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4, CPrOvic@M: it L1zo G BIDR % Mk,
MEH T T—20CIKMKERIFL, 25AREB5BRET
B L oA, WA, BRARORGIR
—20CICHAERMET Y, MO TEETHLILLH
B L7:(Fig 1)o

HEHURDBEIK DEBBTCPRY B O E (EHINL E
Wb AWM T-#iiEs % 861,80, #1IZCPRY1gth
F 6057 M M iEL 72, COEER RO M R (7
$1) 12 1762 £199 ,g/ml T, 685k 82139
1g/miTh -7

=17, KPIRIE(TE TG T I~ 28 iRIZ Y -2
D1,300~3,230 pg/m & %, Lik(iREICKD LT
(Fig. 2)

MR S LT, BE(261), PEhR(4B1), MAR(6
) DMLNIRIE L, CPR 1giX5# TaB5MEI4 T, £
NEFNEBHA46 pg/g, 159 pg/g, 114 yg/g Th o 1:
(Fig. 3)o

FHICEBLTIRBLZ-E THER, BE, XK804&A
MBAEIX, CPR 1gix54BsMIAI%IC, TR ENRFREN
B FRERG(781)T14.1 ug/g, MRE(861)T22.8 ug/g, K
(7)) T11.1 ug/gTh - 72(Fig. 4),

HREEICT-tube ¥ A L 759 DRERERZ DO LIFIC
CPR 1g 605 Ml il kxS L 285 % 17> THEEFRF
HERE LER, BrhRENOY— 7 Iid28M%kICE
NEN279 pg/ml, 55.3 ug/ml & B AREFELT
L7:(Fig. 5) LA L, BHE+_IERYRFHHEHTIE, &
EREOLEIBOON, BATREDY -7 OHBIA
Bh, AH1ghG & 2gix5 T2, TN EN44.6 pe/ml,
39.8 ug/mlk Zix e h 5 7:(Fig 6), 4 b, 2gix5TH
BRI 121.27 4g/mITH 572,

7, WK IZH L TCPRIg 1820, 148X
5 L7651 AP BATIX, CPR 1g 605 silAHE
DABFH £1218.7 pg/mlDE— 2 %R L, 6BM&KS
124 4g/mlTH > 7:(Fig. 7)o £ T, BRFHEN2H
KBV THBEAREHANOBIT#28MIZb- hREL
7-&5%, #F1BBIZIICPR 1g BEEAHENIBFM %2139
£225 ug/mDE— 27 %KL, H2BB b1BAKD
17.0 pg/ml & 3B 1% D 23.6 pg/mlDE— 2 2R LI
(Fig. 8),

% b, BRREEBR2E, BAETEELS)O3FIH
RIS L -0 BARER PR 13, CPR lg 605 s
TR G735~ 4B £123.90 ug/g& 9.31 ug/gThHo
7:(Table 1)o ZNDFKBOFRBMBFHRFETH,
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Fig. 1. Influence of preservation by freezing (—20°C) on urinary concentration of cefpirome (bioassay).
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Fig. 2. Plasma and urinary concentrations of cefpirome in patients under general anesthesia after 1 g IVD administration.
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Fig. 3. Tissue concentration of cefpirome in abdominal organs.
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Fig. 5. Biliary excretion of cefpirome (59 y.o., F, cholelithiasis).
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Fig. 6. Biliary excretion of cefpirome (60 y.o., F, pancreatic cancer).
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BRI B F T, RAILVEMIR 260, ISk MR 1 51,
RHPE 280, MHAFRAFIDEH15FIZ L, CPR 1g%1H2
], 3B ~9RAMELS LSS, 1sph, ¥, 4ish
1060, %% {(1Rh3), ML ARELFITH b, [1MhHE
786%Tdh -7,

{C A e &M 5,

BT, R ORIl & DI RO
22O WMT, Mig2A M, flomoxef (FMOX) & aspox
icillin (ASPC) % 4% 'Jj L 7oAttt 37, ALK I A4 5
11100TH 72D T, CPRIZANLAETAH, WAL,
Bk E 5,600 & IEH L L7z (Table 2),

