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PR SRS cephem, FKO037 i2 2V THARKER OEERSER 21T 5 770
FK037 DENBIREHAER TR ILEBVIFMERD 5 Bz DwT, FK037 1.0g % 60 2 TEEL,
MEEPBEEIEERTER T 40.4~68.8 yug/ml DE—Z L)L ke D, LIBEHREL, 78R

T 3.2~16.1 pg/ml, & 51z 24 BERIETIZ <0.25~0.7 ug/ml £ R oke THIKL, ser-

oma WEIEKH @ FK037 BE 13 2 il & 5 ORI T 12.2~27 4 yg/ml D E—27 VL &
%Y, THRMEET6.0~14.2 ug/ml, 24 FrE# T<0.13~4.5 ug/ml "L Tz, MBHRE
1¥ two-compartment model ® L < i3 one-compartment model iZ, seroma WEIHPERE X
one-compartment model iZ & { —8 L, AUC X1, seroma W TIZIZFREDEERL 72,
SN BHRORRE 25 Bl TIXERN 17 B, BE14 61, ©B% 26, |22 B, BRNE LU DHE
BChol, EEEFNTREEFCOFMEIIEL 22ERTHo7: (p=0.02), SBERFID
HMEZHNHRAEITON 8BRTRIEK 21K, FETH, HERBUOKERTH o,
SHERER OHEFARHELSTb I 1I3FITREXIF, B 28, FE2HOBERT
Holzo MIC BIOWHEKRTDHELTh N7z 23 R TIZ 178k, TA%DHFREFE T MIC DF
ERBRET2EARRD R, REHEFTMULI 26805 5 11 FITREXZH D S
N, FEROEEBAON 2B TCRBUER I VXA BRI bHMhtvwEdhn

726
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FKO37 RBEREFH TEHRASHCHEHFAE LTRSS
NIFREE K cephem FITH 2, KFIZ 7' 7 LGHHE, k&
BECLERE AR PVEBLTW S, Br34aH 258
FRRPECH L THERT 2B 280 T, ZOKRKEYE
|ET 5 L& bCHUBREBTROBINETEBANOEF OB
TR Lic, 2 & EBEMBTFRRR 2 &0, KR HE AR
05 KRS EGRS S L ONREERRE N T 2B
BDBPFENIBREBLOTEORBMIOVWTHRET
%,

I JLEIRR seroma MAIARBITICAAT B1RE

1. ¥RLFE

1993 £ 2 A & 1993 4 8 A DI KR KEE
FEWBERE SR B W CHLEYINAT 2 T

h, BEL, NEROTFHESMETL, 5 HUALRE
BLISBIC DWW TEMEEERET L. FK037 1 g
(F1ff) % 100 ml DA RIEKICERE, 605 THTE
BEL, MEBAhET, STEKRTE, 2, 3, 4, 5, 6, 7,
24 BERCE R, £/, AEKTHE, 2, 3, 4, 5, 6,
7, 24 FFREIZ seroma WA 2 B, ZhZThHE P HIC
MRS 2 B L, BIE X T-30C TREL .
#tkrh FK037 O ERIZE X Bioassay 2RV /2, &
KPR I & & T, B E & T i Bacillus subtilis
ATCC 6633 tk 2 HE £ R A HE K I T 5X10°CFU/ml
CERHEAZL, 7B Y UL (7B
M) AL0g RYRFSEY5 g, AZFRX3 g, BXR
K10g, FH/K1,000ml) ETOBEEMAZEFHIL .,

