO B/ 274 £ 100ug/ml LA
ETHot, o TCFIX BT ED bFEFEICEN
Twdtnziz,

Citrobacter spp. 22 T it Fig. 150D & 5 & CFIX i¢
0.2LL F~12.5ug/ml 2128k, 55% 536 > 1208, BOH 0
b D13100xg/ml LU EDTEKRTH- 72 CCL, CXD
136.25ug/ml @ 1 BREASF1E50ug/ml 2 L 20 ED
Mt TadHh, AMPCId ¥ X T100gg/ml L £ T,
CFIX ¥ 8580 b D TEN TV,

P.aeruginosa 28%k T3 Fig. 16D &£ 9 2 CFIX i3 4~
T100pg/mlLL ETHH, CCL, CXD, AMPC 4
CCL D 1 8% T100ug/ml A ETH - 12,

P.cepacia 2 £ Tix CFIX 131.56 £ 100ug/ml LA L &
ThhH, CCL, CXD, AMPCiz v ¥ 1 & 100ug/ml
PETHot,

A. calcoaceticus 2 # T i3 CFIX (26.25 & 25ug/ml &
T&D, CCLIF50 L 100¢g/ml, CXD i2100ug/ml &
zhllE, AMPC 325 & 100ug/ml LA ET, CFIX #
PrRERTV,

2, Mg CFIX @ & Rt

3ZBDBERABFIC CFIX 0200mg % & %1 AR
g OMBEF CFIX BE X Table2 iCRT &5
2, —EOWI NS =2 RRTHOD, BAZEHLEN
EHTHo12, B, M.OGITIE 1EEZICELST
0.13ug/ml & 72D, 2 BEfEI#121.00ug/ml T, 4 BFE
®I122.24ug/mlDE — 7 L 2> T, 8BEMIKRICI
0.84ug/ml £ TEA L1z, M.S.HITIZ3053%H»50.20
wug/mlOEBEHH Y, 2.85/H%]1.50ug/ml T, 4 B
®iz2.84ug/mlOE—7fEL 2D, SBFfIZ b & B,
2.31ug/ml TH o1z, —F, JKFNX1 SRR IC I
CoHT0.0lgg/mlABZE DR B X ICnD, 4BEHEB
£ U6 BERE %120, 75ug/ml T, 8 EEfE%130.54ug/ml
ERYLTHEY, 2k LTHECEETH- 2, h
5 3ZHOMEPEREOFERRKRL 12 b D Fig.17
ThsrH, 4BM%KIC1.94+1.08ug/mlDE — 7 fE L
20, FIZEROCHRLCES L, SHM%E1.23E
0.954g/ml THYH, T 8KfEHK £ TD AUCI29.79
pug - hr/ml TH-12,

Table 2 Serum levels of CFIX after the oral administration of 200mg of CFIX
Serum concentration of CFIX (zg/ml)

Case | Age | Sex | B.W.

0 0.5h 1h 1.5h 2h 4h 6h 8h
M.O. 38 M 54.0 0 0.008 > | 0.134 0.57 1.00 2.24 1.34 0.84
MS. | 35 M | 730 0 0.200 | 0.400 0.93 1.50 2.84 2.70 2.31
JK. 32 M 62.0 0 0.008> | 0.008> 0.01 0.134 0.75 0.75 0.54
Mean 35 63.0 0 0.07 0.18 0.50 0.88 1.94 1.60 1.23
+SD | +£3.0 +9.5 +0.11 | +0.20 | +046 | +0.69 | +1.08 | +£1.00 | £0.95
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Fig.17 Mean serum levels of CFIX in 3 healthy

volunteers after the oral administration of

200mg of CFIX

-'-E‘ 3.0

> I mean + SD

2

fa

i 2.0

o

k]

K]