JEFI213, FREAL A7 LT/ ERGILIZL HiL%E
MR D66 D BT, cefmenoxime(CMX) & piper-
acillin(PIPC) 2 H6CPRICEE L7- & 2 A, 2L, Hill
B $ 13,3004 59,500 E KT L, Escherichia coli % iH
KL,

fEBI3 12, ERGHE O AT £ PIBRIE T, FMOX & tob-
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ramycin(TOB) AN T - 7:56 D BT, Enterococ.
cus fuccalts (MIC 12,5 pg/ml), P. aeruginosa (3.13
qa/ml) & & bIZCandida bR L, AiKEHELT,

JFI7IE, IR () DR RD64ED KT,
2, L BRI HOn R 2oL, WA, SRR iRV, B
MOV G & 0, B BB A THEMNIZde
bris% iZs, HMIREAN0,110TH 57245 CPRICL Y,
6400 & IEHAEL, WRAROMIL, FHEZIILE
e CBR L7,

JEGIS L NNBEA AT 1S N - M RD64RDIM
T, CPROJLAZ &0 Hi ik WA OB M5 b
4L, VME 12,7007 66,200& EHLL, T-tube
Mo HEIE & N 72E. coli (MIC 0.05 1g/ml) & a -hemolytic
Streptococcus (0.39 yg/ml) iX & L 7= A%, P. aeruginosa
(3.13 g/ ml) LE. faecalisi$FRFF L 72,

FEFI9E, HFRE S A0FL -2 E R D542 DN
T, #ificefbuperazone(CBPZ) % 8H MM i L T 7o A¢
B OFHE LD, FBiHIZiL a -hemolytic Strepto
coccus (0.78 /xg/ml)ﬁ{&ﬂj Sht, CPRY#ZS LI ES
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Fig. 7. Concentration of cefpirome in ascitic fluid (46 y.o., M, 1 g x 2/day 14 days after).
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414 CHEMOTHERAPY FEB. 1991
Table 1. Concentration of cefpirome in plasma and the thyroid tissue
C A Time after
ase ge Sex Diagnosis administration Plasma Thyroid
no. (y) s
1 50 F thyroid carcinoma 4.0 7.83 3.90
2 48 hyperthyroidism 3.5 4.32 <1.31
3 68 thyroid carcinoma 3.5 29.40 9.31
Table 2. Clinical efficacy of cefpirome treatment
Case |Age|. |BW| . - ) CPR Bacterological | Chinical | Adverse
w0, | () Sex (kg) Diagnosis Complications Previous treatment route [ dose | days [tow Organism efiect efficacy | effects
diffuse perforation of FMOX 2 g/day 2days| DI
122 | M 605 peritonitis | duodenal ulcer ASPC 4 g/day 2 days |30 min Ix2| 4 | 8g|negatve #00d
diffuse perforation of CMX 3giday 1day | DI E. coli "
2|66 | M|6 pentonitis | appendicitis PIPC 6 g/day 1day |30 mun Ix2| 8 116g - negative eradiated good
E. faecalis
abdominal | rectal cancer FMOX 3 g/day 13 days| DI ) P. aervginosa _
3% | M|5® abscess post-o0p. TOB 60 mg/day 1 day |30 min I«215 1108 Candida good
~ negative
.. | chronic pancreatitis,
cholecystitis | DI ! Cre t
4139 |M|48 (PTGBD) DM ) ; 30 min 1x2| 4 | 8g|negative far BUN 1
obstructive jaundice
cholecystitis | pancreatic cancer DI . _
51 F | ]p1oBD) |jaundice 0mn | *2| 5 | Sg|memtve tar
6 | 44 | F | 59 |cholecystitis | GB-stone Dl 1x2| 5 (10g NT good -
60 mun - negabve
- DI
7 |64 | F |53 |cholecystitis | GB-stone 20 min 1x2| 6 |11 g|NT good -
E. faecalis
8 \ cholecystitis DI E :me
A - x2 : . —
64 5% r;:g::nbf)us GB-stone 30 mn 1 7 |13g ahe streptococa decreased good
- P. aeruginosa
E. faecalis
9 |54 | M [684|choecystvs Wer cirosis CBPZ 2 giday Bdays| IV [1x2| 8 |15g [PPSR gy | gy | -
cholecystitis DI
10 {61 [ F |60 (P?l'gth) pyothorax post-op. 20 min 1x2| 9 |17 g |negative good -
cholecystitis DI P. mirabuits
11 |83 | M |62 |cholangitis {BD-cancer 60 1x2| 6 |11 ¢ (K. prewumomae unknown far -
(PTGBD) ma ~NT
cholangitis | BD-cancer DI '
12157 M6 (PTCD) obstructive jaundice 60 min 1x2] 3 | 6g neganve wknown -
P I P e CBPZ 2g/day ddays [, OF [1x2] 7 |14 g fnegatve excelent
(Ttube) | e pancreatitis 30 min
P. aervgimosa
C. freundi
K. pneumomae
cholangitis  {gastric cancer DI E. faecalis
W67 F 13 (PTCD) obstructive jaundice 15 min Ixz2| 7 |l4g B. fragilis decreased good  monocyte 1
B. thetaiotaomscron
- P. aeruginosa
E. faecalis
15 |58 | F [36.5]choanets sa[:z;?ﬁér Dl 1iial o |1gg [P erpmosa repaced | good | NAG1
(PTCD) obstructive jaundice 60 rin ~ streptococai
FMOX: flomoxef ~ ASPC: aspoxicillin ~ CBPZ: cefubuperazone ~ CPR: cefpirome