* T 545 KRTIb 5 EF X AEE] 1-5-7



290

CHEMOTHERAPY

OCT.1994

B PR AR i3 M 4% T<0.25 ug/ml, seroma NBIIK T
<0.13 ug/ml THh - 72, FEEE B L TREARE
HABREEMmL 72,

nE, ARBRIIBEOBHLETICE D S EMEN
EREETAEAYUFEFTCHR> CTEAK L 2&FEE
&, FEfTani,

2.8 R

SEENBREDREITR E Loz 5Bl DV THR
¥ % Table 12w L7, BEFIOERREMBEIZIZIZ
EEEECH -7,

Mm% 1, seroma WEIBHFT DFKO7TEE B £ U
compartment model iZ & % 3E¥)BHE parameter D
Wi Table 2 IR L7z, MEEFEE I SHEKTER
T 40.4~68.8 ug/ml DE—27 L)L XD, LIEH
WL, 7HEFETIX 3.2~16.1 pg/ml, & 51 24 BFfE%

T <0.25~ 0.7 ug/ml £ 57ce THICHL, ser-
oma WA O FK037 i85 i3 2 BFfE» & 5 R D
T12.2~27. 4 ug/ml DE—27 L R Y, THHE
BT 6.0~14.2 yg/ml, 24 BERE TI2<0.13~4.5
ug/ml D Vv~V ERL Tz, M8 E & two-com-
partment model L < {& one-compartment model
2, seroma ARG IEE X one-compartment model
& =B L7zo AUC i3I #E T 98~281 ug-h/ml, £l
W T 113~269 pg-h/ml, HHIZIZRZDMERRLL,

AERES L TEMENEVERIIRD 2 o7z,

II. B8 K 0 & &

1. NREFE

1993 1 A5 5 1994 &£ 1 B £ T ARMIIKEE
FEE S ELB L UBEERR I AR O A B REE
ERRICEARIGE S D 26 FERIZ FK037 2358 h

Table 1.  Background of patients in pharmacokinetic study
age | BYW | rBC WBC Platelet| AST | ALT
g (kg) .| Hb Ht | Eos € ALP | BUN | s-Cr
Case| () | pdp | (X101 Tl oy | (X100 | (g | (X101 GOT) | GPT) | {150 | o/ | mg/l
Sex (day) /mm?) /mm?) /mm?) | (IU) (IU)
a 48 62 432 | 13.4 | 38.9 | 27 2 | 258 | 15 13 78 10 0.8
F 22
b 46 50 _
v o 341 9.5 | 285 | 25 8 15 11 143 9 0.4
¢ 4; i‘g 465 | 105 | 33.5 | 45 9 | 26.7 | 27 17 114 14 0.5
d 4F5 ?2 442 | 125 | 35.8 | 59 2 | 246 | 17 32 149 11 0.5
€ 8F3 g‘i 359 | 11.1 | 32.3| 90 0o | 186 | 23 12 157 11 0.6

POD, postoperative day when study was done ;
ALT, alanine aminotransferase ; Hb, hemoglobin ;

AST, aspartate aminotransferase ;
Ht, hematocrit ;

S-Cr, serum creatine

Table 2. Levels (ug/ml) of FK037 in plasma and mastectomy-wound seroma after intravenous administration
of FK037 for 60 min and the pharmacokinetic parameters calculated
Sampl.ing ti28
me | on | 1h |1.5h| 20 | 3h | 4nh | Sh | 6h | 7h | 24n | OF AUC
iz, (ug+h/ml)
Case (h)
a Plasma NT 40.6 | 35.4 | 26.4 | 17.6 | 11.3 9.3 5.1 | ND*! 3.9 142
Seroma ND=*2| 23.7 27.4 | 24.4 | 18.0 | 12.3 9.4 6.0 | ND*? 0.5 149
b Plasma ND*' | 58.6 24.9 1 19.5 | 12.1 8.3 4.5 3.2 | ND*! 1.6 137
Seroma ND*? 4.5 14.0 | 13.6 | 15.5 | 12.8 9.1 8.2 0.3 3.4 113
¢ Plasma ND*'| 68.8 24.2 | 21.9 | 16.9 | 12.8 7.1 5.8 | ND*! 2.3 172
Seroma ND*? 4.8 12.3 | 13.2 | 20.7 | 16.4 | 13.8 | 10.0 0.9 4.1 152
d Plasma ND*'| 40.4 22.4 | 13.7 9.1 5.2 4.2 3.2 | ND*! 1.6 98
Seroma ND*? 6.5 11.8 | 10.6 | 11.0 | 12.2 7.6 9.4 0.5 3.7 119
e Plasma ND*' | 68.2 41.8 | 34.8 | 20.8 | 17.2 16.1 0.7 4.0 281
Seroma ND*? 2.1 9.2 | 14.1 | 22.9 ] 16.9 14.2 4.5 7.7 269
ND*!, <0.25ug/ml; ND*2, <0.13ug/ml; NT, not tested
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B2 RRET U 72 o RIE DER R BN R ASFE a] BE 72 25 Bl D
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2rEHRBAET L OMBEAFEIE - MIC 28Kt
L7zo

