MERRPIE T35 Cefmetazole D HEMY - BRI RN

ENFE- AR H B
TR A S B SO — A Rk

H oo WS K-
FUM K FBEF 38 = 4 B o

UMK - T Bk
B K KBRS 30— A4 o

i B =ik - b K iR
T My K FBR K 88— A B

KORIE B R OFO®
RER KFEBRF I A PR

BARA-BFoY - & LR %
EEEHKEB AR RE

AN S i I T R N e S
B YR B R BR 58 A B B

IE £ oz M 2
BEER R (R F M5 — A B B

O FER (N S
HRHEBRFE B WENEHE

(FRF1 56 £ 8 A 25 HZfH)

bhbiul ik &Y ezt 3% Cefmetazole(CMZ) D% % KRR, BRI Bt % hnx ko
IOMERE B,

1) HBREEY AR (BRPEIEHOH, HHiz CMZ 2EMA LR, BH(LO L7 - 4%
FEMBIEREAL, EHTH- 1 EFIC CMZ 2 {FA LB o TR A L b
Ih, ABTIIMEAIRY, MEEERCHL, ThEh 22/28 §(85.7%), 4/7 B (57.1%) O
BHRTHbH, BERETIIAEEIRSE, MEEEL KL, ThEhs/130) (61.5%), 8/11 i (72.7
%) DEHLRTH -1

2) EfFBBRZ1MIT 1.5% DRERTH-1,

3) CMZ BERIcE NEINT-EEL LT, A Tt S epidermidis, E. coli, Klebsiella
sp. 7%, BEETI Klebsiella sp. 7ihh, CMZ ¥ 5 & S M-l LT A, BBt L
iz Pseudomonas sp. 73 - 1=,

4) FHRRIREBENOHEINA-MEICOVT, CMZ & Cefazolin(CEZ) @ MIC ¥ X ¢ B-
lactamase HiEH%BIE LR, MIC Tk 7 7 ~[aHHE, MIEECHN LT, CMZ 2 CEZ i
HAREVRSWEAY R Lo ¥, B-lactamase HiE{kic OV Tix, CMZ i CEZ il -~
‘H#HRRL, 2812 1U/mg protein LI F%R L7,

5 #H#2B8BDOFREE2HcOWT, CMZ 1g HEFHOMBEFRES L OBEEABHE SR
ERRELI-EZA, RREEABHESBREZFRER 20.0 ug/ml, 26.7 ug/ml THH, KE
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TS e [ R IE & L I D S, Ml KR E O S hEh 52.2%, 47.5% THo1

Cefmetazole (CMZ) 2 =JkH R ¢lolr k@it ¢ IR
RIhEETRYBTOLY > ¢4 YV ROWEHK
°h %, B-lactam Bo 7 a {7 @i metoxy M (-O
CH,y) %Wt Lic X b B-lactamase i~ % L4 TH
D, ®Ekox e ARY YRIUVEHR LTS
I AR R e Eic k) LT b A e U ) 2R
To o, WS XD FRILrhiRE e HERE T B L & b,
BUF e Rebgs X ORI LA 2 6 b, MVERRER, AP
BRBIC XD —Mmi e 2 B h Ty 3,

KR S FHRRAE T 20 A oM T T
Ciitehbh Tk b, EKML A ARETS #1282
Wiy

SEbh b iR RIE ST AR08tk &L
SR M5 fedic, AMERER L UMUAKRIZE
VTR S T O EBIRB YT - D TEDORM%
#qET 3,

L. % ® F %

1. B K

1) AR L5

FBF 54 £ 4 AL S5 £ 2 BETOAMAEN
3 X OBIE M 31 B LRI RAE, ATHE AR ¢ %
NEE LI,

2) &

GEFE A B 2BHISIT TR LI

AFIMERPE,IBHHh, Hbic CMZ i2X 58
BENTIebhERITH D, BEIIATHEIRYIE RIE K,
CMZ St o+7 = o REHBEXER L THROB
bhied - fEGlIcR L CMZ i X 2 b T icbhtc
R (€7 = 2 REHBEEDOD THDo ok, ER
e, HEHWEY 3 BMULEEE Lcicb o3RS
FERVAEDS LSIIMEL, EHRE HFERE LTLIE
ROBEMHAGFHIR I\ LY LIERITH B,

3) #HER, BEHE

one shot BMED B AL, 1@ 11471 1g(hHif)
% 10ml OEHARAKCERL, 3~5 H»3T, 1
B2EHS (FEAIE LT 12 B¥MZ &) I one shot §3
LT, ERATMED B4, 1314 74 1gChif)
PHABAEKE R 5% 7 F VK 200~500 ml 2%
®L, 12884 (RRIE LT 12 K < 1650
TAEMIELY, ks, 18R 28 THRARES LR
bhiBa, 1R 4g T THELTL IV L &
Lico 5 BRITMEAIRETIRT B, #kmIRsgC
14 BREIZERL Ui, RRED LN LibOHEY
BeEET5HARIIPR &b 3 BRMERS Ltk

Y FHT EE LT,

4) DtRIEA, A

CMZ UIoNEHN, BIRKER 77 =1 ViR fs
CMZ ot H s LUMFR- B Y RIET LS
e RO R 1o, R, BRI EDARNAR
BithoThxwo ke L,

5) WL B LUBRORT, ikl AERE

MBI 2k e LT3R, AnREY, Rk
e T Mgy Tix, Jeik, THEE WK &AW B
W, AN . T2, BE4. T WRHERTRR. BHREER
b ¥tz ChHDOPME, AL LTEARERL
WL, BT D e L, Pl EbhikNRG
T N, B DRt 3 1tk SAMEITOKDY
B, HigBIRK TIZE L2 14 HkD 5854 TLTR
B, lkktifed o bE L,

PR R A M, HEEI_IOH: & 5
v, o+ 1, —cELoThhcHETAILEL
1o

¥71., AV AT TS BAMET, BERICRRE
PR LCH I MR AER _REDFEBLT
fehiE L1,

6) ZERHE

(1) B¥LXI2HE

AN —H2h 2 BRI TR E S (8% EHES,
IWAZE, ZIWEYW, E@ER—I, BFHE FENE
=gk, RS, Mgk, AERE, MEFE-S
MR B AR, 1EEF T D ic\ToxReE LTRA
LB5hE,I R Lo, BRS12L->TRFIAL
Fai 2 BRI E LYY BE C LT SAKGITDER &
BLEHERDThEXVHELT, BRBHRYES A
%, &% 3 Bk THSE Lz (Table 1),

