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TOHLVEHAY 7 2 LRRAEMETH B, FRIEIN
ZUNF—FYIREFt70F 27— E %K { B-lacta
maselZ3f LTHWEENRERL, V7454, 754
BEMEmE IS LIBEVCIE 2 H LTV 5", Staphylo-
coccus aureus, Staphylococcus epidermidis (231§ B 1
IECTXIZ <4 ~81&58 {, Enterobacter)® & U'Citrobacter
freundis \ AZGERD & 7 L LFNZHAED THVWRE S
BT ESINTW DY, Slnldk4 13 & REEIR 5 8RRt
TAHERFGENICEE L7 2 LFOREN BRI+ 5
&I, MPRGBRAEES17HM T 550, et
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1) HEN

OfE A %A

Cefpirome(CPR : ~"F A h I v /32

Cefoperazone(CPZ : B IL{L%)

Cefmenoxime(CMX : B.HZE M)

Ceftizoxime(CZX : HEIRES)

QOfEFE%

HERFOEERBKS. aureus(209PJC-14k « Terajima

Bk), Eschenichia coli (NIH] JC-2#k), Klebsiella pneumo-
niae(ATCC 27736%), B L UWRBEFEBEIED
S. aureus(508k), E.coli(50%k), K. pneumoniae(508k),
Pseudomonas aeruginosa (48 ¥k), Acinetobacter calcoaceti-
cus(48%k ) Enterobacter cloacae(24%k), Servatia marcescens
(50 %), Proteus mirabilis (47 ¥k), Proteus vulgans (20
¥k), Morganella morganii(7Tk ) * R L 72,

M HREE

B %% F 5 #1213 Mueller Hinton broth (Difco) %, &%
P 18 5 P 5% 12 {X Mueller Hinton agar (Difco) ¥ L
720 BARLFHEFSRTHAUEEICEL TABEE—
KAEIEEL, HRO10085FRB(10°CFU/m) &R Y ~
TEICTHEERAR I NLERN L EA T 2REHAE
BB L, 37C, 1SRRI ERE, HOMBEOH
825 ) BR/DREFRILBRE(MIC) 2 HE L7,

2) EeRAYKEGT

Ox%

ARBEIIBME2ESA 2 S FRITE2A T T2k
B L ONBERR R ARBERE (D )IZABEE %o
TR SRREFEDOH LA LEBETH Y, HHIEBEHEN
B, KH6BIDEL7BITH 572, ERDAIZ40~85K
TFH61ARTH o0, HEHEBONRIIMASH, T
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Table 1. Clinical summary of cefpirome treatment
Age . ; Evaluation
Case @) | Diagnosis querlymg lsolat.ed Daily c!ose ke - Side-effects
no. Sex diseases organism duration bacteriological | clinical
1 |70 - M| pneumonia old pulm. tbc NF 2x2x9 unknown poor drug fever
. GPT?
2 |58 - F| pneumonia none NF 1x2x15 unknown good GOT?
. chronic hepatitis GPT*-GOT?
3 {49 - M| pneumonia DM NF 1x2x12 unknown good AI-P1-Y-GTP1
4 {85 - M| pneumonia A-V block NF 1x2x15 A= calcoaceticus good eosinophilia
appeared
. . S. aureus (MSSA) unchanged (MRSA)
5 (73 - F| pneumonia lung cancer E. cloacae 1x2x3 eradicated poor —
. . pulmonary . . GPT?
6 |76 - M| pneumonia emphysema H. influenzae | 1x2x11 eradicated excellent GOT?
7 (66 - F| pneumonia bronchiectasis E. cloacae 1x2x1 unchanged unknown r ash -
eosinophilia
8 (46 - M| pneumonia none S. aureus 1x2x15 eradicated good —
9 (73 - F{ lower RTI atyp |ca} mycpbactenal NF 1x2x9 unknown fair —
infection
10 (63 - F| lower RTI | chronic bronchitis NF 1x2x8 unknown fair —
. cystic lung dis. .
11 |54 - M| lower RTI respiratory failure P. aeruginosa 2x2x4 unchanged poor —
12 |40 - F| lower RTI | chronic bronchitis H. influenzae | 1x2x14 replaced good —
13 {77 - M} lower RTI | bronchial asthma S. pneumoniae | 1x2x 14 eradicated good —
14 |75 - M| lower RTI | respiratory failure P. aeruginosa 1x2x15 eradicated good —
S. aureus
15 62 - M| lower RTI | old pulm. tbc P. aeruginosa | o5 12|  eradicated good —
S. aureus
16 |46 -+ M(lung abscess none Bacteroides sp. | 1x2x10 replaced good GPTT.GO.TT
eosinophilia
17 |31 - M| pleuritis none S. aureus 1x2x10 eradicated good GPTT
eosinophilia

