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Z ey s 7HICE Y ERRRE S RHENEL
T ARMAEMEACH D, AHIZEH B -lactamasel 22t
LTRETHY, 77 ott, BHFEOTLERANMR
BANRYZ bVEA L, #5iZStaphylococcus aureus, Staphy-
lococcus epidermidis, Pseudomonas aeruginosa {24 L T3
HEOEIMA LT L LRI L TEROTERTV S,
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omhigE L RpEREL#EL, X, 16HOIFH
BEBE AR A ERT AR BOTEORSETH
&Y 5,

1. BREEERECHST2MPRE, RPEIRE
(Table 1~3, Fig. 1,2)

1. HiE

BEILEET THLOERERESE, T4bLY
L7F=>2Y7 5> A(LLTFCer)70.1ml/min, 46.0ml
/min, 6.6ml/min, 52ml/min® B H, &1, Cer<
5.0ml/min @ M #0:% 5738 A 5 (FEEAT B ) 260120 T,

CPR1.0g% 305}F CAMMIE L 2BOmMPRE T RE L,

I HE A AT A B % B 4B TIRPIBENEL ITR -
AR

R E SEHARER, 3097, 1, 2, 6, 12, 24BFMfk
1247 %\, fRIRIXCer70.1, 46.0ml/min®2F)TO~2, 2
~6, 6~12B¥M, Ccr6.6, 52ml/min?®2H)Ti20~6,
6~12, 12~24BMIfT%2 572,

LK) iR B DI 5E 13 Bacillus subtilis ATCC 6633k % &
EWE T BDiskiETIT 2V, FIEGI O M il RE Hl % fili %
4 & {Ztwo compartment model {2 L 72 AW R B I £ M9 %E
BEHRH L,

2. #%

(iR E DpeakBIT B RHA THEKIZH D, Fiik
BENREICL 22X TR {61.4~93.1 yg/mITH
ole BHEERTASEIC2LIZONMPREDKTIX
REIEIFICH D, 24BFME O M PR XCer70.1,
46.0ml/min DFEF) TR EPBRRLLTF, Cer6.6ml/min®
#EBIT17.5 yg/ml, Cer5.2ml/min®FEHIT19.2 yg/ml,
BATEAGI2H T ZENEFN296, 399 pg/mlE, T
REETAEBRLESMHLT L. il E sl
Cer70.1ml/minDFEH T2 1085/, 46.0ml/min DE F) A
36185/, HHAEHER E0NDCer6.6ml/min& 5.2ml/min
DIEFITIZFNFN12.12, 17.598FH (F3514.8585/)
T, MAEFEABI2H Tz & 427.56, 22328 (¢
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Table 1. Plasma levels of cefpirome after 1.0 g i.v.d. administration to patients with various degrees of renal function

Case “25)6 BW Cer Plasma level (ug/ml) Note
no. | gex | k& | (mlmin) | perore | 30 min | 1h | 2h | 6h | 12h | 24h
60 post-
1 ol s 70.1 ND | 614 | 346 | 211 | 548 | 1.08 | ND | Lol e
2 ifl) 64 | 46.0 ND 573 | 266 | 833 | 262 | ND | CGN
65 CGN
3 | 53 6.6 ND | 782 | 65.0 505 | 34 | 175 | |00 on
4 Slv? 63 5.2 ND | 627 | 538|496 | 385 | 223 | 192 | CGN
73 CRF
5 M 53 =5 ND 65.9 46.8 39.3 | 33.8 33.5 29.6 (nephrosclerosis)
Off HD
70 CRF
6 F 43 =5 ND 93.1 74.0 65.7 58.8 48.4 39.9 (nephrosclerosis)
Off HD

ND: not ditected CRF: chronic renal failure ~CGN: chronic glomerulonephritis HD: hemodialysis

Table 2. Pharmacokinetic parameters of cefpirome after 1.0 g i.v.d. administration