FK037 # 1[E0.5~2.0g, 1H1[E»S 2[E, 5H
DERET 20 REFERE LT SEARREEBREDE
FriTolc. HL, BHIDBRER, o hiiFED
ELERDIBFETIE 4 HEOKRE THFHENRE L
126

BRZNR OFIE LR AT L KEE AN RO ESH B
SHIORBPIERFRNRUEREE -T2, T B,
%) 5854 5 LA 2/3 LLE D KRR A %
L7z3g&, A% 6 B 5 7 HiC 2/3 LLED ARERER
DHELIES, RPEZ : SH2S 10 Bz s ho
REEROMWED A & NIGE, R £ LEER
DEEBAH SN, WELKES E L (Table
3o

HEFERNRILIGRATRREL S DBESNED
HREYL-T, HE, BRR, B, TED4EET
L7z, 28, JHEN R Rk CIRRERICED,
BRE DD ORENPERIT & 2 < o 1B EIREEK
L7, &7, BBEEORHESh L L& 3HfESN D
EBABEEEATTHMT2b0EL, EHERTHEICZ
SEABEODE I 0 = — BB LI5S, HH0IE
—HEOHK LGS, BPEHELz, B LI
BEBBRFORAES T X THEL, HIEOE I
ENFEBZDABEKHERITI L E LT,
SEEEOERFC N T B MIC 1 HA(LEEEES
R L DBEIEL Y,
RARMEEIC DL CRERNIC I EFEREZS DN
BEIC L 2ERESIC B 2BIER, BARREMER
DYEEHEOITHE U TIT L,

A BE¥-BELR

BB U T MEAS 200% LA EDZEEY

B. E¥E-E¥ LR

BAEMIEFEE ERO 120% LU D% E)

C. EE-IFE BELEH

D. EF BERET
DELBE OV TIHAX CEE L2,

HEBMERHE L LT,

1. FRMERF

Hb 3.0 g/dl AL OZE & 72 (38 0 Bk
2 . ITEEER
HWETEHER 10% %282 5

3 I/IMR
10 FRAF, 2fELA Lo
L7z, EWHREHEEREELI,

78, 2EEOBMCLABRICIVIEREAR
Table NOEEHIZ DWW THIRERD 2 L IIxXLd 5
BEREYBETEDRLE2X289HFKELT, F1-FE
DNEFFSC LV EEREEEL b D THBHEI
I cut off point DEIETHREINDS 2 X 2 3E|FK L
L T Fisher DE#EEFHEHE L " REL AV,
BHRHOBEMEEHRET L1z,

¥7z, AABRIEVEEPE LERE BEOAHL
BECEILBMBHEBETAALVY Y FESWC
BoTEDoN, EEE VL, OEICXBRERS,
EiTanlz,

2. % B

BERENEEZFML 2 25B D E®RIZE 13 T
19~83 %, F1956.6+20.55%, & 12 T i3 24~86
=, 9 62.7+18.1 8, &&T 25 BITiE 19~86 %, F
¥159.5+£19.6 R TH > 7z, HEIZFE 13FITix 40~80
kg, 9 56.8+9.0 kg, % 12 I TiF 36~95 kg, T
50.6+14.5 kg, &at 25 B Tid 36~95 kg, ¥ 53.8+
12.4kg THoTzo HMBRESEIZIE 13FITIZ8~64 g,
¥#16.7+14.0g, 1261 Tix3.5~28g, F 1Y
13.8+7.7g, G&F25%ITIx3.5~64g, F#15.3+
11.5g ThHo7 . HEHAMIZE 13Tz 4~32 H, F
¥8.4H, w12HITIX4~14H, FY7.3H, &5t 25
BTz 4~32H, FHT8HOBERTH > 72,