MEFRBREICOVWTIL, FREHE, bR IhH
EHRAETHEIELBHICRDIIN D, EhWE
DEBEYELL, ERIOKRLEZ LT, BlLD
SEEIRIEOMEIZL D, Mk Bo¥E EXR
FED 4 BHITHE LTz, 72751, WELBFHcR
HERAEOTRTHAHE LBEEVL, HRIBE
LIt hEOREN TR -1 B A b M EEHAEL
too ¥, BARRMT—RO®AWELLLS, —BO
EARE LBAYEAMALHEL, BFHOLNE
DOHBCBER S SR BB LRAYE
R EHE L1

7 FBRECIBHUE

AEBRELSLBEAOER, FALEALEFHRA
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maz

’ remained or worsened 7 days

remained or worsened 14 days

Table 1 Standard criteria for assessment of clinical effect (Judgement by the committee)
Postoperative wound infection [ I’ostoperative peritonitis
(1) discharge (2) redness (1) discharge
(3} swelling 4" induration (2) abdominal distension
Target - .
o (5 pain 16) local heat | 13, tenderness
findings ‘
(7) body temperature ' t4) muscular defence
(8" WBC ‘ (5) body temperature
| 6 WBC
Categories of clinical effect are defined according to the number of ¢liminated or
normalized® initial findings
Excellent : Two®* thirds or more findings ‘ I’xcellent : Two thuds or more findings
subsided within 3 days and | subsided within 5 days and
WEBC normalized. i WBC normalized.
i
o I Good :Two third or more findings Good :Two thirds or more findings
Criteria ' subsided within 7 dayvs. subsided within 14 days.
Poor :One third or more findings i Poor :One third or more findings
|

| later.

later.

* eliminated : Elimination or normalization should be assued by no relaps during treatment.

*# % “Two thirds or more” indicate 4 out of 6 findings,

DEREMELT, 2BHBFEL EVRE, UF 2
LHE TED 4 BRETHE LS,

8) EIfeA

AR F A CEIE R O A, BE 4
B, BAcoWTREA L, ¥, CMZ & 53k
mERY, G, ~Es/eeEy (Hb), ~<+2V,
F(Ht), FF#8E(S-GOT, S-GPT, Al-phosphatase), T
B8 (BUN, S-Creatinine) % aJgE/cMR b RIE L1o

2 X B

D WEFHRE

ARBCRPE L VR LD EME Yy v H— X —
DY =475 HAK, HRERXFELE_BE
PERBEMA L, BEErsVWT—E2ERETS L
$ic, CMZ & CEZ w15 MIC JE% BA{L¥HR
EFSBERINT L - TITI» 100 Eo, HDBEKRD B-
lactamase Wi CMZ 2 £E & L7-#41CiX Novic
Disma—FENZ Ly, CEZ 2K LI-BEITIX
PerrEr D=7 ma— FENC X DREL, BAERE
% Lowry ¥z X h 775\, B-lactamase }t & i %
4moles substrate hydrolyzed/mg protein/hr.(U/mg
protein) & LTFb Lo

2) HEEECoMmEs XU BEEEHKRFRE

B oir 2}, 2 A BOBEMEKEE 2o
VT, £h¥h CMZ 1g % one shot BHE L, ZERHY
Cli#his Y O EBARCHEE Lich 77— 74 X RS

4 of 5,

3 of 4, 2 of 3, 2 of 2 and one of one.

AR L D BIE X RUTE L1,

fe3s, HWPIREENER L Micrococcus luteus AT
CC 9341 #*MFEMETANME Y » THIC Lot ¥T,
AR R D 7o DI & LT i iR B Moni-
trol-1 %, ¥HBABHKPBREIC I 1% Y vBE
fiw (pH 6.0) & i\ 1o,

II. & i |
1. BB K
1) Al (RBERPENZEDHLH, bt CMZKX
BRI TIshbRIERD
(1) #HES

Bt Tishn i ERIENL 46 BITH -t WAL
35 GICERABUIE 11§ (fboSiEHIBHA 6 6, BRTB)
DEMTHA 46, FEBTIELE1H)TH -k (Table
2)o

W, HIEEAR T 40~69 EiH - HIERIL 82.9
% Thbh, Bihit 1.3:1 TH -7 (Table3),

(2) #5& B5HE®

BERY 94.3% H1AE 2g Thoto BEHEL
one shot BEFIN 77.1% #* ¥ 7-(Table 4),

BERBUTL T~14 BOEMN 68.6% TH H, K&
5811 11~30g DIEFA 80.0% % 5 7-(Table 5),

(3) BBELKTIDHE

(i) BERDHE BFLTIIEERPDRL, HEAIRK
Hu 24/28 B (85.7%), WREEEX 4/7 Bl (57.1%) T
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Table 2 Clinical cases

(Postoperative infections were
induced, and CMZ was
immediately administered.)

Total cases : 75 - -

~—— Group B : 29 cases. ————— ——
(Cephem antibiotics were not
effective.)

Table 3 Age and sex in clinical casces

Group A @ 46 cases, ——— ——— —1

—~—— Analyses were made for 35 cases.

F—=11 cases were excluded from anslyses.

(6 cases of concomittant sdministration of
other antibacterial agents.

4 cases of prophylsctic administration for
infections.

1 cases died from the primary disease.)

——Side eflects were examined in 40 cases.
(excluding 6 cases to which other
antibacterial sgents were administered.)

r— --Analyses were made for 24 cases.

l——-5 ca~.e, were cxcluded from analyses.
(4 cases of concomittant administration
of other antibacterial agents.

1 case of discase out of the object)

—— Side effects were examined in 25 cases.
(¢nculuding 4 cases to which other
antibacterisi agents administered.)