Case no. (nﬂ(/:r:in) (,‘(;r/n::u) T(lllxz)a T(llﬁﬁ (m?-ll’\fnﬂ)
1 70.1 61.4 0.220 2.10 129.6
2 46.0 96.0 0.492 3.61 201.6
3 6.6 78.1 0.035 12.12 1203.7
4 5.2 60.5 1.947 17.59 1105.5
5 =5 65.9 0.222 27.56 1700.5
6 =5 93.1 0.218 22.32 2292.2
Table 3. Urnary excretion of cefpirome after 1.0 g i.v.d. administration
0~2 (h) 2~6 () 6~12 (h) 0~12 ()
Case Cer urinary | urinary | recovery | urinary | urinary | recovery | urinary | urinary | recovery | recovery
no. | (ml/min) | Jevel | volume rate level | volume rate level | volume rate rate
(ug/ml) | (ml) (%) (ug/mD) | (ml) (%) (ug/ml) | (ml) (%) (%)
1 70.1 828 250 20.7 295 620 18.3 120 680 8.2 47.2
2 46.0 1120 300 33.6 534 320 171 439 400 17.6 68.3
0~6 (h) 6~12 (h) 12~24 (h) 0~24 (h
Case Cer urinary | urinary | recovery | urinary | urinary | recovery | urinary | urinary | recovery | recovery
no. | (mi/min) | Jevel | volume rate level | volume rate level | volume rate rate
(ng/ml) (ml) (%) (ng/ml) (ml) (%) (ug/ml) (ml) (%) (%)
6.6 182 290 5.3 207 300 6.2 144 480 6.9 18.4
4 5.2 204 250 5.1 188 250 4.7 96.1 550 5.3 15.1
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(1 gi.v.d./30 min)
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Fig. 1. Plasma levels of cefpirome after 1.0 g i.v.d. administration to patients with various renal functions.
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Fig. 2. Urinary recovery rate of cefpirome after 1.0 g i.v.d. administration to patients.
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T1700.5, 2292.2 pg-h/ml(""}J1996.3 ug-h/ml) & Cer
<5.0ml/minD2F| TRD TR ELflixRL 7,

A R FE B L ) (Cer70.1ml/min & 46.0ml/min) D &
WAHES2EEM  TORTPIRE I E N FN828, 1120
pg/ml, % AL % ) (Cer6.6ml/min & 5.2ml/min) T i3
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RN EIGEEEER T47.2, 68.3%, HEMREF T
115, 98%ThhH, HHIEMR IAFEIILDIZLIA
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1. #REHE

1) &%

IRf624E12A & W BRFI634E6 8 T TOMIZREIR
BRICBWTABRER YT o 72 16BI(H 1061, K6
B, 38 ~845k T T 165 .85%) DITURBZFEBAE |2
L7

KBONRIIAM %66, MLIRELR, BHEREIR
DU EIF), MM KR35, BIBMHMNEKIE
CRERGEL & L7 D3BITH b,

REAFITHTHHL, WIhbEHRARETH 7,
fifi 5B 281 4> & S. aureus & Streptococcus pneumoniae 557
Eh, BUHREXLGINB L DS, aurens, B 5 REHI3 5]
& 0 & % Branhamella catarrhalis, Citrobacter freundii,
Haemophilus influenzae, BEIBYERN & A%ZIE 6116 A & Kieb-
siella preumoniae SR S 172,

2) R, EHE

SR SEBEICLDFERAL, 05g1H2MELZHD
H3BUT, 1360ix1.0g 1R2ETaH H, HRIIAEF 10
DSBAMRET, EFII6D29BMKRE T, #FEMHEIIE
Bl1207.0gh B, JEBIN3NDA2.0g7 KL Th -7,

