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I B8 REHLAE 12 5 1F 5 Cefixime (CFIX) @
LR - ERRAVRRET

HEHEET - HFHEITH
A L. EE fE
FIARFHE—HF

Fr R Eh B0 7 x AH| Cefixime (CFIX) OFERFBRIELFIC T 2 BRHER UIZL
LU OVTHRENT 2L L b ICEEHFED H. influenzae (=0t % Hi & /1 % Cefaclor (CCL),
Ampicillin (ABPC), BRL 25,000%xHZ x L THIE L 72,

85 ¢ CFIX & H.influenzae T3EH726698.6% %0.39ug/ml LI THBMIEL, OO LI
HLTABCH L b THOHE N &R L, £/, B-lactamase BERRIZ & B-lactamase fE{EHE
LABRED MICEZxRLT:,

BEFRAHE | RH5I343F H 589F £ TOBEM 5, ik 5 BIT, [EIREORRIEE 451, 81
SEXA I, AMSELAL1, BEHSEORAEEES L UMAE 1BITH o1, £, BREA
313 H.influenzae 4 1, E.cloacae 2 i, B.catarrhalis 2, S.pneumoniae, E.coli% 16T
Ho1z,

5% 4HITIE 1E100mg, 1H2E#S, 66ITIX 1E200mg, 1H2EESTH72,

R SRR 0B DB R 13, E30 16, BRI 6, LB LG, ENIFITHo 1 REER
Ti, 200mg/BTIRENH, LOEH1G, EH2HATH o, £7, 400mg/HTEENLB, H
4, BE1GITH- e RABR T H. influenzae 4 Fich 2 Bli, EHHEEL, BRMRIER
Thotre 1BIEEY LIH, BRHEIENT, o 1FEEENHRITETH > 125, KR
BHR0BEMTHo e B.catarrhalis iz 21 & bk L, BRDRIEDLBEHTHo 72, E.
cloacae ® 1 FIIXWEE L, B Tho 7205, D 1H TS areus ~\OEXR A SN 7z, S
pneumoniae O 1 FlI3HEL, BRECIBENTH o7, E.coli D 1BIETE» DEHTH o 10

AL 2 L BON2EIEREED o kb0 Tz, %12, BKRRAEMEE L TGOT, GPTOEE L
BrAD, VIR EEREPEETERICEL

Cefixime (CFIX) RERERPRIFRN CABShH L&
Of€7 7o AXY YRAEVETHY, EROEOMAL7 702
K o#l, =y ) o8 &R D&M -lactamase IC K TE TH
3o 77 LM, BUECLEASHEAXZ MV ERT A, 1
77 ARHREICN L TERLTENETT Y,

SE, H2IFRBERELERCOLTCRIX £#&5L, B
KRBT A RH O TEORMERT L L bIC, YRHoBL THBE
H# kD DB XN H. influenzae \2 x0T 3 KK O E S 2 0 &
OFER B LRV EDE THRET 5,

L HAEHR

WRERT S IXERIS9E 2 By o [EE 8 A £ TIHEILK
FEREDTBRRE—NRHCABR LT, HDHVIRIEKT
B2 2 1 BB T3FH 589F DI10ER (B561, &

56) THY, BRIBL TRBEORE B LT
b, 2055, AFBTEXILERE, 3FIH»EES
EXE, 1HIBAMTEXL, 1FIHMMTHEIC RN
BIoBUSERETHY, BY 160, MERE
DEHTREZRCBI 2R THo 12,

II. £# % &

CFIX (1# 7tnrd100mg Hffigs) % 1 H200~
400mg, 22 K TROKLS L, B5HHKIX 7~22H

(F#15.3H), #B&EE5R131.4~8.4g (Fi94.8g) T
botze

III. ERDROHE
ERROHE R, EROBE®R (FREEOHE, &
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BEOBE 1Y), BAREMBEOHRE (Rit, CRP, H
MERHDOIERE L, EXBOHR) b L UK XEAHTRD
HEEERIC L, WRAREEHE GBF 18R
) ERVERL, BRAREEOREL #15HE
[E%), BRER, REM - L HBHHERT 1:ERLL
LEL5E (B2, ERsPPBRL THRRRE
ESRELZVHEE [PRFR) £ L, & RBKE
K, REMEE YHEL kh - 1561k ) L L,
MEFOHRE (WL, (BY), (TE], THR
R, [FEA) o 5 BEETHEL 72,