1) ERRZNE

BREH Z & DEHIIE Table 4 IZ7RL 7z,

Table 3.  Grading of clinical response to therapy with FK037
- - ; - o
Day of judgement® - Signs 1mprﬁ\id6ét()tal signs (/(E))~13
0~ 5 Excellent No judgement No judgement
6~ 7 Good Fair No judgement
8~10 Fair Fair Poor
211 Poor Poor Poor

*Day after treatment began.

Total number of signs was 1~6.
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FRIRZh# 1 Table 5 1R L 72,

HE BB DERZhE X Table 5-1 1Z/RL 72,

KRR OERZREENTb NIz 25 B TIER 17
B, Bxh4fl, PER2H, Esh2 6, EHLER
REDR AR UUDBER TH > —REDEE
K 1PIIER, FLvF—IhoBEEXRSFITIE, EX
78I, 3 1E, BEXFIIER, BEX 2T
52 B, WROBEERNRE 2 HITIELRER 26,
Y UoRER 1 BlEER), BERERE 1 B1kER, ALFIA
BHABES 1 B3 E%h, K TIEE 1 51idER), MIRAIRSE

1 Bl BZ, MHLBIRS 6 HlTixER 461, BX 14,
5 1 FIDFERTH - 72,

MERE DD EREER O B R 2R 1 Table 5-2 II7R
Lz BAEDSEERER DEREIRHELSTONT
21 flcik, 301581, B%h 361, LER 16, £
26, BRNR 6% DERTH - 72, JEDTBERS: 6 BT
WEER 5 B, A1, BEMERE 4TI, EH3
B, B 15, 2tRBRE8HITIR, EX6H, B
2h1%, #h160, 3HRLIEDREIFTIE, EL1
B, 16, EH1IFOERTH -7,

Table 5-1.  Clinical efficacy in different infections

Numbers of patients with clinical efficacy of

Disease
Excellent Good Fair Poor Total

Cholangitis 1 1
Cholangitis D 7 1 8
Cholecystitis 1 1
Peritonitis 2 2
Po intra-abd. infection 2 2
Lymphadenitis 1 1
Abdominal wall abscess 1 1
Periproctal abscess 1 1
Subdermal abscess 1 1
Cicatritial infection 1 1
Po wound infection 4 1 1 6
Total 17(68%) 4 2 2 25

Efficacy rate (84%)

cholangitis D, cholangitis during biliary drainage of any type;

intra-abd., intra-abdominal ;
po, event occurred postoperatively

Table 5-2.

Clinical efficacy in single or mixed infections

No. of strains

Numbers of patients with clinical efficacy of

isolated at start

Excellent Good Fair Poor Total
Not detected 5 1 6
One 3 1 4
Two 6 1 1 8
Three or more 1 1 1 3
Total 15(711%) 3 1 2 21

Table 5-3.  Clinical efficacy by severity of infection

. Numbers of patients with clinical efficacy of
Severity

Excellent Good Fair Poor Total

Mild 4 1 5
Moderate 13(72%) 3 2 18
Serious* 2 2
Total 17(68%) 4 2 2 25

*, p = 0.02 (excellent and good vs fair and poor)
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EHEE R OBKRENER X Table 5-3 R LT, BEE
A OEERZNBEIELITONI 25 BITIIZR 176, B
Hagl, ER 2, EX2 B, BMEUBDER
Thoteo BIESHITIIER 4B, B 16, DEE
18 Bl Ti3E%N 13 B, B%h 3 B, R 2 B, B 89%
T, BEE2HITEIRRER 2HORBRTH >, B
BITOEBKRIIEL 2B ERTH -7 (p=0.02),