Group A
Table 4 Daily dosages and routes of admmistration
Agelyr.) No. of cases Male Female Group A
~ 29 . | Route of administration
Daily i No. of -
30 ~ 39 3 1 2 dosages | cases Intravenous Intravenous
injection drip infusion
40 ~ 49 10 4 6
1g
50 ~ 59 7 5 2 '
2g 33 26 7
60 ~ 69 12 8 4 ' !
48 . 2 1 1
70 ~ 79 2 2 :
Tol | 35 27 8
80 ~ 89 1 1
Total 35 20 15

BY, it28/35GU(80. 08I DHLHRTH » 1 (Table 6)o R 3E0F LIBAESIL SV HHB K LT fl 2 AR
Y1, DMEFICERDRY LD L, KRR 22/26 L, EMELHBINIEN T b bRgkiER %
Bl (84.6%), BARR 57 Bl (71.4%) OHEBHETH M, MEMBL 7 AROVTRE L

210 HLTMINIEBEEL LT E.coli 54, Kleb-

SEBEOMECBFRL L, A~ ERc L HEE

siella sp. 6 GID DB b 1004 O HEHERTH- FNCHIE Thi- MESOSE 3, HEaES 19/26 A
7= (Table 7)o (73.1%), kBB 3/7 B (42.9%) THH, itz
(ii) MEFHHE CMZ BENCERENERX 33 il (66.7%) DEWKRETH 7= (Table8),

hictk, FRESRTRCOERELTobh, o)

AEENCTh ChEANELLEEY 25 L S
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Table 5 Duration (days) and total amount of administrution

Group A
Total amounts No. of o Duration (day) L
administered(g) cases 3 4 5 6 7 8~14115 21
5~ 6 1 1
7~ 8 1 1
9~ 10 1 1
11 ~ 20 23 1 3 12 7
21 ~ 30 5 4 1
31 ~ 40 4 1 3
41 ~
Total 35 1 1 2 3 12 12 4
Table 6 Clinical effect (Judged by the committee)
Group A
Clinical effect
Infection l\i:;eosf Rate of clinical
Excellent | Good Poor effectiveness (%)*
Postoperative
wound infection 28 8 16 4 85.7
Postoperative
peritonitis 7 3 1 3 57.1
Total 35 11 17 7 80.0
* Rate of clinical effectiveness(%) = Excelleat + Good 100

faecalis 1/2 ¥k (50%), Serratia sp. 1/2 ¥k (50%),
P.aeruginosa O[3 ¥ (0%) L{EK oL, S
epidermidis 4[4 ¥k, E.coli 8/8 ¥k, Klebsiella sp.
6/6 ¥, Proteus sp. 3/3 ¥k, Enterobacter sp. 3/3
¥, B.fragilis 3/3 k2 Thi 100% D EHBAET
B -7 (Table 9),

(4) EHREC X 3HE

THEC X 22 BAEEE L, ATHRAIRY 21/28 i
(75.0%), #ikpgEs% 5/7 B (71.4%) THb, &t 26/
35§ (74.3%) OHERTH -7 (Table 10),

2) BE (CMZ UHD -+ 7 = 2 RFEDBEDF)

(1) BREHEF

B T hebh i ERfET 29 BITH - o BFTHIZ
24 WTBRARILS B (BOHERBA 461, HRIHK
B18) T& -7 (Table 12),

Ei, EBEMAB T 40~69 FEiTh - BIEFIIL 66.7
% Thh, Bt 2:1 Tho1 (Table11),

(2) #ER, BEHE

RERD 87.5% M1 0E 28 Thoto BEFHE
ARSI 50.0%, one shot MIEFIA 41.7% T
H-1 (Table 12),

No. of cases

B HEUL 7~14 HOFERIN 75.0% Th b,
5B 11~30g DM 79.2% % 5T 72 (Table
13)o

(3) BERTIHHE

(i) BRGHE BHE2CIBERDRE, HEARK
4« 8/13 B (61.5%), WitkiREELX 8/11 B (72.7%) T
»b, 3t 16/24 Bl (66.7%) DEBHETDH -7 (Table
14),

DEEEG OB ER T B 11/15 B (73.3%),
BARER 0/1 B (0%) DEHRTH 1, HL S
N7-@fil LT Klebsiella sp. 42550, HH X
% 100% T -tz (Table 15),

¥1:, CMZ 3 EIh3 LR Ihice7 =4
FERBANCHT TESHEY 2% &, CEZ Bifhi Xk
V¢ CEZ Lfthd3HI & O PAMTIL 9/10 B (90.0%),
Cephalothin(CET) Hifi3s XU CET & > 3K & it
FBHTiL 7/9 Bl (77.8%), Cephapirin(CEPR) ¥
XU CEPR LKL OBt A 6 Tk 1/4 B (25.0
%) T# 1o Cephacetrile(CEC) Bijhids X U flilD3E
FEDBRZ 2 AL ABY DI A ThIEHTH-
tro €7 = ARVIEHBRBE LVU€7 = ARNAEHE
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Table 7 Clinical effect classified by clinical isolates
Group A ]
. Clinical effect
. No. of |— -~~~ — S
i St Rate of
Infection rains cases Excellent Ciood Poor cli-‘ni.ul (7, *
. o effectiveness N
’ S.aurcus 2 2 100
S. opidermidis 3 1 1 1 66.7
Other GPC. 3 1 ! 2 33.3
I, coli 5 5 100
Single Klehsicllu sp. 6 4 2 100
Proleus sp. 2 2 100
Other GNB 4 1 3 100
B. fragilis 1 j 1 ) 0
" Total 2 9 1 4 84.6
GPC + GNB 1 | 100
GNB + GNB 3 1 ) 2 i 33.3
Mixed l
infections GNB + ANB 2 2 ‘ 100
GPC + GNB + GNB 1 1| 100
Total 7 1 4 | 2 7.4
\ * Rate of clinical effectiveness{?5) =—§x§z}—li';t:§;fsix 100
GPC : Gram positive cocci
GNB : Gram negative bacilli
ANB : Anaerobic bacteria
Table 8 Bacterial response of clinical isolates
Group A
1 Bacterial response
Infection ;\;;ezf Eradicated Partially meplaced | Persisted Rate of
radicated | oradicated | --€Placed | Fersiste | eradication’ % )*
Postoperative
wound infection 26 19 1 3 3 1.1
Postoperative
peritonitis 7 3 1 3 42.9
Total 33 22 2 6 3 66.7
* Rate of eradication(%) = _Eradicated 100
No. of cases
Table 10 Clinical response (evaluated by the doctor in charge)
Group A
Clinical response
Infection r::'seo: V— Rate of
. e
Excellent Good Fair Poor improv t(%)o" N
Postoperative n
wound infection 28 4 17 6 1 75.0
Postoperative
peritonitis 7 °§ 2 71.4
Total 35 4 22 8 1 74.3
* Rate of improvement (%) = Excellent + Good X 100
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Table 9 Bacterial response Table 11 Age and sex in clinical cases
Group A Group B
Clinical isolates sr::.ai:fs Eru(\dal::te(l Persisted Age iyr.) ::’“:f Male Female
S. aurcus 2 2(100) ~ 29 1 1
S. epidermidis 4 4(100) 30 39 4 3 1
GPC | S. faccalis 2 1 (50) 1 40 49 1 1
)
Other GPC ? I 1 (SQ R 50 59 8 4 4
Total 10 8 (80) 2
—_— 60 69 7 5 2
E. coli 8 8(100 .
0 79 3
Klebsiclla sp. 6 6(100) 2 !
Protcus sp. 3 301000 o ﬂ _ 59 B I S
Enterobacter sp. 3 30100) Total 24 16 8
GNB
Serratia sp. 2 1 (50) 1
P. acruginosa 3 (0 3
Other GNB 3 3(100)
Total 28 24 (85.7) 4
ANB | B fragilis 3 “ 3(100)
GPC : Gram positive cocci
GNB : Gram negative bacilli
ANB : Anaerobic bacteria
Table 12 Daily dosages and routes of administration
Group B
Route of administration
Daily dosages No. of
7 g cases Intravenous Intravenous
L . . Altered
injection drip infusion
lg 1 1
2g 21 9 10 2
4¢g 2 1 1
Total 24 10 12 2
Table 13 Duration (days) and total amount of administration
Group B
Total amounts No. of Duration (day)
administered (g) cases 3 4 5 6 7 8 14] 1521
5~ 6 2 1 1
7~ 8
9 ~ 10 1 1
11 ~ 20 10 3 7
21 ~ 30 9 1 6 2
31 ~ 40 1 1
41 ~ 1 1°
Total 24 1 1 1 4 14 3