3) FhERHERE, SEHORE

R KD R OHE SERRIEK, RERS, MHL > Y
VIIROMEE, BRADHRLEL b LITABHITT
%y, E%h(excellent), H%h(good), % %A %h(fair),
% (poor), HEAKE(undetermined) D AEXPEREM & L
7oo BMERICDWTIHERMMP DR, B, ELl,
B, TH, T, HTVv, TWhALEDREBUICEE
L, REEAATRICE T 5 EREE(MFREZE - BUN,
JLT7F=y:Cr), H@(LEN7 > A7 3 +-F:
GOT, GPT, 7V AhV 7+ A7 7%—+:Al-P, ¥
Y¥ - TBil), BRIEECGRHEMmLA< M2 Y v b o H,
/MR : Platelet, BILERE - WBC, I H KBTI :

FEB. 1991

Neutro), AHULLFARERE 57k : Eosino, HEI — L2
iAB% - Direct coombsDEBIZ DOV THRIFL 7. 7o o
YU EME  P.Tact bITREZIRY #sE L7zo

2. Bk

1) B@A#)R(Table 4)

H150, BAIBIOKETHHEILBIHTH 1,

Wik o6BlEsBIAS, 1BVEHTH -7 EBILILE
MEMRRE AT IO ERE ELIZGDT, 1.0g 18
2B 13HMEH LA T o 720 IEW2IIERICHMEY
A ABHEOL T EOM %124 LFK482D R ik ¥R

% 1772 o 12 AR A H SNTARIKRYE L4 DT,

5H#%ICHE LM XMAT RS b 1870, EFI3ILRE
EiRE I RRE, FiEE)BE OMETHMT Y
CRMELBOILDOTHBTH > 72 EFIAILRIEE
BREOCEBEDIIETESO)OBRBIRILIN, ET
HYBHICE LT ICRBMEOLBLL A7, BELLS.
aureus R S Ncefmetazole ¥ A L 7= A RAA LN
FEAREBEL- D THS, 1.0g 1B2E6AMERAL
1At WMk, BRI ES T RAILRR, RWEXRHAR
BULAMELLZ-OEHE LI, ERSIERE,LS
preumoniae AT RE S NP ERT2AKICHE, 304K
CHEELE, AP ThHo7, EFCIIETEDMET
FHTho7.

SER T34 EEICER A L 72 REARAESIT, 39T
DEomsk b gwk, BEESFRLULIE CEREZIL
s, WROHRL AL -OBNMARELZS72HDT, X
#20g% 20 MG LIRKOMHE LR, BRERSR
HTh72,

BHAEIRFIIIATH LI L2FEDTH 7.
F18, IV THLBRREITHTH - HEHTH-
720 HEBIQIZIEFBINDCRPA L Th o 7oA, EHNILY
L, T, BUEAUER, WBXRETRONENE
bRt fhE L, R0 ERICHERA, B
A% ELLAZDOEHG &7 LAHIT, BHEL,LS
aurcus DRI S H, AF2g SAM DS IZ L VHEHE,
RN EINDIo & % L A

B~ 131 A RREFIT, ThENERE
& L TB. catarrhalis, C. freundii, H. influenzaeH 5% S
h, WIFhLEDOHIEREAR, HHTH-7

BB DIBIILTHD TH - 72, EHILD
LK. preumoniae NSRRI S L7-hS, FANZLD & (N
Hahnlko7:7-0@HKE LT,

EERAVCHBLTAORREEOZIRI, Hke, £
1 Tho7o S. aureus2biZ 1R FEF0) 1%, 1¥UE
Bl4)AE T, DS, pneumoniae (JEBUS5), B. catarrhalis
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(FEBILL), C. freundii(FEBU12), H. influenzae(4ERF13),
K. pneumoniae (FEBI15)id VTR b K R A7,

2) BEIEM(Table 4,5 )