CMX: cefmenoxime

PIPC: piperacillin

TOB: tobramycin

NT: not tested
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T, AEMEMA L 38BTHORMEL &72 L, CBPZIXG A
B Tdh o 7:A, CRPTI225.8—+13.0—3.4—~04 & EHN
b, B CRERE L SIERT RANHA L1,

EI144, YIBRAREOMESTHMIC & B EMRE L
i L CPTCDRATH D K T, CPROIXFIZ & D 38T
ORMAB72C LR Y, [EMAHEL, RBrtiiit A9y
L, BBt D Kliebsiella pneumoniae & Citrobacter freundii
AESIZHE L, Bacteroides fragilis(MIC 12.5 yg/ml) &
Bacteroides thetaiotaomicron b K L 7225, W ¥ H & MIC
7550 ug/mIT & BP. aeruginosa, E. faecalisiIFRAF L7120

ER1513, PAEMRE L) LSRMEMT, PTCDH
FHORERTH D, CPROIEGIZL D 38.2TH 0, Bk
L, Bm¥kEH 6104002458600 BT L7, fEiENS
B EN TP, aeruginosa i35 L, 3 B {2 Flavobac-
terium{Z, 7B I i3Streptococcus sp Al L 72,

3. MIEFHTHR

Bk - BHPICERB S NL7BIDS L, MEFEH
HEOHENTE-H5FTIY, iHKk2H, ®A26, ®
T 1B TH - 72 (Table 2).

10%cells/ml 42 343 HMIC % CAZ & cefmetazole(CMZ) D
Fh & ®,+ A E(Table 3), « -hemolytic Streptococcus
IZIZCAZECMZ & D) b B { (E. faecalisiECAZECMZ &L 1)
LIV DS, E faecium TIXENX 2D 5 72 E. c0lil30.05
pg/ml & B THEA » 7245, P. aeruginosatd3.13 pg/ml
HbTh28kT, & D58KIZ6.25~50 4g/mIThH - 726
LA L, fEBIL4IZBITHP. aeruginosa L E. faecalisidCPR
FEPIIMICHF NEFNE50—+25—12.5 pg/mlEET LT
WHIEHHBEL, LIV LRBRGPLETH 0L
BEbhs,