* Duration, 31 days and total amount, 76g.
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Table 14 Clinical effect (Judged by the committee)

Group B
Clinical effects
Infection No. of —
canes | ycellent | Good Poor | Checiivencus ;)"
l’ostoperative ’
wound infection 13 4 4 5 61.5
Postoperative '—
peritonitis 1 3 5 3 72.7
Total 24 7 9 8 ' 66.7

* Rate of clinical effectiveness(?;) =

Excellent | Good

X 100

No. of cases

Table 15 Clinical effect classified by clinical isolates

Group B
I i ¢ Clinical effect
. . . No. o —_— - em— -
Infection Clinical isolate . . i " Rate of clinical
cases - Excellent Good Poor [ effectiveness(%)*
- S. epidermidis 1 1 0
S . faecalis 2 1 100
E. coli 1 100
Single Klebsiella sp. 4 2 100
infection Enterobacter sp. 2 1 100
Pseudomonas sp. 2 2 0
Other GNB 3 2 1 66.7
Total 15 6 4 73.3
Mixed Anaerobic | i
infection GNBt } o cteria 1 1 0
* Rate of clinical effectiveness(%) = Excellent + Good , 0

GNB : Gram negative bacilli

LK L DHFRRDOEDHI TS CMZ 0 H
i, 16/24 F (66.7%) T 7= (Table 16),

REWIIEALOIRT S &, ER 6 1 XFZBYWE ik
DRET, BYTFEiD By T CEZ 4g/H, Dibekacin
(DKB) 200 mg/H# & L7-h%, #itk 10 A B X b HER,
iR, REFEAHROh, EEMOLMLIIoHRE 14 B
BXb CMZ 2g/BBREFETLIENTH D, EERF
RTOHMERHZ 10,700/mm?® T H b, WitLH K.
pneumoniae BRI T\ 5, AEIXT5 MIC
L EEE S 109/ml © CMZ 6.25 ug/ml, CEZ 200
ug/ml Thotc, CMZ Be5%3 A BRI & HEEB, 2
# Bk EHCHEEIADLAh, 8 AiIVWThi
FEBTHE LI 0 RBATO AmEkH 6, 200/mm?
Th-1 (Fig 1),

No. of cases

FEI 1512 15 M #T B & T, BT D BAYT Sulbeni-
cillin(SBPC) 10g/H, Amikacin(AMK) 200 mg/A#
B LAt #5 B B AETBwASRETLLE
S LRERATH D, LIES < 1x SBPC,AMK ft AR T
ERAYBB LY, R, R, EfTSCHFIALD
Nigh -7, SBPC % CEZ & E L, CEZ4g/H,
AMK 200 mg/ B 5% fFis»7:0 = DEATOHMK
i 10,900/mm? TH7o LHL, EEH b I
MEOK®, B> SFREBHREFS LTV
febic, hic CMZ 2g/H BB SRV R, &
DOEATOEMESIE 14,700/mm® THH, RitL)
K. preumonice HH Zh T\ 5, ABKHTS ML
B3 M & & 10%ml T CMZ 1.56 ug/ml, CEZ 200
ug/ml TH o1, CMZ KEEH S B b &R
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Fig.1 Group B case 6 hepatolithiasis, E. K. 66y.0, F. 45 kg
Postoperative wound infection
Date 10/31 11’5 11. 156 1125
PR R N R |
c .
39| Hepatojejunostomy
38
37 -
36
je— CEZ 4g- .
— DKB 200my }* CM7. 24 =
Drvain discharge
K. pneumoniae )
!\ll( (10" cells ml) 2 lactamase activity
ICMZ :6.25 pug ml CMZ © 0 U myg protein
l(l,/ 200 pg ml CEZ 1 4.2U mg protein)
Discharge S
Redness
Swelling N
Induration ™~
Pain
Local heat ~N
WBC( /mm?) 10900 6500 10700 6200
RBC (X10%) 401 415
S-GOT(K.U.) |91 65 82
S-GPT(K.U.) |40 23 21
BUN (mg/dl) |10 14 9
S-Cr.(mg/dl) }0.7 0.9 0.6
Fig.2 Group B case 15 gastric cancer, K. K. 60y.0., M.
Postoperative peritonitis
Date 81 8 10 8 20 91 9 10 9 20 10 1 10 10
1 1 1 1 1 1 L
Total gastrectomy with
splenectomy
. Subtotal pancreatectomy
39
38
37—
6| !
Stomal leakage
- CL7Z 4p— —
-—SBPC 10g—= - —CMZ 2pg—
AMK 200mg— = '
Drain discharge
K. prcumontac
'\l]( (10" cells ml) ;3 lactamase activity
CMZ ©1.56 ug ml CMZ :© 0 U mg protein
CEZ 200 s mJ i CEZ ©107.4U mg protein
Discharge
Tenderness N
WBC (/mm?) 10900 12200 14700 12400 9400
RBC (X10') 352 426 362
S- GOT(KU ) 72 112 45
S-GPT(K.U 40 111 34
BUN (mg/dl 36.8 10.4
S&(m) 1.2 1.0
BB HE»AHRS Lok h, &y 2BM%c BIEED 2 FlicH T H2RBSHBIThLAEHTH -
i, %R 36.5°C, F{MmERL 9,400/mm?® & 2 EFEC 720