2) WEERZR

DEEE R OME AR L Table 6-1 12T L7, 43
BE R OHIE FHIRIRHE LI Th LTz 28 BR T3, 14
218k, TETHR, HEEDBUOERTH 57,

BRAEOSECRER OMEZENZIE X Table 6-2
R U Tz, AR O DBEEREER] DM 2 #5h R E H3
Tohl: 13BITIIHEE B, B 281, TE 20
BThotr, BHERE4HITIE, HEIH, F&1

Table 6-1.

Bil, 2 KRG 6 FlTIELS B, WA 16, 3HkEILE
DRBG: 3FITIHEK 1H, B 16, T&E 1FIORR
THo1z,

3) SRR D MIC

BRI D BEE B D MIC i3 Table 7-1 WXL
720 SYBEER D MIC HIZEATh Iz 27 BR T, 0.024
ug/ml 38K, 0.05ug/ml 34k, 0.1xg/ml 4%k, 0.2
ug/ml 28k, 0.39 ug/ml 2#k, 0.78 pg/ml 1%k, 1.56
ug/ml 1#%, 3.13 ug/ml 1%k, 6.25 ug/ml 2 #%, 12.5
ug/ml 1 8k, 25ug/ml 4 #, 50 xg/ml 1 #&, >100
pg/ml 28k, DERTH -7,

B & MIC BID#H %3 IE Table 7-2 /R L7z,
MIC Bl EERFEDHE L ITb Iz 23K T 175
T4% DIERETH 57, 0.024 ug/ml 2K TIE 1 5%,
0.05 ug/ml 34k TI 28k, 0.1 ug/ml 3ERTIZ 38K,

Bacteriological response by bacterial species

Bacterium isolated at start

Numbers of strains with
bacteriological response of

Eradicated

Persisted Total

Staphylococcus aureus
Staphylococcus epidermidis
Coagulase-negative staphylococci
y-Streptococcus
Streptococcus D-group
Enterococcus faecalis
Enterococcus faecium
Enterococcus avium
Escherichia coli

Klebsiella oxytoca
Klebsiella pneumoniae
Enterobacter cloacae
Proteus mirabilis
Aeromonas hydrophila
Pseudomonas aeruginosa
Bacteroides fragilis
Peptostreptococcus sp.
Clostridium sp.
Bacteroides sp.

1

—_

— o O

—
T T ST S I e SO RS- B I SCR SCR S )

Total

g [ O S e

(75%) 7

(3%}
N
oo

Table 6-2.

Bacteriological response in single or mixed infections

No. of strains

Numbers of patients with
bacteriological response of

isolated at start

Eradicated Decreased Persisted Total
One 3 1 4
Two 5 1 6
Three or more 1 1 1 3
Total 9 2 2 13
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0.2 ug/ml 28R TIX 24K, 0.39 ug/ml 1 #RiZ WK,
0.78 ug/ml @ 1 BRIZAE, 1.56 ug/ml 1 BRIZIHE,
3.13 ug/ml @ 1 BRIZTE, 6.25 ug/ml 26Tt 2 £,
12.5 ug/ml 1#RTIE 18K, 25 ug/ml 4 BRTid 3 £kl
%1, 50 ug/ml 1 ERIZFZ, >100 pg/ml 1 HidiE%
L7z,

4) BIfEAB L VBERREMORELE

B EARIER & L CIRER 11 TRARIGEM &
& iz 03, dermography fEK & DEFNIHELEIIC L D
EREN TR, FREHEIIMEN & 2 EE TR
PEROSBER L, BABHEBIN D EEZ TS
B, EHEFI T 3 BRI IZIMEHREH 3 g/dIETLT
Wiz,