V.5t & 5

TROR 3SR E B DK X D Bt s 7z H. influen-
22¢ .2 DWW T CFIX OB N 2RI L 120 BRRTIBRIZ
1983~1984 4 0 43 B £ T, 114%15.1% i3 B-lactamase
BHETH L, BZMHE AR CEREFESEERIC L
BERRBRE R/ > 1263, WERUHESMIZS5 %
Fildes enrichment (Difco) il MUELLER-HINTON

broth % ¥ MHagar (BBL) %M L7z,

10°%fu/ml (CHABLERAE I 707709 —Il&o
THEEL, —HHERR/NEBHELERE MIO%2 Ko
fro RBMEBEXE LT, FALEAKL-T77 5 LER
O#Th5 CCL, ABPC, BRL 25,000%H\>7z,

V. & £

10fiE ] 1= CFIX % f A L 72 B FK 75 B B 4 (3 Table
1, 2R L7, BRZFZ106P [FR) 16, [F
) 5Bl [PeER) 16, [#2]) 3By, B
X (E%d D \I3ER) 1360.0%TH- 72, MEFHIR
R THE] 66, T&D) 16, (%] 36ITH-
o FENCL 2 EZEZONDBIFRIRRD Shzdo
P:o E7, BAREMBORE X GOT, GPTEOEE
EREIFNRDID, WTh b REREHMTER I

'L,

UTIER 252§ 5,
1348 Bk, FFEL, BT, [EXLREL

Table 1 Clinical

A Underlying Isolated organisms
Case (g)e Sex Diagnosis disease or
y Combined disease Before
1 8 M Bronchi- Liver cirrhosis E. coli 2Xx107/ml
ectasis Cystic kidney (0.39)
: Rheumatoid : 8
2 | | or | B | VSRR | fmee  >aom
G Chronic sinusitis A0
Chronic ST H. influenzae >1x%10%/ml
3 66 F bronchitis Chronic sinusitis (0.025)
4 3 M Acute Congestive E. cloacae 1x108/ml
bronchitis cardiomyopathy (12.5)
Chronic Pemphigus . 7
5+ 89 M bronchitis Diabetes mellitus S. pneumoniae  1x107/ml
Bronchi- _ B. catarrhalis 7
6 57 F ectasis ( ) (§.0.025) 2%10 /ml
. Rheumatoid : 7
7 53 F Ecr?;sci}s"- arthritis % i((z)t)arrhalzs 3x107/ml
Chronic sinusitis )
8 « 53 F E;g?gfsfr;ya Myxedema H. influenzae >1x108/ml
Acute Chronic bronchitis 3
9 50 M pneumonia Old pulmonary Thc E. cloacae 1x10°/ml
; H. influenzae B -lactamase*
Chronic 8
10 62 M bronchitis ) (0.05) >1x10°/ml

% Inpatient (outpatient with no asterisk)
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HY2BETHL0, Hr Ak VEERELEMNL ¢ 5
SRR > 12, BIKIEED S E.coli #BH L1 1
®, FHI100mg 1 H 2 BO®RS5 4G L7, 7HREOD
RETHIDHEXL T, BREICOIREZD 2o 72D
T [#%) LHEL, BIERR - 12,

B 2 1353F DI TEMEBIET ) v~ F IC RERILE
EXET28ETHS, AUMEL 2L, H.in
fluenzae EREF IR X 07728, K#I100mg 1 H
QEREG ARG LT ZORBRISCUULEDH > KB 7
A&IITCHEICRY, BRERORER A0, 7L
RIG % 57 H.influenzae BHEDL > TR s, B
ERBETRFRLIED D 2h o 7255, GIEKE, CRP
KRPHELAD, BIEAR L, BRMEIL [P
BR) CHEL R, 25, ERREME TM/IMRE43.9
=56 9 RERICER L0, Z0OBBBEE- TRE
LiceZh, @MEE) veF L OMEENH 2 2 Lat
B 72,