B (Fig. 2),

(i) MEFHRR KT~

AL ik
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Table 16 Clinical effect of CMZ to the postoperative infections to which cephems
other than ('M7 were not effective
Group B
o ) Clinical effect of CMZ
Antibinties No. of [ 1 [ Rate of clinieal
cuses Excellent Good | [Poor effectiveness (%)°
CEZ o 72”» 2 o 100
CEZ -+ CEe 1 1 100
CEZ 1 SBIC 1 1 100
CEZ + DKRB \ 1 1 100
i/ NWNIK 2 2 100
CliZ 1 DKB | AMK 1 1 100
Cl/ v SBPC + GM 1 ! 1 0
CEZ 0 Lo 1 ‘ 1 100
Suhl(l(ﬂl o 10 o _—v,l—..— A‘-~é—'. ] _ ”
CET 7 2 P ] 0
CET + CEZ® 1 1 ! ‘ 100
CET + CBPC 1 1 100
CET + sBic ' 2 2 100
CET + DK ‘ 2 2 100
CET + L.\ | 1 1 100
Subtotal 9 6 1 2 1.8
CEPR ) 2 2 0
CEPR + DKB 2 1 1 50
~ Subtotal 4 1 3 25
CEC i 1 1 0
CEC + AMK 1 1
Subtotal 2 2 0
Total l 24 7 9 8 66.7
* Rate of clinical effectiveness (%) = Ex_;le(:'le_:%s%:gd__
* * Excluding 1 case in which CEZ and CET were both administered.
Table 17 Bacterial response of clinical isolates
Group B
Bacterial response
Infection 1}\c‘:;e‘;f : Partiall ' . | Rate of
Eradicated eradicatyed Replaced ; Persisted | . pdication(%)"
wond nfection s 6 2 1 6.7
. ]
Pospersive | g 4 T 1
Total 16 10 4 | 2 62.5

* Rate of eradication(%) =

Eradicated
N/

No. of cases

100

RIRRY 9 B, HItEMERELE 7 Blic D\ THRE Lo

DREEOEFCBARIc <, ER T LBAMTHES
RIRBEFHZR T, AERBIRR 6/9 B (66.7%),

HIEES 4/7 81 (57.1%) T H b, = 10/16 A (625

%) DHEHELRETH -7 (Table 17),
AWM Th ChE EE LEBEY XD L
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Pseudomonas sp. 0/2 B (0%) TH B DwcytL, S
faecalis 2/2 B, Klebsiella sp. 4/4 ¥R, Enterobac-
ter sp. 22 Bk& WThY 100% O WHART o1
(Table 18),

(4) EHREBECI>HE

ERER X 5 LMHOTWEE, # % A W % 10/13 HU
(76.9%), itk ML #¢ 9/11 fl (81.8%) TA Y, It
19/24 Bl (79.2%) OHEETH -7 (Table 19),

3 ElIffA

AFRORMIIRIER 75 B, fboBR LA L
7: 10 AEBA L1 65 it >\ TiTlebhts, ¥ 70,
EEREMICOVTIE, BIfFFRARMESND, #RETR
Zrie CMZ S5 RIHIC BRI X s E iz D\
TiThebhis,

AfEAioVTiE 1/65 B (1.5%) “REMHRL
- (Table 20), ¥7:, BEIRMREMEDO REMERETUL IF R

RiM% 1/63 # (1.6%), S-GPT [-4 1/58 M (1.7%)
TH - (Table 21),

2. % B

1D AIBE R

MBS0 K T ORI 2D UL 20 9 B,
CMZ BrJidfifee dO K BRBFREYT il 7 4Tl

Table 20 Incidence of clinical side effect

Examined numbers of case 65 cases

1case (1.5%)

Number of cases with side effects

Discontinuation due to side effects None

Side effects Eruption 1 case

Table 18 Bacterial response

Group B
Clinical isolates No. .Of Eradicated (%) Persisted
strains
S. epidermidis 1 1 (100)
GPC S. faecalis 2 2 (100)
Total 3 3 (100)
E. coli 1 1 (100)
Klebsiclla sp. 4 4 (100)
Enterobacter sp. 2 2 (100)
GNB
Pseudomonas sp. 2 (0) 2
Other GNB 4 4 (100)
Total 13 11 (84.6) 2
Anaerobic bacteria 1 1 (100)
GPC : Gram positive cocci
GNB : Gram negative bacilli
Table 19 Clinical response (evaluated by the doctor in charge)
Group B
Clinical response
. No. of
Infection Rate of
cases Excellent Good Fair Poor imap:o:ement (%)*
Postoperative
wound infection 13 2 1 76.9
Postoperative
peritonitis 1 2 2 81.8
Total 24 2 17 2 3 79.2

% Rate of improvement (%)

_ Excellent + Good
No. of cases

X 100
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Table 21 Incidence of

abnormal laborstory finding

o rec (§ 32730 <100) 0/61
Hb (';f :‘: ! : 8/d1)) 0/60
it He o (f 3T 2y, 0 /65
WBC (4.0~9.0 -10') 0/63

e 02-68 %) | 106w

M BUN (1-2  medl) o

S Creatinne (0.6-1.7me/d) | o2
Biochemical S GOT(5~#  KU.) 0/59

S-GPT(0~3 KU.) 1/59(1.7%)
AI-P (2.5~10.0 KA.U.) 0/57

( )