4. BEREBERREMERE

B-EERE LT, EBLZBEERR Yo7

JEBI4 TBUNAS23A5106mg/dliZ, M7 L 7F=
Y EA0.7H 6 1. 7mg/dNZ & o 72A5, T DFEBHIIIEER
®OHY, LEOLERBEAH LA/, MBEIEKS
L, 03> bO-VICEHELIOORILEERZ LR,
CPR: DBIEIIABHTH 5,

37, JEFI14THIEKS B THEIKAS5% A H15~19%
I o722 BRI EOMFRIELVEEZ LN, EFIIS
TRAENAGAH21.87%\» L59.5U/1& L 7o7f, x5 4
M IZPTCDD EKIKED + 5 TADh Y, NELER
AI-BDOBEBETHELIDEEZOND,

3BV THKIRMAEE LTTs, Ts, TSHEZHMIE L

7:%%, CPR¥X¥5 % & T3421.29, 1.0, 1.0ng/dl, T4i18.0,

8.7, 9.0 ug/dl, TSHiIX14, 1.9,U/mITHY, HEL
BRI T i e o/t Vi d, bBAA, O}
OV oBEOERSLI/MIEY LR LIEZ 225

S EHBBAE 12 311 B CPROMIKLIN IR IL & BRIA )W 415

/AN
o = x*

CPR X, 717 12 aminothiazolyl M, 317 ¢ cyclopente-
nopyridine &% {1 4 HH LW+ 7 o« AR EWK
Thb, Wh@LHD DL T « AR E K
L, S. aureus & P. aeruginosalZ i LT HHMIEHEE (1 L
TWAHD LN ETH ™,

Aelul, HEBATRE LoD, S, aureus DFUE DKL
BT B S do & MG IRBAETd - 727280, L&
5, S awreusDBGTIZTE L o7 LAL, 10"
cells/mlic B AMICE LT HE, 77 LWERTa-
hemolytic StreptococcusX°E. faecalis T HCAZECMZDEFN
LA,

B MM T, E. coli BBl 3R TRIFTd o 7055,
P. aeruginosa 2 I3CAZ L ) 2R % o T2 7o, AR T
& BB. fragilisTid, CAZELIZIFREIFEDNE NI TH -7,

L7:255 T, SHEHUSETIRCPROKABYE IR D
LIl D,

5 5 MIZMC-CPR % 20mg/kg AR M5 5-BF O 1S ik
BEOWNEHRERLEYT - T IA 7571 —TiE, B
RWT, M, B, EMTHENS O, THRIZBEB L
U TRETREDTRIGEN A bR L OBENH B0, 5,
b MMERPIRS & LT, U, BRI, BRBR LML
%Ml L7:A5, CPR IgiZ TEFNEFNLE44.6 g/,
15.9 pg/g, 11.4 pg/gb T30 BATER LIS, $ 78I
GDEBDOERE LT, ETHBICLELFERRE LA
B, FAICKLTIRMLAE TR, KK, BIU
MR L WGl 5 L SNTWAET Y KBOMBPIRE ©
E L7 4®, CPR 1gi2 T, BT TL4.1 ug/g, FEBE
T22.8 ug/g, KMTLLL ug/gl ThbH b RELBITE
i~ L7,

—7, CPRO#EMIZOWTIE, F& L TRIKAEBIZ
Lo TRPAHEM SN BHAS, Bh~IEA X TIE8%, 7
s FTIT%Th Y, 74 FTEMETHEA0.73%DHBIT
ThorbwnH, 4@, BEBETTRIETRREDY -
Zi31gT27.9 pg/ml, 2gT55.3 ug/ml&, FREKFEE
T:L7:o CPROST#I361267TH Y, CAZLRRERE &
e A% (WAN

$7:, CPROBHHEGENE P TIE7% & W THEW
EHh R THATBIARHEFSND, WEEBERGIOR
Kb BATIX, 1g8%5T18.7 pg/mlil% D, BEBFEMEKO
PR AR LR ANOBIT S, #iEF1HBI2313.9 4g/ml
£225 ug/mDE— 7 &R L, DL OBITHMEFTS
bo