NF: normal flora

DM: diabetes mellitus

pulm. tbc: pulmonary tuberculosis

A-V block: atrioventricular block
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SERRIETH, WML 1B, WIKEIBITHE, BE
WHdTable WIRTTE(THY, BRELE LTI
SUB SOLIRIAEIBY, MR R0, MidAMIp, S5F
ZWELB, MERIAE16), BRIEVEMGAE #2650, K16
Thoto TLAEMIEE L TIMNEAL26), IEERI
BRTEAE LG, 18T R +BEIRAGLH, TEA-V block 16
Thotlie TLILF-—BIIGNUEDONTE Y, 36
& bofloxacmi T 56D TH -7,

@O%5Hik

7 2 LRIERICT ULV F-BRERFT, RROK
PRI HBEE Td - 72BN L, Y5 EfT-7:0 &5
W1A2E & L, AR AEEL100mIL R %% R 2 12 18
M el A L & 1T o 720 1B S R 120.58 16, 1.0g 1461,
20g 2B TH Y, RIS EIZ1.0~36.0gF T, K5MIH
31~158BMThH -7, 2, HRUEHELRITT
EEZONLEROHRIER LG EELVHEER
Eirbhh o7,

Q%hF e i

Mk, WA, MIER T F Ak L OBRKRIERK, MENL METR,
RiLfE, CRP{E, HMRBOEFILLV LIIKEBENEE
ZOVKEEPORRNBOBEEOHEEIZLY, EDY
(excellent), F%h(good), R RAX (fair), &L &R
(poor) DABREIZHIE L7z, MEFHHRIBOHERIC
& b, iH % (eradicated), # 7 (decreased), A %
(unchanged), ®3S{t (replaced), A<BH (unknown) & ¥
E L7

OF &k

E, ek, TR, MR, ERFOEREIRIEELIL
WV, S HICTREE A E D) ARG AT AR IR,
HLFRE, RRE, REFHRESLTVREHOR
FEIT o7, T-BWERIIBTHEH SN BRI
WHEHEBIIOVTIE, TRELHENTs, Ts, TSHOD
HIE & ATVRRET L 72,
I. R’ |

1) HEh

PREEHICH T HIE 113, aureus(209 PIC-1#k -
Terajima #k) {2 2f L T, CPR 0.39- 0.39 xg/ml, CPZ
0.78+1.56 pg/ml, CMX 1.56-0.78 ng/ml, CZX 6.25-
0.39 ng/ml, E. coli (NIHJ JC-2#)22¢ L T, CPR 0.05
pg/ml, CPZ 0.18 ng/ml, CMX 0.18 xg/ml, CZX 0.05
pg/ml, K. pneumoniae (ATCC 27736%k)122¢ L T, CPR
0.05 pg/ml, CPZ 0.1 ug/ml, CMX 0.05 ng/ml, CZX
0.025 pg/mITH 5 72,