P 3 66T OBMREI RO LN TH L, WREA
B, WWHoRML 20, BEEESTo2L25 H.

results of CFIX

nfluenzae HikgHi S nrz, AFN100mg 1 H 2 B4 5 % B
L, 1985 (BL, #58~11HBICIIEED
FEVick n100mg 2 1 H3EIRALYL), 7THEROE
BEEET, H.influenzae X% L Twizh, HEM L
BB THULEB L2, BHRRIE (B3] L4
E LT FEFITIHRE514B B GOT, GPT 0&EfE
ERZBRD SN0, BRERTHS BEICIZIZERC
B L7 (GOT 33, GPT29), HEMEIEA Iz » -
18

EG 4 ZBFOBU TS >MBLHEOBE TH 2,
LARDIOABRF ThH-705, 1 2RI AL 0%
B, MEHSHEBRT S L5k, AlSELAEELS
iz BB TSBEE o8, MENEL 120, BE
B#& 6 E. cloacae SN0, K& 100mg1 H
QER S AL, MEIZ T BHECEEL, RKit,
CRPHRRUELL LI AL, BEDDE.
cloacae 3K T, B5%168 BICHEME, FK#s
AONDL I ot BREHVHBEOEEREE Tt
E . cloacae \2fiN % T S.aureus it H s 1, KEIZ 5

(MIC, 10°cfu/ml, z g/ml) Dosage Egtsi] Clinical Side
After (mg X times X days) ) effect effect
(E(‘j %l)i 1x107/ml 100x2x7 1.4 Poor None
?S(l)n{)zgg)nm i e 100x2x 14 2.8 Fair None
100X 2x7
(—) 100X 3x 4 4.1 Good None
100X 2 X8
e X ml 100x2x16 3.1 Poor None
(-) 200x2x17 6.4 Good None
(=) 200X 2X22 8.4 Excellent None
(=) 200%2 %15 5.6 Good None
H. influenzae 1x108/ml 200x2x15 5.6 Poor None
(=) 200x2x13 4.8 Good None
(=) 200X2x15 5.6 Good None
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Table 2 Laboratory findings before and

RBC(x 10¢/cmm) WBC(/cmm) Eos. (%) Platelet(x 10¢/cmm)
Case B A B A B A B A

1 337 358 7.200 9,000 3 1 35.7 35.5
2 411 401 15,400 9,400 0 0 43.0 56.9
3 437 453 8,900 12,100 0 2 40.6 34.4
4 489 518 5,500 8,100 0 2 31.1 22.7
5 428 448 10,300 10,000 7 5 16.6 16.7
6 437 431 7,900 5,100 4 3 34.3 31.1
7 393 383 7,300 5,900 1 1 47.0 48.7

323 348 4,400 4,700 2 NT 32.6 33.5
9 397 439 6,400 5,300 4 4 33.2 35.2
10 422 434 4,900 7,700 2 2 31.8 30.1

B:before A:after NT:not tested

FAERERZE T [EL] CHELZ, BfEREA»-
7z

AER 5 IIEMRELZ RO FTOERTHS, KEED
ROK2EEREI) AL F =V o OREEZ T T
v, KEREHY 5 mg/HO 7V F =Yook
SRfEL Tt B, BEDLD, S/ vAY VD
BOREEZNIIPAZI Ty, BHEPCS.
pneumoniae HiRRH S 7 D TEHEF200mg, 1 H 2 [
By mzt, THREROBREEROLEIEMT
bHot:hs, BEMR TR 1 BEER{#E46mDA © 12mmi,
CRPEF(H) s (m)iXHEL 72, HEAFHICLERET
HECESHEELLDOT, BRI (B EHEL
720 BWERIZZED L dro 12,

