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pg/ml H» 5 0.025pg/ml OWEICH D, €O,
013 pg/ml TH 72, MIC F#D L — 7 HT3XIOH
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i) fiZkiEE (Fig. 3)
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Fig. 3 MIC against K. pneumoniac 22 strains
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Fig. 6 MIC against Enterobacter 10 strains
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Fig. 7 Serum levels and urinary excretion of
cefotaxime
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Fig. 9 Serum levels and urinary excretion of
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Fig. 10 Sputum levels of cefotaxime
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Fig. 12 Serum and sputum levels of cefotaxime
Case 13 S.K.38y F 60 kg Bronchiectasis
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a. fhss
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2 3%k, No.2 BRABTSHREANKD 28
DXY, No. 3 IIBMEEREL L RHTOFOEED
STHROBUTH B, £LHEI2 No. 1 AFH%HKE, No2
MIRREE A v 70 v FEORARE, Noldbhb
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KEOBEKBREIZ 3 Fch 2 FED, 1ANEDIPD
BHOHETS -7z, Hh S @I EHEE NI No.2
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FDICERRIC K BB LT L f2o REICHLTRE
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(ABPC) KZEET3C ik amhsdhl, A
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29y (&2 (% 5 % DM, MWL MICTHAREAEED, & 5ICRKK
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2 B3el8Y |83 (83 |53 53 |85 | AME 0SexV/ATRAMMECLDRSEL, St
Sa= 2= e e | METHEZL, BEPLANE ] ETHK, W8, &
2 g9 12 18 % % |3 Kok 6 BMTEER, WHAREGH LBUTHLL LY
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(B8 S |5 |5 |8 |8 | B | gsposnbampEcn, | BESESLUER
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g0 |3 |EE| < | & | & | 16 BEXVERRCLIRAEICEIHERS B
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o | S F CHE I M) : Case 13 S.K. 8%, %, KETHEE
2 | o o |lalal <« 13 EEEL D 10~20 @/ B OBEHH Y, I6REALY
< | B | &8 )8 138K RIBALIC & D RO MBS 2 & 5 KL o1 &
T e e el . Bic, 53412 AEIALL DB, WEEKAHEL bl
@ 22 Ui, 221 ARKRIN 20ml, HRIEER
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Fig. 13 Case 1 K.F.73y F 29kg Pneumonia
10/ 1 15/1 20/ 1 25/ 1 30/ 1
(9050209 RSN 77
381
Body temp. 37 S . A~
\“C) SGM vV
Sputum volume =
(m!/day) ISM
Sputum culture 10"/mi (=)~ (=)(=) (=) (=) (=)
S. pneumoniae MIC 0.013ug/ml
WBC( /mm?) 17,000 1,500 5, 100 1,700 1,100
CRP 6+ 3+ + | (=)
muco-P 197 146 139 111 120
ESR(/hr.) 90 55 37 21
Chest N-ray patchy '
shadow ) /
9/1 16/1 29/1
Fig. 14 Case 13 S.K. 38y F 60 kg Bronchiectasis
15]/“ 20/X1 ZS{XH
TX 2X2 DL ]
Sputum
volume f — . | ‘
I SR L] | ] T
"v"—"—_\' ~H. influenzae MIC: 0.013ug/ml
Sputum 107
culture 10°
/ml 1mr (=) (=) (=) (=) (=)
WBC 4,200 4,300 4,300
CRP (=) (=)
ESR 17/47 3/9
Blood gas
pH 7.422 7.432
Po, 81.8 94.1
s ¢
AaDO. o :

BEEBIBDOL 1o, BETREXETHE2I Y71y
FERAREE® 1 B THAL, BEERD 2 0MTHE
Heh o EICREL 1272 DIC, ARIOBERHEEES
EHIEL T2
Z DD PR 25 AR YLE

Case 15 OEAEMBIHBHEOMTEER, Case 16
ORfRIC &Pt 2 i8S, Case 17 @ Sjbgren fEREE
WKAEB L7 FoBREIC X AIREE D& 3 ic it L
T, XHl& 1g x2/A, SEHETHRELI, XFDHE
FHRIEH 2 7, FERE 1HT, HERLEDNMBRE
OEPIT B4 v 7 v v FEIERT 35, iEd
RPMBES B TRV, HERIEE -7