FER T BED 10T E394 k1231 BHLE S 1L, Table 2
R L7,

S. aureus . CPRIZCPZ, CMX, CZX i l~2HEREEN
TBHMIC0i20.78 ug/mITdhH o720
E coli ©CPZL h#h, CMX, CZX & 2IZMETHY
MIC90i20.1 pg/miTdH o720
K. pneumoniae . CPZ, CMX & higEnsEXRL, CIXic
RE D b ODOMICHIX0.1 g/mlE ENIZ6DTH S 12,
P. aeruginosa - CMX, CZXIZH~BILNIH->THY,
CPZL W RN MENERL TV, £/, wih
DFIZ BT bMICHBRIL < A LTV /2,
A calcoaceticus . P 7112CPR, CZX, CMX, CPZOM
ICHERTH Y, MICwid3.13 pg/ml & B HIERIMIC
fEERLTV
E. cloacae . WIFNORRUZ BV T HMICHIRIL {575 L,
LR AL CEHHNTY 72, ABHIZCPR, CMX,
CPZ, CZXDMZEN TV,
S. marcescens . CPRODILEE JIIICPZIZH~BH L 2B -
THhH, $7:CMX, CZXL h LLENR TV /2, MICwit
0.39 yig/ml & ERZMICEE TR LTV 7,
P. mirabilis . CZXH*HB & N /-MICHE #/R L, CPRi
CMXIZR 245 & DOMIC0i30.1 pg/m L NI BET
LTw7,
P. vulgaris : CZX, CMX, CPR, CPZOMUHENH'E
nTwrs,
M. morganii - TR E LB VWREEBTSH 54, CPRD
MIC5#7130.025~0.18 pg/mlE BN/ DTH 5712,
2) ERARHL#
EBEOLDIBREOXTHARAEL WAL
e, HRSBELESEIHOBEDRIE, ¥
WiBl, AE106), RLoAHE2E, EHIFTHY, HY
¥68.7% Th -7, BIfEH, EREREBERTIESIA
1P, FEEERME40], HEEEESAIZOONL
(Table 1, 3), BiKBRMAEMKE(Ts, To, TSH)TIL, &
S HREEEET LA 6D, BERRICTLE
FIRERDHOLNL D 5 7:2(Table 4),
MEFHORTRBATI, ERASSTHEINTLON
1181(14%%)H b, AIFRILS. aureus S¥k, P. aeruginosa 3
¥k, Haemophilus influenzae 28k, E. cloacae 2k, Strepto-
coccus pneumoniae 1¥k, Bacteroides sp. 13k CTH o720 &
HEERNDWNIRILS. aureus 80%, P. aeruginosa 66.7%,
H. influenzae 100%, E. cloacae 50%, S. pneumoniae
100%Thh, ke LTIE786% LENLNDTHo
7z2(Table 5)o HZMIZ28Y, H. influenzae—P. aeruginosa,
Bacteroides sp.—*A. calcoaceticus, x5 % HBE16l, NF
—A. calcoaceticus DS L7z,
m * ®
CPRIZ 7L $4IZ, 2-2amino- 4- thiazolyl- 2- metho-
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Table 2. In vitro antibacterial activity of cefpirome against clinical isolates