£ 101

& 0 +—— T T T
0 1 2 4 6 8

Time(hr)

oL EORFCFIX B, RE, ROf#Esr 4
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i 1~1lpug/ml EBET, D50 2B/MAP 5 L 44~
96ug/ml T, 4~ 6 BFRTA44~145, F1108ug/ml &
ERE LD, 6~ 8K b33~157ug/ml & B A
L T, THERPHMETAZ &, BYID 26
liE M.S.BID1.8%LI430.5% LT T, 2~ 4 BRIT
1~9%&Ek%D, 4~6BHN4~13%LERLEL, 6
~8MEIE2~8% LA Ko Tnt, ZHOHDFY
ERRTHMEL A7 DH Fig. 18TH %45, 8 %
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Fig.18 Mean cumulative urinary excretion rates
of CFIX in 3 healthy volunteers after the
oral administration of 200mg of CFIX
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BRAELEZONL DX, WFRBELAETIE H. in-
Sfluenzae H 3 Bl &£ % <, D\ T S.pneumoniae, B.
catarrhalis, E.coli, K.pneumoniae 3 2 4 > T,
P.aeruginosa, A.calcoaceticus 7s ¥ 7' ¥ 7 BEERERBEH
bRIEENY, BThVEBERRE L TaONT,
IREEBEIFETIx E.coli 3 3B £ % t» o 7208 C. freundii
B2BlHD, HERASRESh T TEEOD 5 16
TRRETE D72,

CFIX nfff=E, %5%131 HE200mg~600mg %,
1H2~3ME, £Xi24@i290T2~38HMKRSL
2o LL, L OEFIHY 2EOSERETH-
A

PR R 3 PR BB AAE D106 T3 ERN 1 B, BR6
Fl, =LER1 6, B 16, HERE 1FITHERETS
%BTHD, REBEED 6 FITIxEZ2E), HZh2H,
5 2 BITHF6T% Tho 1z, 2T, E2)3H,
Bz 84, 0BG, ER 36, HIEFEELHIT,
BHERB% TH- 12, BREICERNEEHD L,

Table 3  Urinary excretion rates of CFIX after the oral administration of 200mg of CFIX

Before 0~2h 2~14h 4~6h 6~8h Total
Case

€ © \' R © \' R (& \' R © \' R R

MO.| 0 10.7 80 0.4 | 96.0 78 3.7 [ 1350 70 4.7 11050 58 3.0 | 11.8
MS. | 0 103 357 18 | 780 225 88 | 1450 178 129 | 1570 102 80 | 315
J.K. 0 1.1 107 01 | 44.0 60 1.3 440 163 36 | 330 123 20 7.0
Mean 0 74 0.8 72.7 46 | 108.0 71| 983 44| 168
+SD +5.4 +0.91| +26.4 +38 | +55.7 +5.1 | +62.3 +32(+13.0

C: concentration(zg/ml), V:urine volume(ml), R:urinary excretion rate(%)
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Table 4  Clinical results of cases treated with
D
) ) o Causative | Antibiotics e
Case | Age| Sex |[B.W. Diagnosis Underlying disease g e Daily ‘dose Diratim
(mgX times)| (days)
. Rheumatoid arthritis | (@) H. influenzae
Y. bronchiti i — 100%x 3 4
1 H 67 | F | 50 | Acute bronchitis i on 2B i X
. Bronchiectasis
A
2 MH) gy | g | g | Acte cxacebation | P er S, premonioe - 50x4 | 14
of chronic bronchitis . .
Sclerotic heart dis.
. Bronchiectasis
) 100X 3 14
3 MH| 62 | M | 73 | Acte cxoebation | E o - X
of chronic bronchitis . . 150%x 2 17
Sclerotic heart dis.
. Bronchiectasis
4 MH| 62 | M | 7o | Actecacmaion | er S, prewmoniae - 2002 | 29
of chronic bronchitis . .
Sclerotic heart dis.
. Bronchiectasis T-2588
ti . 200% 2 14
5 MH| 63 | M | 72 Af""th‘?e’f“:ba }‘;'t' Fatty liver E cof 0bexe | oo |
Of CAroniC Bronchis | o e otic heart dis. (Poor)
Acute exacerbation | Bronchial asthma
TY. F influenzae — 10
ARG R % of chronic bronchitis | Hashimoto's disease e Ul 3
Acute exacerbation | Bronchiectasis O K. preumontae
TT.| 74 | F | 42 - 200 2 14
7 of chronic bronchitis | Hypertension @ P. aeruginosa X
Acute exacerbation | Bronchial asthma
8*S.S.| 62 | M | 50 | of chronic bronchitis | Malignant lymphoma | H.influenzae — 2002 2
Gastric ulcer
Renal l;gazlwacem
9 ML| 67 | E | 67 | Chronic bronchitis hyperte@on P mall lophilia — 100x 3 15
Hydronephrosis A, hydrophila
.. . 2002 3
10 EY.| 43 | F | 46 | Acute pharyngitis - B. catarrhalis — 100% 2 7
11 M.S.| 51 | F | 43 | Acute pyelonephritis - Negative — 100%x2 7
12 TS.| 13 | F 55 | Acute cystitis Hypertension E. coli — 100x2 4
13 TY.| 75 | F | 46 | Aatecystits | Arteriosclerosis | £ col NALSXI0) 0003 | 9
(Poor)
SLE
14*H.T.| 21 | F | 54 | Chronic cystitis Nephrotic syndrome | E. coli — 100% 2 7
Hypertension
Neurogenic bladder
15*KK.| 35 | F | 48 | Chronic cystitis (Catheter ®) | C. freund - 100% 2 7
Malignant lymphoma
. .. ) . .. 100x2 5
16 HWy 72 | F | 52 | Chronic cystitis Arteriosclerosis C. freundii o 2002 7