i) PREBRRGLIE
=835 8
3P0 aMBERADELEONRIAERE 2 6, RIR

e

a

E1HT, X¥OBESRSLUHREEMIZEBEICKHL
Tik2g x1/H, 14 B, KBEE LTI 0.5g x2/
B,5~6EMT, BERIDBRIOThOIEYORKREET,
b SHBFEBK
BHBERLICAHLABHE L 2 8EBEBRICK
Al% 0.5g x2/H, 6 AR, EWEBRZLBVELE
RHOSUBERBTRICIARE 1g x2/H, 5BMESAH
BECXORE L, BERVBER2HAEBCEDHTH »
720
i) ¥ 70y Rl R & R R
AEBMIC X 3 FRBREEISHLIETLLY, B
EIEXLK AP, FEHRREEIILERE | Bl 6 4T,
AEICH 2 EFD MIC 139~T 0.013pg/ml T3
271, AFIO 1 BRSEREES JUBREETLITIZ
TTlg x2/8 (24~46 mg/kg/H), FMEARLHH



BEh 2 [ENIRIEICIS 2g x2/H (67 mg/kg/H) %
7~12 B E L. ZEOBKHR I EH 1A, &
25 HT, 100% OFEHRERL 1o

iv) FFRBBYIEICH % Cefotaxime DEEEIR

FiZ 3, 2K ET% 3 B, Bl BLL6 5, A%
KHLRIE 2 ), S 1§, Sjogren FEREHCABHE B BT
R 15, WEiCapte 5 ihimg | Moz 17 floOmEKE
HRORRIIER 16, 5% 15 £, HWEREIAT,
HERERAEBRVIEFOERL LOFLRIZ 100% T
Hoto LELEHEHBINIERA DO 2 Flid 1§
MRBREE 1 v 7 vz v FRDOBEBLED S BERE~,
1 QIS RRE D O RIBE~NERR L ERATEH - 720

v) EER

AFERRIROERERME Table 2 1TRL . Bl
ERELTERLT D ORABY LMY, GOT, GPT, Al-
P ozg ERMAHK%E 2g x2/H (121 mg/kg/H) T 18
H#E L1 Case 14 OEIRTEIIRED 1 EH
RHEONIDHTHD, CORBEILERTH 180
TIEFIKHEL =,

m % 3

7T-ACADFEHIKD—>Th 5 Cefotaxime in vitro

BT 2MENOKKITS 5 LBBETH S 7 FUKRE
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Table 2 Labortory findings of cefotaxime

Case| WEC !RBC(xlo‘)[ Hb | GOT GPT Al-P BUN Cr.

N "3 [a|B|a B|a|[B[a|B[a]|B A|B|[Aa]|B][]
1 17,000} 4, 1ooi 47| 392|18.9|12.4| 15| 19| 5| 8257* |201* |23 |18 | Lo| 07
2 |13,00013,600 432 | 420 |12.3 |11.7| 26| 18| 28| 18| 7.2| 45 /15 |11 | 09| 05
3 8,300: 5100 505| 511|14.9|14.8| 28| 32| 32| 39| 9.6 (107|154 13.2| 10| 10
4 14,900‘11,ooo| 448 | 454 |13.8|13.8| 13| 24| 12| 15{1L0| 7.2]10 |10 | L2| 10
5 |13,400 6,400 429 | 361 | 13.6|11.2| 16 14| 9| 10213* 274« | 7 |10 | 0.6| 08
6 |5300 5000 370| 361 |12.2|11.7| 26| 23| 27| 22| 7.8| 9.6 30.918.5| 2.3| 08
7 8,5001 8,600 346 | 314 |11.2| 9.3| 22| 19| 20| 12|135| 9 17515 | 11| 14
8 | 4,700 4,300 397 | 377|117 13.7| 15| 18| 14| 19| 6.8| 6.1/350|37.8 19| 20
9 |6,700 8,100 486 | 491 |17.0/158| 30| 22| 31| 20| 6 9 |14 |13 | L2| 12
10 10,500 5,800 507 | 465 | 14,2 |12.8| 24| 23| 18| 20| 7.3| 55|10 (11 | 0.7| 07
11 |3,000 2300 338 | 319|11.0(10.2| 11| 19| 8| 13| 47| 46|27.5 /23.1| L2| 1.2
12 | 4,500 3,600 333 | 340 (10.0|10.1| 21| 32| 12| 20 267% 305* |14 |12 | 0.7 0.7
13 | 4,200 4,300 369 | 363 |10.3|10.1| 15| 20| 4| 19135* |140* |12 |12 | 0.4 0.6
14 | 3,000 4,100 343 | 333|10.0| 9.5| 31| 142| 19| 69| 7.4(369* |14 |14 | 0.6] 06
15 | 4,900 7,300, 364 | 369 |12.0|14.3| 18| 15| 7| 10| 3.8| 3.9/20 |16 | 09| 09
16 16,000“15,800‘ 313 | 314| 9.3| 88| 21| 13| 20| 12| 9.7212.6¥ 6 | 6 | 0.5 05
17 3'50()\ 3,200 370 | 376 |11.3|10.9| 13| 23| 7| 12|97+ (89 |23 118 | 0.7) 08
18 |5,600 4,000 393 | 375|12.2|11.8| 20| 19| 13| 13[175% 170* |13 |11 | 0.8] 07
19 |12,600 7,200, 315| 281 | 9.6 | 8.4| 26| 14| 9| 6|216* [168* |31 |36 | 2.9| 27
20 |10,000 6,500 402 | 410 |11.6|12.2| 34| 22| 20| 20| 7 | 45|155|13 | 1L.2| 10
B : Before A : After * Normal range : 50~245