Test organism D MIC (ug/ml)
. rugs
(no. of strains) range 50% 90%
cefpirome 0.18~3.13 0.39 0.78
cefoperazone 1.56 ~25 3.13 3.13
S. aureus (50) cefmenoxime 1.56~12.5 3.13 6.25
ceftizoxime 1.56 ~200= 3.13 12.5
cefpirome 0.025~0.18 0.05 0.1
. cefoperazone 0.025~25 0.18 1.56
E. coli 50) cefmenoxime 0.025~0.18 0.05 0.1
ceftizoxime 0.025~0.39 0.025 0.05
cefpirome 0.025~0.39 0.05 0.1
. cefoperazone 0.1~25 0.18 1.56
K. pneumoniae (50) cefmenoxime 0.025~0.78 0.05 0.18
ceftizoxime 0.025~0.18 0.025 0.05
cefpirome 0.39~200 6.25 100
p nosa (48) cefoperazone 0.39~200= 12.5 200
- Gergino cefmenoxime 0.39~200= 200 200=
ceftizoxime 0.78~200= 50 200=
cefpirome 0.18~12.5 1.56 3.13
. cefoperazone 3.13~200= 50 200
A- calcoaceticus (48) cefmenoxime 0.39~100 12.5 50
ceftizoxime 0.78 ~100 6.25 25
cefpirome 0.025~12.5 0.1 12.5
cefoperazone 0.05~200 0.78 200
E. cloacae 24) cefmenoxime 0.025~100 0.18 50
ceftizoxime 0.1~200= 1.56 200=
cefpirome 0.025~0.78 0.1 0.39
cefoperazone 0.78 ~200 3.13 50
S. marcescens (50) cefmenoxime 0.05~6.25 0.18 0.39
ceftizoxime 0.025~1.56 0.1 0.78
cefpirome 0.05~0.1 0.1 0.1
L cefoperazone 0.39~3.13 0.78 1.56
P. mirabilis (47) cefmenoxime 0.025~0.1 0.05 0.05
ceftizoxime 0.025 0.025 0.025
cefpirome 0.025~3.13 0.10 0.78
. cefoperazone 0.18~3.13 1.56 1.56
P. vulgaris 20) cefmenoxime 0.025~0.18 0.05 0.18
ceftizoxime 0.025 0.025 0.025
cefpirome 0.025~0.18 0.05 0.18
M i (7 cefoperazone 0.39~12.5 1.56 12.5
- Morganit cefmenoxime 0.025~1.56 0.025 1.56
ceftizoxime 0.025~12.5 0.05 12.5
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Table 3. Laboratory findings of patients treated with cefpirome

Case Ht Hb RBC WBC | Eosino | S-GPT | S-GOT | ALP BUN Cmn
no. (%) g/d) | 10%mm) | (/mm? () av av) av) (mg/dl) | (mg/d})
. ,B_ 34.0 11.1 374 7200 0 20 19 128 19 -
Al 36.0 11.2 381 6700 0 11 14 87 14 1.0
) Bl - - 428 13800 0 7 10 54 13 0.7
Al 373 11.9 401 3800 8 28 27 48 14 0.7
31 39.0 12.6 410 8200 1 55 25 89 15 L1
Al 39.0 12.3 405 5500 3 75 35 105 17 12
4i 45.0 14.5 468 17400 0 10 16 57 43 L5
Al 330 10.6 345 6800 4 9 14 42 13 1.0
; [B| 270 8.5 301 11600 2 17 19 88 9 0.6
Al 270 8.7 305 15000 1.5 20 17 97 8 0.5
6 [B| 350 11.4 346 6200 0 19 21 53 15 0.9
Al 36.0 11.4 359 2800 2 26 31 46 14 0.6
, [B| 440 13.3 475 5400 1 16 16 59 10 0.8
Al 420 12.9 464 5400 8 18 18 52 18 0.8
8 [B| 370 12.0 353 11500 1 30 22 280 18 0.8
Al 430 13.5 424 4800 1 26 21 257 8 0.9
o B| 295 9.5 369 7800 4 16 23 64 23 0.5
ﬂ 31.7 9.6 392 5800 6 8 16 65 14 0.6
101 36.0 11.5 383 6800 11 13 11 54 15 0.8
Al 370 11.7 407 7600 15 7 13 52 12 0.8
u i 40.0 12.3 476 8500 2 14 19 69 14 0.7
Al 39.0 12.2 468 7300 0 12 13 64 13 0.6
" B| 383 12.5 432 9000 4 10 16 127 13 0.5
Al 422 13.1 472 11200 2 20 27 145 11 0.5
13 i 33.0 10.8 336 9700 4 19 21 108 12 0.9
Al 350 10.9 343 5200 7 32 31 120 13 0.8
" (B| 300 8.8 295 6300 1 7 14 60 20 1.5
Al 260 7.8 262 5000 3 14 12 67 19 14
5 [B| 430 12.5 386 11200 2 22 31 340 20 0.5
Al 420 12.9 394 7600 1 23 23 289 16 0.4
6 [B| 430 14.1 441 9200 5 45 23 59 12 0.8
Al 440 14.1 447 6400 10 69 44 51 13 1.0
7 (B| 375 12.6 426 18700 0.5 31 19 66 11 0.5
A| 39.8 12.6 438 10000 7.0 49 16 54 11 0.8