FEMBER SN LR OBRREMBIC OV TR

Table 8 iZR L7zo 26 BID S & 11 B TREZENHFE
® 5Nz, FER 22 TIRIMIMRY LR U723, IHLE I
BETHZELESZ TRV, EFE6, 10, 11, 18
TIMEENMET L, EF 14 TIZ EF L7z, iEHF 6
TRIETHEYE L RF I NI, KH & OBRIZIERH
ERTOVRG, EFT7, 8, 23 TIFEHROEENAH S
Nz, FI2ETCREREOBERDZ 0 bHNE L
LENTV 3 ER 4,22,25 Tid ALP {ES R L 72,
fEB 22 TLIARE & OBEfER L, ERFI4, 25 Tld AST
(GOT), ALT(GPT)D LR b & 5tz 8, HYEITE
BERBCLZ2bDEF 2, FElL OBFICIMNA T
2z,
m. = %=

BOETHBEEENAORERE LY, L SADES

Table 8.  Laboratory data before (B) and after (A) treatment with FK037
Case | RBC Hb Ht | wBC | Eos | pLT | ASTo ALLL AP BUN | scr
4 3 o) 2 3 0, 4/, 3 ’
no. (X10*/mm?)| (g/dl) (%) |(x10¢/mm*)| (%) [(x10*/mm’) ) (10) ) (mg/dl) | (mg/dl)
1 B 391 13.1 37.7 105 1.5 14.7 93 77 58.8
A 354 11.7 34.3 85 2.3 14.0 80 65 52.2
2 B 407 11.5 34.0 78 34.7 117 92 9 0.5
A 437 11.8 34.1 67 5.0 41.9 22 27 593* 11 0.7
3 B 288 8.6 26.5 97 1.0 52.6 8 12 1,176* 9 0.6
A 261 7.7 23.7 106 1.0 50.1 14 30 1,324* 4 0.5
4 B 397 11.4 34.3 106 5 30.8 45 32 772* 12 0.6
A 362 10.6 31.6 50 1 35.1 90 63 1,526* 11 0.6
5 B 466 9.7 32.0 76 19.0 32.7 89 254 410* 11 0.4
A 476 9.9 33.0 68 15.0 29.2 86 220 489* 7 0.4
6 B 398 12.3 35.8 130 2.0 39.0 91 282 372* 8 0.6
A 355 10.3 32.1 54 46.2 69 217 8 0.5
7 B 422 11.9 36.6 73 8.0 41.8 14 17 212+ 11 0.6
A 458 12.9 39.2 75 19.0 40.8 38 40 299* 9 0.6
8 B 398 12.3 35.1 78 0.0 43.9 232 484 1,080* 12 1.0
A 384 11.3 33.0 79 8.0 44.1 227 347 1,377 8 0.9
9 B | 331 9.6 | 26.6 162 1.0 | 31.2 | 1,000 | 623 214* 16 0.7
A 306 8.8 24.3 117 30.6 46 87 22 1.6
10 B | 469 154 | 44.1 108 0 14.1 152 | 151 356° 27 1.2
A | 403 13.2 | 38.0 59 3 25.9 71 68 302* 15 1.0
11 B 531 16.7 49.0 108 0.5 30.0 15 18 6.3 19 0.6
A 421 13.3 38.8 70 2.4 22.5 10 11 4.9 9 0.8
12 B 464 13.5 40.6 181 1.0 46.7 12 12 7.5 10 0.6
A 467 13.1 40.4 78 3.4 54.8 35 13 7.6 10 0.8
13 B 493 15.5 45.4 150 0.3 23.5 9 6 8.0 10 0.9
A 458 14.4 41.9 146 0.5 34.3 9 8 6.2 8 0.9
14 B 320 9.8 29.0 133 1.7 48.1 50 57 15.6 13 0.7
A 414 12.3 36.6 143 0.3 52.2 24 37 18.1 16 0.7
15 B 402 11.7 35.7 104 0.9 37.2 37 82 15.1 15 1.1
A 385 10.8 33.5 80 1.0 72.4 21 45 21.3 12 0.8
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Table 8.  Continued.