E 6 1357 F Ot T, [REXLREOAKHEEDR
HETH, SR TEBBZE T IC K, K&K N
L, & vR&DOEEED 2. BHEFIZ B. catarr-
halis #8H L 7272 A #200mg 1 A 2 [R5 % B4 L
7o &5 IBE L VEREROSER A, £5TH
HoBME Ty E EoRERY, Bk, KL,
CRP D ZE#ED 12, B.catarrhalis HiH% L Tz,
BRHF I (FZ) CHELZ, BERERD Lo
120

FEB 7 IHER 2 LR—-BETH L, BEOREILR
FED AMEHEE H 5 L% Fosfomycin 2R L Tofz h3fE
MT, BEOEEY S B.catarrhalis 8 L1128,
AA200mg, 1H2EORMAMELL, #5%7HE
SDFRICTIEH ALY, BREKISEL T X7, HEE

ERICIEMEE ) v F b b0, KERGHTER
ROAERBELTBS THELEETH- 203, B.
catarrvhalis (3% 5% 7T BEICIREE L Twiz0 TEEKS
Rix Bz &Lk, BIfERRED Shkn o1z,

FEG) 8 (XKHKIED H D R EN R DN 253 F D&t
Thbdo BERTL DLW, BRI HTH D MHEAHHER
T2LO0KETH-o 1, BEEEOER, H.in
Sfluenzae 3R S 7z 728, FF200mg 1 H 2 E#&E
REHL 72, BEER, REREL bUELC, BRE
H7HBcRBEA R ko, WHRICIIBEE
H.influenzae 5 K38 U 72, K Fx TEZ) ¢ HEL
t2o BEMZEIERIZED Shkhofzhd, RE5ETH
DHRETGOT, GPTEOEE EANTED SN, L
ml, &ERT 5 BEICTIZEZICELS (GOT 24,
GPT 33),

EF) 9 1350F 0 B TRIS0ER], MOz, Gl
BYRAHITEN T3, 2RI, B, BELED
FERH LT B, ERIEERIC (S Penicillin G ORA
(T T, AFHRSHIE108E] L D 38" CORE, &
W, BEOR, MV LEMECREEEY, R
LW LT, HIREERTIE E. cloacae SR E N T, K
Flizxt L TAA200mg 1 H 2 @05 #HEL L, &
5hatats 1 Hofggh, 1 BRIGCREER LB L,
#rit, CRP, HMBkE, MEHLVEAMREL 7HRICEH
E{FAE R LT, BRME THH) LHEL L, &5
KTEORE T GOT, GPTHOEE LG % A khik
ERTMHEORE TRIEYE Tho 72 (GOT 15,
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after the administration of CFIX

GOT(IU) GPT(IU) Al-p(IU) BUN(mg/dl) S-Cr(mg/dl)
B A B A B A B A B A
33 30 17 13 61 58 12 NT 1.2 NT
22 18 16 9 103 69 8 16 1.0 0.9
15 43 11 37 77 76 10 11 1.1 1.2
22 33 14 22 97 98 43 40 2.4 2.2
18 24 13 20 104 90 19 NT 1.3 NT
NT 20 NT 13 NT 97 NT 10 NT 1.0
NT 25 NT 15 NT 84 NT 11 NT 1.6
16 42 14 59 48 53 19 16 1.3 1.2
21 36 25 37 55 63 11 13 1.0 1.3
20 22 16 17 80 76 17 17 1.2 1.2
GPT 7). 5T, CFIX 137 7 2BEMRELFLICEVBIEA R

EFI0EEREXROTOBUTH 2, BHEEH
ML BAERERXTTo> L I3, 6
lactamase BB O H . influenzae 38 H & f1, K #&200
mg 1 B2 E0&%S 2K L7z, RARTHB X VRL
CHEEESED LT & 1, RELIIRERIER D © KiE
FRMIR- D ¢T, L ELELFTROELERET
Rhotehl, BT BBRIEEEL Tulk, BRMER