% In patient
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CFIX
Clinical Bacterial .
Side effect
effect effect
(D Decreased
llent —
2 @ Eradicated
Good Eradicated —
Good Eradicated —
Fair Eradicated —
Poor Persisted —
Good Eradicated —
(D Eradicated
Good —
¢ @ Persisted
Unknown Unknown —
Good Eradicated Itching
Good Eradicated —
Good Unknown —
Excellent Eradicated —
Excellent Eradicated —
Good Eradicated —
Decreased
Poor Colonized —
by S. faecalis
Poor Persisted —

WL S8R fE T3 H . influenzae, K .pneumoniae, B.
catarrhalis s ¥ W EH L WL EH % L, S,
pneumoniae, E.coli \2%%ER, EHAH SN, K
BELETIXE. coli i T RTEHROLENTH- 1
B, C.freundii (X 245DMB20 & LEBHTH- 2,
ZD5H51HTIE 1 HEA400mg IHEEL T LENT
bHot:h, MIC H400ug/ml ThH- 7z,

BELHNR L OEFITHEZ O LB A LR
1, [REZIRECHELLIEZLBIO E. coli,
P.aeruginosa BB AEL, C.freundii 12 & % R EEEGAE
D2 BT, 1FIRTHEROBRFLZED, o 1 HIH
YL LDD, S faecalis N\ODERRIBRH A SN2,

BIfEA L LT, 166iF 1 flic 5k Bh o BE
DEMBERMNA SN, REDIEBES ICHEL
Fro KEITIREN VN - 7 7LV ) AL TOE
#, CFIX t 0HREME (B HEL L, CFIX#
5Hi% OBEFRRERME % 4 7: O Table5 TH5 05, 1
Bz GPT 0 LEpZED SNt TE s oT, Z2DIF
»iZ, BUN 0 _ER1EmA 2 fla s ns:h, EEEERIC
TARERKEVEEZ LN,

z 3

FLLAE s LROAY 7 7 0 AR » RREME
T#H 5 Cefixime (CFIX) 3—HOEEXR L3N
REENEETA DT, ThE TORZHKD DI
RTBED S ORIHHEIEL, MEFBED EHHHRAL
rVuHOO, REFHFRT 5700, 128EBORS 2
BELBEHL D EVbR TV,