Case | RBC Hb Ht WBC | Eos. | PLT (é‘g% (ég) (Qk% BUN | S-Cr
no. (x10¢/mm®)| (g/dl) (%) |(x10¢/mm3)| (%) |(X10‘/mm’) ) aw) " * | (mg/dl) | (mg/dl)
16 B | 538 6.7 | 495 134 23 | 27.6 18 33 83| 11 0.9
Al 570 173 | 515 76 29 | 33.4 27 30 100 12 1.0
7 B | 240 72 | 21.0 36 06 | 14.4 15 8 67| sl 1.0
Al 220 6.9 | 20.0 30 0.4 13.3 2 20 75| 28 0.8
18 B | 462 ns | 37.9 330 0.1 | 43.0 22 12 38| 19 0.7
A | 38 98 | 311 68 3.4 | 39.2 13 11 3.0 10 0.6
19 B | 446 w1 | 421 69 09 | 181 61 9 72| 19 0.7
A | 468 144 | 4.0 48 1.7 | 22,0 40 78 6.8 | 10 0.8
20 B | 49 3.4 | 0.9 103 0.5 | 435 16 13 5.3 8 0.7
A | 40 12.8 | 39.0 50 57 | 32.8 14 17 5.9 7 0.9
21 B | 407 2.1 | 36.0 80 0 33.9 21 22 231° 12 0.9
A | 418 12.6 | 37.4 62 40 | 313 15 13 218* 10 0.7
22 B | 360 N3 | 32.6 139 10 | 237 8 | 171 274° 5 0.8
A | 315 9.7 | 281 116 1.0 | 525 12 84 933° 10 0.9
23 B | 35 0.3 | 325 65 1 20 8 134 | 105 3227 18 0.7
A | 346 ns3 | 32.3 38 10 17.6 4 | 131 309° 14 0.6
24 B | 342 0.7 | 311 109 58 | 214 40 19 2| 2 1.1
A | 300 9.4 | 276 97 7.4 | 23.4 49 24 s | 15 1.0
%5 B | 399 2.7 | 36.8 87 3.0 | 21.0 37 10 184+ 19 0.8
A | 439 143 | 39.9 101 6.0 | 35.8 65 | 110 455° 18 0.8
% B | 328 9.9 | 296 93 3.0 | 36.3 13 15 129+ 8 0.5
A | 332 0.0 | 29.9 57 3.0 | 51.8 15 2% 116° 5 0.6

AST, aspartate aminotransferase; ALT, alanine aminotransferase; Hb, hemoglobin; Ht, hematocrit; PLT, platelet;
S-Cr, serum creatinine

BX 7 x LRI FFE - TERENTWwD, BERESTE CTM Tix 711%", CZX TR 9% DEMERNEZ SN
R &1 T b B i cefazolin (CEZ), ceftizoxime 72D L TS EORE IR 84% & RBRDEHICEHK
(CZX) #BFERFE L Tv> %, Aminothiazole 2H¥kD LizbDTHoz,
77 ARMEONMEEBETTEIC L 2 EHOSRE S FEMBRORIBRL N T 2 ERAME2RE S LEZ,
7z cefotiam (CTM) 3T ENR E LIS, FMANCLFET % seroma ~DEFDOBITERETL
CEZ et L THWVAERE, & QICRERBREOHEIC o, UEMEHOEIRL IASEDRED—H CRER
BEBCEVENERERD 5 I ENR SN, LEDLIERL AR BRVEITH B9 ZDF
CEZ 3t - BN/ ENEE - RN, oBELE BRECHEROACLDBRINAE LDTIREZ VD
HZREINTV S, CZX TR, 77 2BEECNT 25 b Lhky, SEORBRTLEM#ED seroma W
BAOMNE S HEEIND, 77 LEHEBC TPy NOFRFIOBATIZRIFT 60 AT LI5S, AEHKT
BB T 2HEIBETLTLE o9 25 HEHETRIFMLVALBEBE 255, Bhg4EHT
HOMMEED T T OHARBEEBRE I L VBN 3HEL, AUC TRIMEL AL ELLENR LI L
BHOERMNELE SN, hTLIET FVHREOEIE MR INiz, Ihid seroma NEIRESE L RINOEOD
EHRT BETOL T ABHEC LT ARTE  FARET, METORFISEEOBEE TRABIT
HEBHTHHREFABELEN TV 5, THIERBFELTE W, ZOBREEIE, Bk
DR THES NS ERI+IREREEL2E  RIGEEMR & iz cephem # cefozopran i D> T
KTEREE S %0, FRIDHRRABRTIIERHEIE  bRENTVE9, Tabb, KEIC & D HEBMEOA
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BRDWEEREZIT ORI RENIRTH B, RAKOK
HiZEA 512 & 5 T aspoxicillin (ASPC) DWW T{T
b, ME1IHBD R v—H#% Tlx ASPC #* one
shot #E L7235 E& 1 2 ~ 3EEUB TME LY N &
O THEENSEE L Z EERLTWEIY, Zi, FH S
i cefoperazone (CPZ) 2D\ T 5 BFREILARE CRIER I
MBEVALVEDHTHENIELESL I EERLTW
518,