B: before
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xyiminoXk # &5, HEFNDOCMX, CZX & MDA~
7 bJ A, FREER LS I B -lactamasel 2 X § A L)
HEHLTVAE, $/-3fLMSHIZ2, 3-cyclopenteno-
pyridinZ % M A L7CBHI X D, S aureus, Enterococcus
faecalisZ D 7 5 LMGYEIRTE, Enterobacter sp., C. freun-
ditSORNMERFICOEN LR L, P aeruginosalldf
LTHCPZLMEDINEAEETHEH & %2 5 72%,

FLADEGHBRTEREHVIRFICBNTYH, FHO
HMOTELZINTBEY, S aureus, E. cloacae, P.acrugi-
nosa AT AIME N IREBERICHER-LDOTH -
Fro EHIEAFOBMEREMIZB VT, E colillid
ceftazidime (CAZ), cefotaxime (CTX), CPZ, moxalac-
tam & (2IIEIFEEOREIER & WMRPIRIBR LR L

Table 4. Changes in T3, T, and TSH after multiple
administration of cefpirome

DI, P aeruginosa(TM-11)1212CTX, CPZ, mox-
alactam & 0 1 H, CAZ L IZH % TH Y, S. aureus
(Smith 12 I MED4 KA L ATV EHN ST
A,

BB RIE, EMLIBL, HRI06I, ©Cofighepl, #
MIBITHY, AKE87%THorlo DML EH
DINHN X LRI HLR LTI TED DT,
BN E LTid, TREBESE, MiRkOHDEAEM TS
ST EIREN LTS, iz EL3FIHh 26 (Case 5,
1) OBREE AN, WBlasE L ®irTHh, Fom
RIEEAENE & &5 <, A OFMI I MY 44061 Tdy o
e b HIL

MBFNEIRIZ786% TH D, S aureusDEHIHL
80% LIZIZWMETEDMETHY, kOB LT =
LICHRENTBY, KB Din vitrolZ BT 5S. aureust’
HTAMBEANEIBLI-bDEEZLNRSL, LAL, B
A A2B), H. influenzae—P. aeruginosa, Bactervides sp.