it L Ti2 Cephalothin(CET), Cefamandole(CMD).
D% 5 Cefoxitin(CFX) X h+ ¢hTW3C s, AR
¥ XU BEROS-HMEMFFRMICH L TRCET, CMD,
CFX kbhbBWRHEHERETITE, 77 LBER
& AR BEICH L TR ¢ h/: f-lactamase EEl
DI-BIRVHAMHEETECLE THEY, £L Tin
vitro K13 3 T 5 QHMDE in vivo iICOPICRBRE
NEALERNT I HICEBNTRICMAT, Eﬁiﬁ_ﬁ
FtECB 43 IR % 1T - /oo BiABREITH Y 2 AHD
MIC 3 ¥ — /{4 3 £0.013 sg/ml ¢, CEZ, CTM
XDb8ELTCNTED, CORMEEENT TR
£L T3 XABSHRB/S LT 2 & Penicillin 6
(PCG),ABPC, Piperacillin(PIPC) & b &3 ¢ hAmgr
icillin (CAMPC), Apalcillin (APPC) iz i $540
Th-To

4 v 70z HHicktd 3 Cefotoxime @ Hilf A1
MIC @ ¥ — 7 {42 0.013 pug/ml & xbpTTLhkb
DTH3, EEDA v 71T v FEOHENEBIMS
#iz T-1551>PIPC>ABPC = APPC>CMD+AMPC
TH - 14O, Chd ORMEARORBAERET
B&, AMOHBAIZ CTX+T-1551 &&bHTT<
Nr-bOTH 3,
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M E KBECHT 258 & & CTX, CTM,
CEZ Tkt 3 &, M#ERTI? CTX>CTM>CEZ
xBETi? CTX+CTM>CEZ Lish, X#RCho
OEICH L THRVEEAERL T,

RBEICET 2 RIEDH TIZAKD 0.39 pg/ml H»
5 400 pg/ml IWHELL AT 3 2 & hsxttEk#O CTM
L CEZoRHELEES B >TVEXRTHD, Cefsu-
lodin, T-1551 DI D7 y o2 # Y v REKATRAES
hithr -l & ThH3. KFBFRBEBIEDO EBRAR
BO—>TH2RME~STEAEHLAL Tt el
FRBBIEO KR LAERSTREREZ DT LRI
N3, SOREFIRT I/ 7Y 344 FRAEHKED
BRMEY bHBLBIDT, 4RCOETOWELED
BT RETHAH S,

BEAIK ST IMEWRBLEHDE, B5REMDRE
OMficis dose response 34 5, M — 7 {EEifd
ppuatA#E CTM, CEZ Lt 3402, Mty
—7ffiz CEZ>CTX>CTM, MR #id CEZ2
CTX>CTM &b, MpRE DR CEZ ([CPEfd
AbDTHATELEERLTN S,

AROWE K hBTRAE M & EE DO BEOBFHED
E»5s2L0.7~1L3BOWHEKCH D, TOBTRIIM
D7 ruRRY Y REEMEOBTR 1~ 3 % Lt
HUT, PPEVETH -,

UFUR 25 R BE O R 23 W1 R B BUSE R AR I3 TR o D 3B
AREORFEMLD b 450l LOFEAERLTEY, L
DT EMBEHEHBENEETH > THBKRNICERIEN
Z—DOORWUTH 3, 35iC, XFOBTRIIMOET
7uAR) YREEYE LD bPOPEMETH - 008, K
FORENN 2 DD TR\ -DIELED MIC 258
THRENBTLEC EITED, £DIHICERDREY
REINLTHB3HDTHBLEEZONS,

uk, ERICEY BEEDREDE S D & IR
HEN B, KEORE, JEIWYOKEARREHEE
MELICIVBEEINTHE DTH S,

AKIDBERIBOHENTRETH » 7 16 FOFRE
BRED 14 AEs, £OBEHRIR 87.5% L3N
TR, BOO2PREXREELZEELTED, R
BELTRAKICHRETS 2RBELBRECE 1 AT
Hotee CHITEAFD in vitro KB BHEHEDOTH
ROBEOETIRBEINIODTHEHLEEX B,