BEREIIMEFE THEBRIBKR L D RROMB L A7
A, BAIIISHE T TR L, RFIPILBRE S ICTF
BLLTHYH, FHREOMENEDON S, RERRLES
it EBI6 THFBEERM %, GOT - GPT - Al-P+ ¥ -GTP
LAPO LR 22D, B#L--FHLTBHYEAIZL BT
BHEAEVEEDbND, X, JEFISTHBIRRINE Y0,

o % ®

CPRE'BHRAE LN & icone shotMbiEdr H Vi3 MM
L7-BR 1205 M % 3 T RIRR P 442 90% il £ T
B0V, KR L HPERERIREE OND, bk
DOBBRAEREREIZARA1.0g% 3000 TLdMEL
THIE L2zbivbho e g H s, IR i o s
BENREEH LD TH L, RIFINADRE AL
Rl o oS, BERAER R LG, Bk b A B
(FEENT B )THt, BHAERE B L6 It L b ilE o

FHPILHTETERLL TIES TRIRT, MPBELMG YL CERL,
Table 4. Clinical results of cefpirome treatment
A Diagnosis Invalid Admunustration Evaluation
Case | 75¢ | BW Isolated* nva dail wal| BT* | ESR® WBC®
O | underlying disease preceding Y duration | *° oC! b | CRP° | (mm® : Remarks
n0. | Gey | (kO & complication organisms therapy « f(‘)]s:\c . route | “(ga06) d(o;f 0 | (mm/h) (/mm”) | bacteriological | clinical
51 NF 374 113 6+ 8900
1 - | 46 g - ~ =) 1.0x2 [ IVD 13 [26.0 unknown 0od
F malig - thymoma (post 8
0p.) & heart failure NF <370 53 1+ 4800
ND 4 110 5+ | 11200
2 | |5 CFDN | 1oxz |IvD| 19 [so|-2 good
lung cancer ND <37.0 3% 1+ 6800
7% pneumonia C. diversus 38.5 86 5+ | 11000
3 61 —) 1.0x2 IVD 14 2.0 k ood
M oD ND i ) o] 30 | - | 40 §
s © S. aureus 374 13 4+ | 13200
4 62 lung cancer (post CMZ 1.0x2 | IVD 6 |12.0 persisted poor
M op) & CVD S. aureus 8.5 2+ | 20400
54 @S p 386 113 6+ | 21100 .
7 — 1.0x2 [ IVD 16 1.0 dicated 0od
> M| Y [Tor asthma & CVD NF i ) NIRRT R
38 p i H. parginfl 374 59 3+ 8400 fever, GOT, v-GTP
6 F 48 (=) 1.0x2 | IVD 15 |29.0 good [ GPT, Al-P, LAP
=) NF <370 21 1+ | 2700 eosino 1
55 pulm. abscess NF 393| 121 6+ | 17200
7 67 —) 1.0x2 IVD 20 40.0 k ood
M chr. hepatitis NF ) ) <310] 8 | 5+ | 1230 &
7 chr. bronchitis NF 383 109 6+ | 15800
8 4 ithi - 1.0x2 v 7 14 nknow: t
M « cchl:lkhmﬂ:l:uﬁs NF (=) 0 x D 0 <370 6 |3+ | 60| “ own good €osino
" chr. bronchitis S. aureus 37.3 18 * 9100
9 36 i S =) 0.5x2 | IVD 11 {105 unknown good
F . aureus
hypertension E. faecalis <37.0 14 — 5700
80 chr. bronchitis © S. aureus 39.1( 100 | 6+ | 9500 )
10 50 - 1.0x2 | IVD 5 100 dicated 0od
F DM & chr_hepatius | E. faccahs =) ) <30] 1 | 1+ | s | O | E
o pulm. eMPYSEMa | @ B catarrhalis 376| 31 | 5+ | 13400
11 M 67 = DM (=) 1.0x2 | IVD 14 28.0 eradicated good
gastnc cancer,
& heart failure NF <37.0 1 + 5000
pulm. emphysema @ C. freundu 70 0 |2 4200
12 ‘}9 25 + RTI X. maltophil IPMICS | 05x2 [IVD| 7 |70 i o eradicated | good
RA & DLE X. maltophiha <370 6 * 4700
pulm. emphysema oH 378 8 3 6200
1|2l + RTI cmfwenzae |y | voxz |vp| a0 fazo] T N eradicated | good
(=) NF <37.0 7 — 4000
68 old tbc + RTI NF 375 40 3+ 5500
14 0 - K Vi 7 13. k ood
M3 [=) NF )| 10x2 | IVD O ol 5 [ £ | s ¢
74 old tbc + RTI @ K. pneumomae 37.1 25 4+ | 9500
15 41 — 1.0x2 | IVD 17 %o d ood
M ohr. gl nephrts | X maltophila | * ar0] 2 | = | s el | €
7 old tbc + RTI K. oxytoca 37.2 78 6+ | 10600
16 3 —) 0.5x2 | IVD 29 29.0 0od
M heart faiure ND i ) <0| 22 | 2+ | 800 ¢