: Normal values
BRENER I hIFERICOVW T e -7

HEBPENED LR, Hbic CMZ 2 X 5 HEBL T
7t b h tABETIL CMZ ¥ 4. 37 ¥k, CMZ Fy Ytk
11 BkThH, FHEERL KL, LD 7 = AFRHME
HBEXERAL, BB TH- 7Bz CMZ 2{iJL7/-B
BT, CMZ $y5a117 8, CMZ B 5% 7THTH Do

fek, AMPRIEE LT CEZ # A\ fort, SRR
HMTEL HERERTHH, EMIKE LT Hlia fL S
RTVWBLEEZIHOLTHD,

(1) HREEORER DN

ABETIE, CMZ 8hERnc/olt St 37 kb7 5 4
BEMEEE 8/37 ¥k (21.6%), 7 7 HMAYEEH 26/37 ¥k (70.3
%), MIYEEE 3/37 Kk (8.1%) A B 2hic, BfliL
LTHLABEEIN-bDEL T3 S epidermidis 4/37
¥k (10.8%), E.coli 8/37 ¥k (21.6%), Klebsiella sp.
6/37 £ (16.3%), Proteus sp. 3/37 ¥ (8.1%) »'»
bo ¥z, CMZ 5%zl Ehi- 11 BihTIL Y5
APRMEEH 3/11 £k (27.3%), 7 5 AKAPETE 7/11 ¥k (63.6
%), WRIVEEE 1/11 ¥k (9.1%) Thoto WL LT
@ Eht-b DL L Tk Pseudomonas sp. 4/11
¥ (36.3%) 7H % (Table 22),

BHTiX, CMZ B 58Iic M hic 17 kb7 5 A
e 3/17 ¥ (17.6%), 7 7 »JAPEHE 13/17 # (76.5
%), WM 1178 5.9%) Th o1, BEMiL LTS
SOBEENRI-L DL LT Klebsiella sp. 4/17 # (23.6
%) 'bBo ¥t, CMZ REKICHME ShicTHdT

275 LIBEE 1/7 ¥ (14.3%). 75 -BBESTE
(71.4%), ®AEH 1/7 & (14.3%) b b 5, @k
LTSI ht-L, D LTix Pseudomonas sp. 5
7 ¥k (71.4%) » %% (Table 23),

(2) HME» CMZ » CEZ i3+ 5 REH (MIC)
23:d 73

CMZ ¥ ifiknME - T 5EZH I HIL, CMZ
ANk~ CMZ # Y-tk MR T2 CMZ,CEZ ¢4
CREM ST LTL 2,

CMZ & CEZ iz#1 % RRESH I HHEN L
ABTi2 CMZ #5aitk & & CMZ (2 CEZ Iz ~E
VCEESFHEOHEE X R L, BEEES 10° cells/ml ik
~ 108 cells/ml DF4iziz CMZ & CEZ 0 &
ERKIhAFENALRT, LhL, WThogs
LR A AEAMICAEEERZDbhich o1 B
BTl CMZ #54i &y CMZ i3 CEZ i BV
MEZWHIERL, EEE 10° cells/ml iH~<10°
cells/ml DEFHDEILE Gz ik L, CMZ 85
10° cells/ml D& iz 2 EICHEEY b » TCEL
oL CMZ A X DM 2 ¥ % o5 L 1 (P<0.05)
(Fig. 3~6),

¥7:, BT TE, CMZ, CEZ DEHICEETS
% Pseudomonas sp. B AZHOHEEEVT,
CMZ t CEZ MIiCiRA & XXk BHohilho
feo CMZ %% CEZ Rt ~ERESHYRLI OR, A
B0 CMZ B 5a15Tit, 75 ARKEE CEMEEE 10

[k =t
o<
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Fig.3 Distribution of susceptibility of clinical isolates from postoperative infections to CMZ and

CEZ before and after CMZ administration
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Fig.4 Distribution of susceptibility of clinical isolates from postoperative infections to CMZ and

CEZ before and after CMZ administration
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Wilcoxon test N S

10% cells/ml & % 20/26 £k (76.9%), WENEE T3 108,
108 cells/ml &% 3/3 #k (100%) i Zbhtz, BEOD
CMZ LRI, 75 AAME CEME T 10° cells/
ml T 12/13 # (92.3%), 10%cells/m! T 13/13 #
(100%) 1= CMZ it CEZ Iz H N B\ AR LT
(Fig. 7~10),

(3) CMZ & CEZ waf 4+ % R34 (MIC) & B-
lactamase H;7EH:

S 4 BT Le CMZ 531048k 50 #
K2WT CMZ,CEZ % %K & L1-#4D B-lactamase
WiERY BTS2 &, CMZ DBAIITXT OB 1
Ulmg protein LT o Mg Al LR X fohs - o4t CEZ
YER & LA 29/50 (58%) % 0~9.9 U/mg

Wilcoxon test N S

protein # 7 L, & bh D 21/50 (42%) O ks 10~
1,000 U/mg protein #7iL t:o ¥7:, MIC ¥ B-lac-
tamase GO HEX 2% &, CEZ 2B L Tix MIC
DEFWFRE B-lactamase AVE W & W S A BT
(Fig. 11,12),

2) MMtBEHETOMI R X OB b
PR, 2EFE L 1Rt H b,
# 1, 2 fl Th X h 550 pg/ml, 56.2 pug/ml T, *
OHEERE ELITEA L, 6K T T h¥h 8.9
pg/ml, 2.1 pug/ml L{ETF Lic, BHEHERER, EH
1 TmEPRE L D 1 KRR T 2 REEEC R EEA
Hb, 20.2pg/mlTHY, TOEKERE L LITWIRL,
6 FERIEIL 2.8 pg/ml TH o1 FEF 2 Tk Mg
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Fig.5 Distribution of susceptibility of clinical isolates from postoperative infections to CMZ and

CEZ before and after CMZ administration
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Fig. 6 Distribution of susceptibility of clinical isolates from postoperative infections to CMZ and