AENT NI HEAETTA v IV Y FHICKD
SsrUrBtofBEX4T BEERE L THIER
LB IUBMERENS OBV SEAEIRELTEK
How 5ROkt 1g/HORERTLALBERD
ORMERLIDT, choDEFICHLTRZO®RE

BTHATHEILHEEE, LrL, 4BCOUTOHRE.
RTOMEKHROMMET, REOKEICL TR
REBRSRERET RETH 2,

AXOEER ISR E L 20 fER 21 EMeh 1 DA
it GOT, GPT,Al-P @R O—ift: R 2R Iic T
FY, BRETOSORBHPONLE»n -1,

Pl XKOHEHRRERD 27 r o xR v Rii4k
PRCELTTSNTED, &ICHRREICH LTI
AMPC, APPC g, 41 v 7z vH¥BlicLTid T-
1551 KIEMFTA3bDTH 12, TOT NI HilA D
DAy 7v Y EEFRBBRELIUHEL
BREICH L THEERNCEODTHATHIERRTS
TEMT2LI: LOLAROBREL LT, AFICER
ZHTH IR ME, BRE~OBEIZREOIICBHILET S
hEBEROWM, MHEOMAREDSZVRBERTF
DOHE, WRLEORMPOBRILBTNITIESII,

X [y
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LABORATORY AND CLINICAL STUDIES ON CEFOTAXIME

KE1zo MATSUMOTO, HIROSHI SUZUKI, MASATOSHI IDE,
TsuyvosHI NAGATAKE, KIMITOSHI TAMAKI, MIKIO TAGUCH]I,
KiwAO WATANABE and KENJI TSUCHIHASHI

Department of Internal Medicine, Institute for Tropical Medicine, Nagasaki University

Hisao KIMURA

Department of Internal Medicine, Fukushima Rosai Hospital

Laboratory and clinical studies on cefotaxime (HR 756, CTX), a new semisynthetic cephalosporin
derivative stable against 8-lactamases, were performed with special reference to its effect on respiratory
infections.

Antibacterial activities against respiratory pathogens were measured as the MIC values. MIC values
ranged from 0.006 to 0.025 pg/ml against S. pneumoniae, from 0.006 to 0.025 g/ml against H. influ-
enzae, from 0.013 to 0.05 ug/ml against K. pneumoniae, from 0.025 to 0.10pg/ml against E. cdli,
from 0.39 to 400 ug/ml against P. aeruginosa (less than 12.5 pg/ml against 87% of them). and from
0. 10 to 6.25 pg/ml against Enterobacter species. Therefore, CTX is active against the majority of
respiratory pathogens and superior to other broad-spectrum cephalosporins. The concentrations of CTX
in serum, urine and sputum were measured in three patients with respiratory infections after i. v. drip
administration over a one hour period. The serum half-lives ranged from 54 to 79 minutes, and from
55 to 76% of the drug was excreted into the urine by 7 hours. The ratio of peak sputum level to peak
serum level ranged from 0.7 to 1.3%, and sputum levels were much higher than MIC’s against the
pathogenic organisms.

17 patients with respiratory infections (acute pneumonia, 3; acute bronchitis, 3; chronic bronchitis,
3; bronchiectasis, 2; others, 3) and 3 patients with urinary tract infections (acute cystitis, 1; acute
pyelonephritis, 2) were treated with i. v. drip administration of CTX, mainly 0.5 to 1.0g b.i.d. for
7 days. Clinical effectiveness was excellent in one patient, good in 19, poor in 0, and undetermined in
one patient with respiratory infection and lung cancer. All of the 21 pathogens isolated from these
patients were eradicated. But superinfection by P. aeruginosa and S. faecalis was observed in 2 patients
with respiratory infections. Mild transient elevation of serum transaminase was observed in one patient.
No other side effects were observed. From the above results, it is concluded that CTX is superior to
other broad-spectrum cephalosporins and may have particular pertinence in the treatment of respiratory

infections.