22T, $FCFIXDERSER T 2HEN
%, CCL, CXD, AMPC L wor—fRICERINT
W7 7OAKY YRBLUR=Y ) Y RIAEME %
WHBELTHELZ, 77 LBHERED S. pyogenes
S.pneumoniae \Z ¥ L TIX AMPCIC i3 RiEH v LD
N, CCL*CXDAEDRIFZFLD LD LD IXENH
BHTH-o1zh, S.aureus T3 3 X T12.5~25ug/ml
ThY, S.faecalis i3 T —HOK%ERE < £100ug/ml
PUEE, 0 3FED tE5o Tk, &7, 77 0%
HKE D N.gonorrhoeae, B.catarrhalis (25t L T3 ol
KARVWHENHH Y, B1HEIX0.05ug/ml T, BF T
0.39~0.78ug/ml TKEILHOEEHHEIE SN 5 L HE
EhTns Y,

77 LEWRE THE, E.coli  Klebsiella spp.,
Proteus spp. (2% LT, KE5O b DH31.56ug/ml AT
Thbrwvol, HOIFNTALL D REH LA
BhHot:h, TTIZE.coli ®1FIC100ug/ml LA ED
MERBHONTVLAE I EICERL TELEND S
5, Enterobacter % Serratia \Z Xt L T 4 fthd 3 &l %
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Table 5 Laboratory findings of cases treated with
Hemanalysis ESR Liver function
Case | Age | Sex [ gy [ gec | m [ wBc | N | E | m |CRP g | GOT | GPT [ Alp [ TBI | BUN
(g/d) | (10Ymm)| (%) | (mm) | (%) %) (X10*/mm?) (IU/mb)} (IU/ml) | (IU/ml)| (mg/dl) | (mg/d])
LHY 6 F 119 418 354 6,600 72 7 230 # 29/57 21 8 109 04 20
o 128 440 38.2 6,900 58 2 26.9 20 17 104 0.4 32
9 MH 62 M 148 470 421 5,200 64 5 212 = 13/23 41 62 54 0.8 19
o 153 622 56.5 6,700 188 + 8/20 36 57 64 L1 26
3MH 6 M 154 502 445 4,600 62 4 20.5 + 7/20 28 45 63 0.6 21
o 158 495 454 4,500 64 5 224 + 5/12 34 59 57 0.9 21
 MH 62 M 158 495 454 4,500 64 5 224 5/12 34 59 57 09 21
o 150 491 453 8,500 85 0 199 # 20/33 25 47 75 0.8 19
5 MH 63 M 153 589 55.2 9,700 69 7 196 + 717 65 141 54 0.9 21
o 16.7 521 488 | 11,200 80 2 239 + 14/19 42 7 74 0.9 13
6TY 6 F 146 465 430 8,900 76 1 19.2 - 4/6 22 25 81 0.3 20
o 14.0 457 415 7,400 8 3 170 2/17 26 19 8 0.4 15
117 406 35.8 5,900 39.2 - 17 21 9 78 0.3 15
Lo . i 125 419 372 6,700 24 9 82* 0.2 19
115 376 340 | 18,100 95 0 + 7/22 78 25 22.0* 10 36
L . . 8.6 291 260 | 19,200 92 0
oMl 6 F 122 435 376 7,100 50 7 198 - 11 9 105 0.3 2
h 122 444 384 5,800 47 6 232 - 13/28 11 10 92 0.3 36
130 417 36.8 6,500 70 4 217 -
QS R - 5 | u |6 [ 07| 1
156 544 454 9,400 48 4 32.3 + 57/92
i e E 129 455 39.1 | 10,200 65 3 - 45/78
133 420 416 6,800 40 0 28 12 5.1° 0.5 17
ES E . 137 436 402 6,900 - 24 11 49 0.5 16
11.9 368 343 5,200 - 30 11 76* 13 14
0 6 e . 122 366 354 4,700 - 22/53 43 91 104* 0.7 13
WHT 2 F 8.5 273 29.0 6,400 55 2 18.0 - 28/44 13 2 53 0.2 46
o 9.6 330 340 7,400 212 29/64 11 10 52 0.2 3H
116 399 36.0 | 12,600 74 0 176 + 12/33 15 11 114 04 15
LKk . . 85 306 30.0 5,600 73 0 24/58 10 10 60 0.2 1
142 459 41.7 5,800 20.8 = 5/11 24 23 9 0.6 18
LR, i 146 449 40 6,800 50 2 211 - 6/20 19 24 109 0.9 22
*KAU