CEZ before and after CMZ administration
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4 ¢
s :
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H :
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S g
B 401 § a0t
5
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Mic o39'078)1 sef3 13]6 25/125 25 [ 50 [100]200]¢00 600 's00f1s00.  MIC To33078 56313625 125 25 50 100 200,400,800 s00760C
cMz afalza] 07 “al T2 cmz | - ! 1 ] la
cez|11 | T2l2] IzT; 2] 11178 cez| ’ KT 1o s
Wilcoxon test P <005 CMZ . CEZ Wilcoxon test "« S

ELRU1RMECREBE? S, 26.7ug/ml THD,
TOHBERME L LT L, 6B¥RIE 1L 2.5 ug/ml T
Hotlo

¥io, MEBERPRESMEPREDKIE, M1
TIXATEIBED 1 BEED 32.9%, 20D 52.2
%, 4ABSRED 39.3%, 6MRED 31.5% TH b,
fEGI 2 TIX RTELEED 1 RRMED 47.5%, 4 BsRA
D 57.1%, 6KMED 119.0% TH -7 (Fig.13),

I # S

RAEFDRER, ¥REOhT, BAEOEEIZZE LS
BoTEl, BCREZ 7 - BERRDE B 2R 4
L, 77 sREEREDHEMOBE AT b 5, KehTh

Pseudomonas <> Serratia, Enterobacter, Klebsiella,

7 VOB 7 5 ARHISECRER 7 T ABER
B EBBEAIA T SRRk L= TEE
DEHIZ->TWBMY, Zhb RiEEO BRI LY, A#
FETLHBEOEEM 2D AR LD, BRTFHED
fADITERMNILINTVB, LrLick, HHRERED
REBELE L, WEEHEORREIH 10% ORE
ETH5, HILBABCHEll X O BERRRsIR
LB 0% HEHTHH, FRE, R, BEER
¥ IOMMER EATRERE 10%, ¥ 8%, ¥ 4%
¥ 4% OEEAOhB, HAEROHRT b RETFH
TRBEFREIEL 3% LT ThB, MLELsP
5 REEFHTIE 5~10% L@l TH Y K
CTBHLEDOF 2 LML EFHOH 2 fEoREY
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Fig.7 Correlation between the effect of CMZ and CEZ on the clinical isolates from postoperative
infections before and after CMZ administration
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Fig.8 Correlation between the effect of CMZ and CEZ on the clinical isolates from postoperative
infections before and after CMZ administration
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HOS BT H S S A HERCHELTT TS  DAMIhTHEEYEI L O b b 2, WEEOS L H
BOLLRBBRELTHARETHS D, BEMPENR  PB-lactamase EAH L% % Hh b O TRETIE B-lacta-
ROFHMBECII<=> ) Y RHEDE, ©7 =%  mase CRELHABEAL, TOMROFRAYHEETHE
HEWRnL\ 53, “hb f-lactam FyidHE MR HeBALTR=v ) vRx7 v AHY YORER(L
BEREENTH ), MUEOERCHIREURME  YHELETIRZNARIATV D, £7 771 ¥ YRk
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Fig.9 Correlation between the effect of CMZ and CEZ on the clinical isolates from postoperative
infections before and after CMZ administration
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Fig. 10 Correlation between the effect of CMZ and CEZ on the clinical isolates from postoperative
infections before and after CMZ administration
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BERWERD B-lactamase D ¥ Whipiclich, CEL
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¥, K2 REOERHHEBE2AROVT

CMZ 1g MMESO MRS HE RO BREIL thE
h 20.2 ug/ml, 26.7 ug/ml THH, 6HMETH?2
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Fig.11 MICs of CMZ and CEZ and specific activities of B-lactamase of isolates from postoperative
infections before CMZ administration
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Fig. 12 MICs of CMZ and CEZ and specific activitics of B-lactamase of isolates from postoperative
infections before CMZ administration
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Fig. 13 Concentration in serum and peritoneal exudate in patients at 2nd day after gastrectomy

for gastric cancer

Case No.l, S.M. Male
(g 'mb) CMZ 1R v,
60’, Serum o=
Exudate o---0
50 |

_ 12 4 | ehr
Serum (pg ml)  55.0 38.7 19.1' 8.9
Exudate(yg ml) ' 18,1 20.2 7.5 2.8

Ratio to
_serum (%)*

32.9152.2 39.3" 31.5

Exudate
Serum

X 100

* Ratio to serum(”,) =

Cune No.2, T.N. Female

(g ml) CMZ 1g iv.
60 Serum oo
o b Exudste 0= =0
40
30
20
10 +
0 . . =
| 4 6 hr.
1 14 6hr.

Serum (ug mb) ' 56.2 11.2] 2.1
Fxudate ug mly 26,7 6.4 2_,5

Ratio to . 47.5:57.1 119.0
serum l‘lq_l_ -

Exudate

Serum

2

* Ratio to serum(?%; =

X 100

Table 22 Distribution of strains isolated for postoperative infectious
foci before and after CMZ administration

Group A
Before f After
Isolates 1 N .
No. of strams(%) | No of strains(%)
S.aurcus 2(5.4) [
S. cpidermidus 4 (10.8) 1(9.1)
cpC S. faccalis 2(5.4) 2 (18.2)
Subtotal 8 (21.6) 3(27.3)
E.cols 8 (21.6)
Klebsiella sp. 6 (16.3)
Proteus sp. 3(8.1)
Enterobacter sp. 2(5.4)
GNB
Serratia sp. 2 (5.4) 2 (18.2)
Pseudomonas sp. 2(5.4) 4 (36.3)
Other GNB 3(8.1) 1(9.1)
Subtotal 26 (70.3) 7 (63.6)
Anaerobic bacteria 3 (8.1 1(9.1)
Total 37 (100) 11 (100)

GPC : Gram positive cocci
GNB : Gram negative bacilli

ERER 47T B (57.1%) OEBHKE T H b, 3/7
(42.9%) DEHERTH -1

¥, BETOXFDOHEKLE MEAEEcH L
Tik 8/13 B (61.5%) DHEHERTHH, MBEFHHE
% 6/9 B (66.7%) DHEMBEE T hH-1o WEEEL
X LTizEhZh 8/11 6l (72.7%) OEHETHH,
47 81 (57.1%) DEHRRTH -1, NREBN T