[Bzh) cHELL, BIfERR 2 o7,

CFIX ® H.influenzae \=xt 3 5 HLE J1 8 E 75 5 % 5t
3K Lo MICAHRUMICOBREESERE L
TFig. 1izR L1z, CFIX 13734kt 728898.6% D 1 %
0.39ug/m U FTHBHEIEL, #XROFEOL 7 = LH
TH5 CCL LB L TAE T 2 ME N3 ED TH
WwWZ EMEENT, 712, F-lactamase RIS T
% ABPC @ MIC i31.56~50ug/ml L &L W3 Th
ot A, AFNE118EF 9 $R81.8%1%0.054g/ml LA T,
o 26k 4 0.2£0.39ug/ml & B-lactamase P & [F]
BEOMICHETH- 7,

VL. % 3

Cefixime (CFIX) B3 3HRICBT2ROMAL7 7
UARY) YHTHS, E.colid=2Y  EEHER
(PBPs) 3, la, IbiigusEatERL, 7723y
FEf~= ) F—¥ %, Rk f-lactamase (X
LTFSNLREREET 50, ZORMEICEX P
CCLicHB LW Z LD s TWw5 Y, L

7 MR, PREBRMEORAHELE L TEEL H.
influenzae, B.catarrhalis \Z¥fL T¥H, HEOFOH
=y ) VA, 7 70 AR VAR WERLITE
HERTIENHONTWE Y, Z ZTHER H.in-
fluenzae % A HE & T 5 FRBRERIE 4 B, B.catarr-
halis 2, E.cloacae 2 {5, S.pneumoniae 1%, E.
coli 112> % CFIX ORI % L, B2hE60% &
WIOERERB,

1983 FEFALKEHE—NEHT B 1T 2 TR BB O E R
W&, H.influenzae 1328.5% THE— %2 5 TH
0¥, H.influenzae DVFRBREPAEIC B 1 2 BEEM 1T
WEEXBHWVWIETH ROV, F4, P-lactamase ELE
HOSBENEML TWEYZ L, &1, g
lactamase (&£ T4 ABPCIC T TH 2 E 0 H 5 1
LI, HEROBRADTHLL 2o T3, SERE
L7 H.influenzae ® 4 B2 5 W7, EHMELERE
HETEDIR2FDOAT, ZOFHEIISO%TH-7:
7, Fig. 1w+ k<, CFIX® H.influenzae |25t
TAME N OO E A ABPC, CCL, BRL

25,000 tk& L, Bh-boTHo- 1. —F4, B.

catarrhalis |$1980FE L ) FERBRPAEDEAE &£ LT
EHaN, BINOERCH 20587, KEIERS L1722

BlicowTH ROEBKRIZIRSE S h iz, HIERMIC
BRETELIERMENIOSE»S bEE XN LY, EH
6 125 5 B. catarrhalis\Z ¥+ 2 MICIE 0. 025ug/ml,
FEF 7 Ti130.1ug/ml TH- 12,



242 CHEMOTHERAPY

DEC. 1985

Fig.1 Comparative activity of four A-lactam antibiotics against 62 s-lactamase
negative and 11 A3-lactamase positive isolates of H. influenzae
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E .cloacae #EEE L1 2BICOWT, 1HIC3E
HThorzn, b5 1BIICHL TRENTHD, RE5E
14882, S.aureus BB L 1z, %E D E. cloacae
D MIC i312.5ug/ml Th - 72, S. pneumoniae O 1 f
KOVWTHRLIEBASNT, E.coli D 1HiZ I3
ThH-orh, ZOEREMIC250.39ug/ml Th -
fzo HFHE o BHEO 1 DI REHMA 7 B & Eh
Sl EBbiFons,

SEOBEFNZ 1060 7 Blrsstkibih D BE TH -
oo MFRERICHT S OBER, BAENRE RS, #HE
BEECOPZLPTORBICHIBHICL-T, 4k
HHEL RS ERMBDH S CFIX OFAMIEE
D EBbntz, 1[100mg &5 L7 ER £ 200mg 5
LIHEBID B 570, HIEDBEZNEX25%, BEDEE
1383.3% &, HEDEMESEP o1, UL, FEY
YRV AOBFETIR, MESGHTERRDSNTLA
L2 DT, SEOESRGIO L 5 R CERRE R

b, HCEHIEE A OFEREFREE T it 1 [E1200mg, 1
H2EOREBLETHEDMH Lhkn, BRERKE
BT 2 EELEWER R L - 1205 3HICEEOREE
BERHLDI, INORVTRORERT L LHIE
HIELIA, &S EFlORSILE L Bbhr,