Case T, T, TSH
no. (ug/dl) (ug/dl) (xU/ml) —*A. calcoaceticus, 1RGKHEHELIBI, N F—A. calcoace-
B 55 8.2 5.3 tieusiZEBH LN TE Y, FROKEIEH, HENH» LT
1 A 88 6.8 7.9 NERNHE LM TH -7,
B 78 75 _ BIERIZ DV TIE, 178126012 % 2 (Case 1), EF
2 A 104 8.0 _ (Case 7) %%, Wi k5 dl &% 5> Tvb, Case
B P 79 24 LREZEEOR TRV, IHBOFRAIRSEKIC
4 i . 7'7 3'1 EREN)IBTHDRBUAWMBL, KIHFILICK R
- : BRL7Z-C L L DFRN L BERLEZ /-, Case TIIAH]
] B 88 88 24 WG & 0 REAWMBLL, $ILI L 0 KD
A 8 10.7 2.2 R LTV, $70, BRRRARMCIRITRIRNS4
B - - - B, BB ESHIARO OGN TED, SEHIBI5E]
9 A 130 9.4 0.8 fERI, BRRBREBRHEIZ, RBUEOFVLOTH7,
B 108 8.3 1.6 ZDrd, SHREDFRLREIEIESRL, kB, X
16 A 105 9.8 1.6 B OB KIS W HRE LB T3(n=7), T4
B — — _ (n=7), TSH(n=6)Ti}, HSHKREMEELE LB
17 A 111 92 25 %<, BERRBCTOPRREREORILIIZEDH SR L
"ol
Table 5. Bacteriological response to cefpirome
Orcan Number Bacteriological response Eradication
rganism of o
strains eradicated unchanged replaced rate (%)
S. aureus 5 4 1 (MRSA) 80
P. aeruginosa 3 2 1 66.7
H. influenzae 2 1 1 100
E. cloacae 2 1 1 50
S. pneumoniae 1 1 100
Bacteroides sp. 1 1 100
Total 14 9 3 2 78.6%
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ULOB#IcEy, AL 7 2 LDFGLLT losporin with a broad antimicrobial spectrum. The
BHol: V7 LBHRIHLTHIMMEHERL, 5% M Japanese Journal of Antibiotics 40 (5) : 969 ~
BROBIZ B THRALERDRLIWETELRA L L 982, 1987
FAZY (AN 3) HAMLERESES . B/ RH L REMIC)#lE

X 73 (LRI IS DV T, Chemotherapy 29 : 76 ~179,

1) Kosavasut S, Arar S, Havasmr S, Fuaimoto K @ 3 -lac- 1981

tamase stability of Cefpirome (HR-810), a new 4) Ara S, Kosavasi S, Havasm S, Sakacuctt T : Dis.
cephalosporin with a broad antimicrobial spec- tribution of Cefpirome (HR-810) to exudate in
trum. Antimicrobial Agents and Chemotherapy 30 the croton oil-induced rat granuloma pouch and
(5): 713~718, 1986 its therapeutic effects on experimental infections
2)  Arat S, Kosavasm S, Havasm' S, Fuaimoro K @ In vitro in the pouch. Antimicrobial Agents and Che-
antimicrobial activity of Cefpirome, A new cepha- motherapy 32(9) : 1396~1399, 1988

BASIC AND CLINICAL STUDIES ON CEFPIROME IN RESPIRATORY TRACT
INFECTIONS

Jiro Hino, Koust Haswicucht, Masaru Sumi, Kuninort Tsukiyama, Niro OkiMoto, Susumu Y act, Yostimiro Niki, MichiFus
Apacui, Makoto KiMura, Jun Tanase, Masayosi Kawanisti, Yosuisiko Tano, Tosuinaru MatsuskiMa and Rinzo
SoEjMA
Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School,

577 Matsushima, Kurashiki 701-01, Japan

We performed laboratory and clinical studies on cefpirome (CPR), a new injectable cephem, with the following results.

1. Antibacterial activity

The antibacterial activity against 394 clinically isolated strains of 10 species was compared with those of cefoperazone
(CPZ), cefmenoxime (CMX) and ceftizoxime (CZX). The antibacterial activity of CPR against Gram-negative bacilli was higher
or equal to those of CMX and CZX. Especially against Staphylococcus aureus, CPR showed the highest activity among the
antibiotics tested, and was far superior to CMX and CZX and more active than CPZ against Pseudomonas aeruginosa.

2. Clinical efficacy

CPR was administered to 17 patients with respiratory tract infections. The clinical efficacy rate was 68.7% (excellent 1,
good 10, fair 2, poor 3 and unevaluable 1). The overall bacteriological response rate was 85.7%.

As adverse reactions, a transient rise in transaminase levels was noticed in 5 cases, of eosinophils in 4 cases, and drug

fever and rash in 1 case each.