NF: normal flora

CVD: cerebrovascallar disease

ND: not detected

CMZ: cefmetazole

DM: diabetes mellitus
RTI: respiratory tract infections

the: tuberculosis

RA: rheumatoid arthnitis

* before therapy

DLE: discoid lupus etythematosus

after therapy

©: causative organism

IPM/CS: imipenem/cilastatin sodium

CFDN: cefdinir
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Table 5. Laboratory findings of before
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and after therapy

Case | Total dose BUN Cr |GOT|GPT|AI-P| T. Bil | Ht | Platelets WBC Neutro | Eosino Direct’
no. ® (mg/dD) | (mgrdD) | QU) | AU | AU) | (mgrdhy | (%) | 104/mm?) | (/mm?) | (%) (%) | Coombs
1 2.0 B| 16 0.5 32| 29(384| 08 |408| 26.1 8900 86 0
’ Al 16 0.5 22| 151277 03 |368 24.1 4800 69 0
2 38.0 B 14 0.9 32| 39(199| 02 |[37.8 35.3 11200 85 2 -
: A 15 1.0 29| 34 |188| 0.2 |[378 18.6 6800 58 6 -
3 28.0 B 23 1.0 13 5 | 140 1.1 36.7 21.1 11000 77 0
’ Al 12 0.8 16| 20| 148 | 04 |364 30.6 4900 42 4
4 12.0 B 15 0.5 17 2136 03 |[35.8 14.5 13200 90 2 (—)
' A 17 0.5 29 8153 04 42.8 13.8 20400 85 0 (=)
5 310 B 15 0.8 23| 10 | 167 0.4 433 22.2 21100 96 0
’ A 16 0.9 16 | 18| 138 0.2 43.2 23.5 10000 67 0 (—)
6 29.0 B 5 0.5 36| 72| 264 0.2 409 18.2 8400 72 0 (=)
: A 11 0.4 233 | 214 | 354 0.1 37.8 19.2 2700 63 10 )
7 40.0 B 14 1.2 45 | 65 | 272 0.7 |42.0 24.3 17200 83 0 (=)
’ A 15 0.8 33| 42| 245 0.2 40.5 4.2 12300 65 3 (=)
8 14.0 B 49 2.1 23 6 | 279 0.7 43.0 19.3 15800 90 0 (=)
’ A 14 0.8 33| 21209 0.2 36.3 17.2 6400 62 12 (—)
9 105 B 29 0.7 28 81174 0.4 37.8 199 9100 84 0
: A 19 0.5 29| 16 | 159 0.4 35.8 19.6 5700 65 0 (=)
10 10.0 B 28 1.6 84 | 42 (218 0.9 35.9 11.7 9500 93 0 (=)
: A 63 1.6 22| 27182 0.5 |[42.1 9.3 8500 84 0 -)
1 28.0 B 13 0.7 37 31226 0.4 40.4 19.9 13400 83 1 -)
’ A 15 0.6 24| 25163 0.3 39.1 19.8 5000 48 4 (=)
12 70 B 11 0.2 17 6 | 256 0.3 |29.0 22.0 4200 64 0 -)
’ A 7 0.1 23 21281 03 [323 4700 79 3 (—)
13 420 B 35 0.6 24 | 12 | 136 0.2 45.7 18.5 6200 77 1
’ Al 26 0.7 25| 38 (109 03 |44.8 11.7 4000 47 6
14 13.0 B 11 0.5 22 11 | 134 0.4 34.7 26.7 5500 59 3 (=)
: Al 12 0.6 32| 23(153| 0.2 |37.6 26.7 5100 51 4 (-=)
15 340 B 31 1.5 26 6 | 209 0.4 36.1 25.3 9500 76 1
’ A 37 1.9 32 13 | 167 32.6 5400 63 3 (=)
16 29.0 B 29 1.0 64 | 47 | 245 0.3 36.1 23.4 10600 71 0 (=)
’ A 20 0.7 22| 17161 05 |[374 15.2 8000 65 0 (—=)
B: before therapy  A: after therapy
AUCOLBO TR EREE % o7, 1285 E TORFE b, BERBTORBOBTFL LY, BULER
R B RS L CHERES T EMIC tEx L9,