X L)

1) Shicy, Y. . Y.Marsumorto, M.Karzu, Y. Fuj-
SHITA & H.Kojo : Mechanism of action of the
new orally active cephalosporin FK027. J.
Antibiotics 37 @ 790~796, 1984

2) HIIEIAFK(CFREFSRORIERE RS >R
7 L FK027, 1984 (Ba#%)

3) Al & EHAAETF % < 2RO B — Streptococ-
cus pneumoniae, EEFK & H#EE 11 : 397~401, 1984

4) WFEE, FEEX, AR 8 HORME KFEF
% W sRHEOHEE - 20BRKR 5% -3, 1
7 NIy Y, HAERRK 42 1 164~170, 1984
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5) Al = X, B (T FFWREBHIE Haemophilus  in- % Branhamella catarrhalis D & % = i £V E B2
Sluenzae O U4 VVE % M O 83t — Ampicillin i 4 . Jap.J. Antibiotics 37 : 1289~1293, 1984
WORIK, BPEFHERE 57 © 495~503, 1983 7 BRBYE, ZtB—HBf: 751 AF«HhFF—1

6) ARk, HHELH, @5 (f: PREERECET Ao ALFEREDOFEE 1 © 14~20, 1985
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FUNDAMENTAL AND CLINICAL STUDIES ON CEFIXIME
IN THE TREATMENT OF RESPIRATORY TRACT INFECTIONS

YURIKO SHINDOH, SHIROH IDA,
Kiyo NisHIOKA and TAMOTSU TAKISHIMA
The First Department of Internal Medicine,
Tohoku University, School of Medicine

On a new oral cephem, cefixime (CFIX), antibacterial activities against 4-lactamase-positive and -negative
isolates of H. influenzae were investigated. Its clinical efficacy and safety were also evaluated in patients with
respiratory tract infections.

1. Against 73 strains of H. influenzae including 11 g-lactamase-positive strains, 72 strains were inhibited at (.39
wg/ml or less of CFIX, and its antimicrobial activity was superior to those of CCL, ABPC and BRL 25,000.

2. The subjects consisted of 5 male and 5 female patients aged from 43 to 89 years old. The breakdown of the
diseases was infectious exacerbation of bronchiectasis in 4 patients, chronic bronchitis in 3, acute bronchitis in 1,
infectious exacerbation of chronic pulmonary emphysema and pneumonia in one case. Classified by causative
organism, the organism was H. influenzae in 4 cases, E. cloacae in 2, B. catarrhalis in 2, S. pneumoniae and E. coli
in one each. As for the administration method, CFIX was given to 4 patients in a dose of 100mg and to 6 patients
in a dose of 200mg two times a day. The overall effect of CFIX on 10 patients with respiratory tract infections
was “excellent” in 1, “good” in 5, “fair” in 1 and “poor” in 3. The dosage regimen of 200mg/day showed “good”
in 1, “fair” in 1 and “poor” in 2. Whereas, the dosage regimen of 400mg/day showed “excellent” in 1, “good” in
4 and “poor” in 1.

Classified by causative organism, two of the 4 strains of H. influenzae were eradicated with a good clinical
response, another one decreased with no clinical response. The other one persisted from the view of
bacteriological effect, but the clinical effect was "fair* Two strains of B. catarrhalis were eradicated, and the
overall effect on 2 patients infected with the organism was “excellent” in one and “good” in one. One strain of E.
cloacae was eradicated, with an effectiveness of “good”, but in the other strain, microbial substitution to S, aureus
was observed. One strain of S. pneumoniae was eradicated and the case caused by the organism responded as
“good” to the drug. The other strain of E. coli persisted with “poor” clinical response.

No side effects ascribable to CFIX were encountered. Laboratory examinations disclosed that a slight rise of
GOT and GPT was noted, but the values turned to normal within a short period after dosing.