WIS DR S o ns, BRI R & HEE L
TBY, BLEVWHAENER>Tw3, 207512 MICs
121.56~6.25ug/ml Td % A5, MICs 1250~100g/ml
Ll o Twb, 1z, Citrobacter spp. T & MICs, 12
6.25ug/ml L ERT V245, BD Db DIF12.5ug/ml
D1¥EABE T XT100ug/ml LLE EBIRIZ S5
FitioTnd, bbhORBR L REBIER T
13, CFIX o {f A #f 13 MIC 1.56g/ml & Citrobacter
spp. ThH -7 D5, 1:BRIOFER%ICIZ400ug/ml LL
EEnoTHY, BREEOPIC I VRO E
FELTOWAaREMAH D, O/ MIC 24

»ORELH B LRBbh s, FFCERAOTMELO—
DOBFERTRT 560 & L THKED,

CFIX & P.aeruginosa io3 L THE I v R LD A,
S faecalis £ & I KERFHEELE VR B, P.cepacia®
A. calcoaceticus 7z £ 12 4, —ERD b DI IFHFE MR
HONTWLEHD0, BRMEICNT2L)2b0E%
Vo (72, B.fragilis XL TbHE HENLLDTR
BVuEITHB Y, ThEThREbhbhOKEIRT
TIRERIATLEHDELL—BL TS Y,

CFIX OWRIT « HEtHic D Tid, WERE 1R A0
SMEhEEsED ShE Lo, 4EMkcE—7EE
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CFIX ERT, JRAORBETRANATVFOELLLOTH
Y— Urialysis Antiody Lo CORTEBHPIOBHOBLETHS EBDNS,
bhbhOBEICEERICBROEC DRSS 121
G | Na | K O p | sug | WBC | CAT | MpHA ~
(mg/d)) | (mEq/L)| (mEq/L)|(mEq/L) : . o, HEBKIEME L o755, ZHERIC200mg % AR L
12 144 42 108 _ _ 4> 40> 1z b@}_"ﬂi_‘ﬁttﬁz%ﬁ&fxﬁfﬁ'), %nﬂ:lét
15 | M6 | 40 |0 | - | - 0 € — 7 {E52.06pg/ml, T1/272. 38R TH 5" %
TR IRV I U I B S O (R 12, REICLZHEBLLTTI2HbROORBTI
oW |38 w0 | x| - | - |32 |40 ; . N
DLAIHEMBECERL TL 3 LHffilshs, &5
| 3| 42 [ 103 x| - | - |3 [40> - e g . N
olwl e lw!l s 212 1% Lo =y B 5 & MmEh ORI 13 BEF 7 dose response
0| M| sz | e | =+ 16 | 40> K
2lw! e lwl|zx]|- 0> IO & SORPHMEL 8 R X TTIT%IBE S
TR bt h, MEROMEE BIZ-—HLTHW2L5TH
12 | 43| 44 [ 100 | - | - | - 40> 50, 2o D12BFEIEOBE T HFI20% T, AH)ILEK
08 | 143 | 39 | 101 == hHMOBOCEICAL LD ES A5, LirL, E.coli
08 | 159 | 34 | % R R R RECHT B RENEEBICANS &, +HHRDBE
08 | 141 | 44 | 100 - | - BB Tw2, £, BEFEEIZ0.06pg/ml #l%
08 | M2 7 45 | 101 EVLIRBENERENT WS V1, H.influenzae s ¥
15 | BL | 42 | &7 CRTAEDRBEELER S,
PRI A (LR 38 REE 101, FREEEEHYE 6 BlD3T16
19 | 43 | 48 |10 | # | £ | - 40> I S )
ol solm | sl | - e e BICATo 7203, ASnDORERKEEET 5 D05,
o ln BEMER L 25 TOAER L FHIL Hote, BEAH
08 | 143 | 39 | 107 | - | - - 4> | 40> & E.coli D% 7>, H.influenzae, K .pneumoniae,
_ | Cfreundii’s ¥ D7 7 LEHEBRED X b, S.pneu-
= moniae X° B.catarrhalis 1 E 3G £ 77,
07 | W3 | 40 | 102 | + # CFIX o &, f5&FEER L LT 1E100~200
Lol IR I O - mg, 1H2EOREE Lzss, 1H3~4EE KD
o I I el N FHEIHELT 6D b b1, BRDROANE SRS
ﬁ = SA T EPTETT8%, REEREETT% THY, 2ET1I%
sl !l alm!ls]l-|+ T, W BIFLEE TH > 12, C.freundii 12 & B R
R AR R BREHED 2 Bl L b TH o1 Lk &, WIRERRRAE
05 | 141 | 42 | 104 + THRE-FIC 2~ 4 BEORRAE BV THIEI &5 L T
09 | 146 | 42 | 108 | = | - | # 0> LWL ERBCEREREOEMCE SN, BRIELED
09 | 144 | 44 | 108 | - - # LB ol pfBE L T, ZDHBEICC.