MG TH -1 L EBT 5 L, SEBOLIRR
BRIFbLDEBLRD,

ABBERICET, fREDRIKT > AEMAOFE
RS ik, RMEEOAL HTFHER HkOR
FRAOE8, ARAROREL LBADT7 7 75— H
BRINBIDIZEBDTHEETH 50

4@, bhbhil fHkRRERES 3 AMUE CMZ
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Table 23 Distribution of strains isolated for postoperative infectious
foci before and after CMZ administration

Group B
Before Alter
Isolates —
No. of strains(%) | No. of strains(%)
S. epidermidis 1(5.9)
GPC S. faecalis 2 (11.7) 1(14.3)
Subtotal 3 (17.6) 1(14.3)
E. coli 1(5.9)
Klebsiella sp. 4 (23.6)
Enterobacter sp. 2 (1.7
GNB
Pseudomonas sp. 2 (11.7) 5 (71.4)
Other GNB 4 (23.6)
Subtotal 13 (76.5) 5 (71.4)
Anaserobic bacteria 1(5.9) 1(14.3)
Total 17 (100) 7 (100)

GPC : Gram positive cocci
GNB : Gram negative bacilli

PADOHANBEYHE LGt b6, BRPERLTE
LLSMEL, ERE MERE L TLIEERDOHES
WaETEi I LICERAY MoAmEm] & LTyl
LA, Boaitt7 « L RUAEMERMEREC X
3 LEbh D FESIC CMZ 21K %) LicERIEd
hots, SHIXIORBELABRITED L LIZEBN
hFbix M s 2 EABEEBbR %,

7 2 ARIEHEORBERLE L TETFL R B L D
3, 7TvAF¥-KIE, BEBERLETHSH1, B
CMZ CiBSLFDT7 LA ¥ —fER, B, Eekicd
DREBNMFEEL D, D€ 7 = 2 RHEHETIT 3
~6% DRBZBIBEINTVE0Y, bhbho (4
BRTREBN 1A ALRICDORTH D, BIFAOR
BRi11.5% LEWENB LR, ZOMITECLEE
HCHEhi 1.8%0 LEMLTH D, CMZ DRLet
RETHREE Bbhb,

KRAXOERH 28 @A XLEREELBET K
TRER L,

X Ly
D % 25 MBEKRILEEEELEE, Fg v HOY
A, CS-1170, 1977
2) CS-1170(Cefmetazole : CMZ) : Chemotherapy

26 (Supplement 5), 1978

BPHLEHEN, M4 (13 BREXCBEERR) : KKk
Y 1 93 B Cefotiam(SCE-963) & Cefazolin
O ¥ #, Chemotherapy 27 : 472~491, 1979
BER{b$@EYs  BORYH LRE (MIC) 3

3

)]

5)

6)

7)

8)

)]
10)
1D
12)

13)

14)

15)

ko Chemotherapy 23 : 1~2, 1975

Novick, R. P.: Analysis by transduction of
mutants affecting penicillinase formation in
Staphylococcus aureus. J. Gen. Microbiol. 337
121~136, 1963

PerreT, C. J.: Iodometric assay of penicillinase,
Nature 174 : 1012~1013, 1954

Lowry,O. H.; N. J. RoseBrouGii, A.L.Farr &
R. J. RaxpaLL : Protcin measurement with the
Folin phenol reagent. J. Biol. Chem. 193 : 265
~275, 1951

BRI TER BB, HIESR, A5IAK: AR
RBipfEizwt3 5 Cefoperazone(T-1551) o g K%
REEBEHE T B 1T © & 3, Chemotherapy
28 : 584~594, 1980

BKEAR: RPEOESR LHEAORR, 2N
L JAHE 66 : 361~364, 1978

NEH B BEORRECFRREE W o R
Mo HWAMELM&HEEE 33 : 535~548, 1980
HEREH FHREHRZ, REMR—: HERRED
Foin o WML/ BE 3 : 1429~1439, 1980
Fll—R: 77 ~BEtEE K R i, SHBE 4211330
~1335, 1980

HRTH, MEXE, RININRX, HKEE, B
A, MERET, TEHIRX : HRERE, BKEW
7€ 57 : 82~87, 1980

=i R XARZHREE ZAMEECK
ﬁ)a 68~121 E) ﬁ?ﬁ&""'f VT4 7497,
1980

PEHEX : FIEE(E7 = 2R), BIKE 7:1343
~1350, 1981



134 CHEMOTHERAPY OCT. 1932

LABORATORY AND CLINICAL STUDIES ON EFFECT OF
CEFMETAZOLE ON POSTOPERATIVE INFECTIONS
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We conducted fundamental and clinical studies on the efficacy of cefmetazole(CMZ) for postoperative
infections with the following results :

1) Patients with postoperative infections were divided into groups A and B and usedfor evalua-
tion of the clinical effect of CMZ. In group A CMZ was administered immediately after development
of postoperative infections and in group B the drug was applied after other cephem antibiotics had
been proved to be ineffective. In group A CMZ was evaluated to be clinically effective in 22(85.7%)
out of 28 patients with postoperative wound infection and 4(57.1%) out of 7 with postoperative perito-
nitis. In group B the drug was effective in 8(61.5%) out of 13 patients with postoperative wound
infection and in 8(72.7%) out of 11 with postoperative peritonitis.

2) Eruption occurred in one case. Thus, the incidence of side effects was 1. 5%.

3) The kinds of bacteria isolated frequently before CMZ treatment were S. epidermidis, E.coli,
and Klebsiella sp. in group A and Klebsiella sp. in group B. Pseudomonas sp. was frequently isola-
ted after CMZ treatment in both groups.

4) MIC’s of CMZ and cefazolin (CEZ) and B-lactamase activity were determined for the bacteria
isolated from patients with postoperative infections. MIC’s indicated that gram-negative and anaero-
bic bacteria tended to be more sensitive to CMZ than to CEZ. In addition, CMZ was more resistant
than CEZ with respect to B-lactamase activity. The specific activity was below 1 U/mg protein in
all strains.

5) CMZ levels in the serum and peritoneal exudate were determined after an intravenous injection
of 1g of the drug in 2 stomach cancer patients who had been operated on 2days previously.  The
peak CMZ level in the peritoneal exudate was 20.2 and 26.7 ug/ml, respectively.

Its ratio to the
serum CMZ level was 52.2 and 47.5%, respectively.