BT L, BT AL 51 LA TRAAD
PRt AT L7zo M EDT & IE AR T2V &K
RE»LOHAEES A, MAPICREMEZTA L
FRLTEY, BREHOBICERR, EHEBOER
PWLEELD, 5% LIZKROET IOV TOMKET
bETHLEEDNS,

M0 B3I A 1 6BV A L o5 RIS A 715, ERH16)
T, A3FEIL938%TH Y, BUREEREICHBVTIE
B EBIEINTH - 72 KA HIEREFELAE D5 AR 5
WTd 5S. pneumoniae, S. aureus, H. influenzae, B.
catarrhalis, P.aeruginosal 3t L CHENTIME DR T

BIEA E LTRBDIFIZA OGN, REFRSHIFER
%%, GOT - GPT - Al-P- v -GTP - LAPO LR %1,
DB TUHBEERIEE ¥ 2O, TR LEELLO
Thh, HES VES I LOBE L HERLEHNE
¥HLEzOLND,

X [

1) BERE: FI38E A KL EREEERE, FFE
T rRIY Y40, HR810, £k, 1990
2) Neu H C, Cuin N X and Lastuavikur P : The in vitro

activity and beta-lactamase stability of cefpirome

(HR810), a pyridine cephalosporin agent against
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Staphylococci, Enterobacteriaceae and Psewdomonas oYL, HR810, FMg, 1990
aeruginosa. Infection 13 : 146~155 1985 4) BYVARICE  #38[l A AL ML RRR, Bk
3) % FEt: B38EARLEMREEINRE WK YyRYY LN, HR8LI0, KM, 1990

CLINICAL EVALUATION AND PHARMACOLOGY OF CEFPIROME

Nosuki Aokl, Yosiumaru Usupa and Yuraka Kopa
Department of Internal Medicine, Shinrakuen Hospital
1-27 Nishiariake-cho, Niigata 950-21, Japan

Nosuto W akasayasti, Seucht Havasni, Isao Nitta and Chizuko Honma

Pharmacy, Shinrakuen Hospital

Kyoko WATANABE

Clinical laboratory, Shinrakuen Hospital

We studied a new cephalosporin antibiotic, cefpirome (CPR), and obtained the following results.

1. Serum and urine levels of CPR were determined after intravenous drip infusion of 1.0 g to six patients with various
degrees of renal function. In the patients with severely impaired renal function, the serum concentration decreased more
slowly than in those in whom it was slightly or moderately impaired, and high serum levels were maintained over a long
period. Excretion of CPR in urine diminished in relation to the degree of renal failure.

2. CPR was used to treat 16 patients with respiratory tract infection. Clinical response was good in 15 and poor in 1.
Fever was observed as an adverse reaction in one case. Laboratory tests revealed eosinophilia, elevated transaminase (GOT,
GPT) and alkaline phosphatase (Al-P) in one case, and eosinophilia in another. However, these symptoms were mild, and no

severe side-effects caused by the drug were observed.