D, 1285f%C b METFREORFRNHL L bR T
B, ABRMATEECARORELEA VLT
b5V, £2T, bbhAEEKOEH THA L2 CFIX
D200mg % BEICHRE £ 7 £ XD MFEPERE*IE
Lo 3RDEERADFEIEL 4 BRI 1.94ug/ml
NDE—7fEEnY, SHMEDL1.23ug/mTH- 1,
2B L b 2 REOBENEREL Twi LEbN2(E
Thotehs, SEETH Y- ko Ft+ar7T—7 &
KoTLEot, AR, ZEFORTOLETYH, T
SRPMIBCRITL TLB ERERT, BINT24LY
Derotz, k12, NIRADBERTLH55, BAED

Sfreundii Dk 2B Shiz k5% E. coli D MIC D%
B OLWTRITETLERLDOLRRETH S, 172,
P.aeruginosa bEHEE T ICKR- 72213, HEN%®
LCRBL T EF A7, 2EERTORRBREOK
b, REBPMEORMENR GO0, 2kL
LTRB%EFIFFELVLDTH T2,

BIFA L L C LB RMBERAZD 0, EADKR
SdibE S CHEL, EXICKHEEALEL LA
o £, —RICBEORTREBEESLEELS40
THoHH, &R BERI LD -0, BRRERE
TH 1P GPT DBELAAZOIDAT, FLFL
EREEZoNT,
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Chemother. 25: 98~104, 1984
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LABORATORY AND CLINICAL STUDIES ON CEFIXIME

YOSHIRO SAWAE, KAORU OKADA, YUKIO KUMAGAI and YOSHIYUKI NIHO
First Department of Internal Medicine, Faculty of Medicine,
and School of Health Sciences, Kyushu University

Laboratory and clinical studies were performed on cefixime (CFIX), a new orally active cephalosporin
antibiotic, and results were as follows.
1) Antimicrobial activity

MICs of CFIX against various clinical isolates were determined. CFIX was significantly more active than
cefaclor, cefroxadine and amoxicillin against E. coli, Klebsiella spp., Enterobacter spp., S. marcescens, Proteus spp.,
Citrobacter spp. and H. influenzae. And against S. pyogenes and S. pneumoniae, CFIX was more active than cefaclor
and cefroxadine but less active than amoxicillin. It was less active than the three reference drugs against S. aureus,
and it had no activity against S. faecalis and P. aeruginosa with few exceptional strains.
2) Serum concentration and urinary excretion

Serum concentrations of CFIX were measured in three healthy adults, given orally 200mg of CFIX after meal.
The peak of mean serum concentrations was 1.94ug/ml after 4 hours. Even after 8 hours, it was measured as 1.23
ug/ml. The mean 8-hr urinary recovery rate was only 17%.
3) Clinical efficacy

Nine patients with bronchitis, 1 with pharyngitis, 1 with pyelonephritis, 5 with cystitis were treated with CFIX
daily dose of 200~600mg for 2~38 days. Clinical responses were excellent in 3, good in 8, fair in 1, poor in 3 and
unknown in 1 patient. A mild iching was observed in a patient and a slight and transient elevation of s-GPT was
seen in the other patient.