#h75, CPROMIMERRE LT, BWICBIT564 A%
HEMRET, 7 FTIRKRORGE(L S FIRIRER L
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ML O BRI {1 il A A B S LTV B

PURE, %A T4 minocyelinefi¢ -0 1Z1x 5 » P T
e M THNHRIRO I e fbhsiiid & 20 b, T8 (Bt SR Y
MAEEDTELORFAZINTE Y 0, JIKEOR
- 420D R NS U T o S SR (R DNY R (R e
O A FHEOKM, Mit3 L A0 - L ORINAGES
LA, bk, BRI THwa LS, 71

CHEMOTHERAPY

Table 3. MICs of antibiotics against clinical isolates

FEB 1991

DS = WY A E N TH D LR S L
Ald], b HIBITH AN, FAKBRABIZCPR 1gdt s
L7 e b RIR N IS 123 90 /gL 9.31 4g/gTh
5l bbAA, L BITHRLEALLEND LN, 4
HbIBHTNITHD ),
FDHIRIR DKL AL 45
=¥ (R/ %/ AW

1%, CPROHKITHEM:

MIC (ug/ml) 10 cells/ml
Organism

CPR CAZ CMZ
0.39 0.20 0.10
Ivti . 0.39 6.25 1.56

a-hemolytic streptococci 0.78 12.5 50

6.25 100 12.5

12.5 >400 400

12.5 >400 400

E. faecalis 12.5 >400 >400

25 >400 200

50 >400 >400

50 400 50

E. faecium >400 >400 >400

>400 >400 >400
E. coli 0.05 0.10 0.78
- ot 0.05 0.78 3.13
P. mirabilis 0.10 0.05 1.56

E. cloacae 25 50 >400

S. marcescens 1.56 1.56 200

3.13 0.78 >400

3.13 1.56 > 400

6.25 1.56 >400

P. aeruginosa 12.5 1.56 >400

12.5 3.13 >400

25 50 >400

50 25 >400

P. putida 25 3.13 >400

P. paucimobilis 200 >400 >400

X. maltophilia 100 100 400
Peptostreptococcus micros 0.05 0.39 0.39
Peptostreptococcus magnus 0.10 3.13 1.56
B. fragilis 12.5 12.5 6.25
B. distasonts 0.05 0.39 0.78

B. thetaiotaomicyon 200 200 25

Bacteroides sp. >400 200 25

CPR: cefpirome CAZ: ceftazidime

CMZ: cefmetazole
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CONCENTRATION OF CEFPIROME IN TISSUES AND CLINICAL EFFICACY IN
SURGICAL INFECTIONS
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Clinical studies on cefpirome (CPR), a new cephem antibiotic, were investigated in 39 cases of surgical infections.

1. Blood levels were determined by HPLC and bioassay method after intravenous administration of CPR 1 g. The mean
levels were 71.7 +19.9 ,.g/ml immediately after drip infusion, and 9.0 +4.6 g/ml after 6 h. Maximum levels in urine were
1300-3230 pg/ml at 1-2 h.

2. Maximum levels in several human tissues, such as the gallbladder, pancreas. spleen, thyroid, subcutaneous fat.
peritoneum and omentum, were 44.6, 15.9, 11.4,9.31, 14.1, 22.8 and 11.1 pg/g at about 4 h after intravenous administra-
tion of CPR 1 g, respectively.

3. As to transfer of CPR into bile in patients with an indwelling T-tube, the maximum level was dose-dependedly 27.9
pg/ml and 55.3 pg/ml 2 h after administration of CPR 1 gor 2 g.

4. In two patients with gastric cancer received intravenously CPR 1 g, peak levels of CPR in ascitic fluid were 13.9 and
22.5 pg/ml at 3 h after drip infusion on the first postoperative day.

5. The clinical result in 15 patients, (2 with diffuse peritonitis, 1 with abdominal abscess, 8 with cholecystitis, and 4 with
cholangitis), was excellent in 1, good in 10, fair in 3 and unknown in 1, with a clinical efficacy rate being 78.6%.

As abnormal laboratory findings, elevated BUN and creatinine in only one case were noted.