HRER R N 13 BB A R 0 B R e > D 43 B
REBNDOFE L2 VH, BEFITREVIERT, &4
B/ 7B -BEAERE L bICISBREBINI,
MIC DIBEWERT L K HEL D, BORTHHEEER
B, 7v—7 KA b EROWEE Lo,

BfEREIERILE 41 B HAbEEEESAER
KIRBESFHE S >R Y v A FK 0379 D4RISEER 80 41
ZIRED 5N TR, 11 FICRE[REY H
Boh, ZIZRRERETEL TLE I TrH 54,
FHREHIE TIHEBEERES 2R LTz 2 B AH & oR8F
BRONI ARG DWW T RENBRERER 2 S D,
1Bl THRE -0, 1BITHEMELHEI N
oD WHRERE R Tbhihrolz, BHEICE 5T ce-
phemFIMFEHTE 20 ESI B KELMETH 3
75, rechallenge B %1T> T THERL 2L D 2HE
EThHAI,

Ak, FKO37 XA BHEEUREE A L THERED
HRrcEs2ERTH S,
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New semisynthetic cephem, FK037, in the treatment
of patients with surgical infection

Ken Morimoto, Hiroaki Kinoshita, Shuichi Nakatani
and Shoji Kubo
Second Department of Surgery, Osaka City University Medical School
1-5-7 Asahimachi, Abeno-ku, Osaka 545, Japan

Takami Ueda
Department of Surgery, Hattori Central Hospital

Mikio Fujimoto
Department of Surgery, Fujiidera City Hospital

As part of a two-part investigation, a pharmacokinetic study was performed with 5 patients after
radical mastectomy as the subjects. One gram of FK037, a new semisynthetic parenteral cephem, was
administered intravenously over a 60-min period and serial samples of blood and mastectomy wound
seromas were taken. The peak levels of FK037 in the plasma were 40.4 - 68.8 xg/ml 1 h after the
start of administration, and the levels decreased to 3.2 - 16.1 yg/ml at 7 h, and <0.25-0.7 xg/ml at
24 h. The peak levels of FK037 in seroma were 12.2 -~ 27.4 ug/ml at 2 to 5 h, with a decrease to 6.0
-14.2 yg/ml at 7 h and to <0.13 - 4.5 xg/ml at 24 h. The levels in plasma were simulated well by
a two- or one-compartment model and levels in the seroma were simulated well by a one-compart-
ment model. Areas under the curve were almost the same in the plasma and seroma.

In the second part of the study, 25 surgical infections in 24 patients were treated ; additional patient
could not be treated as planned because of positive results of a skin test for sensitivity to the drug.
Clinical efficacy was excellent in 17 infections, good in 4 infections, fair in 2 infections, and poor in
2 infections with an efficacy of 849%. The efficacy rate was low in the 2 serious infections (p=0.02)
compared with infections that were not serious. The bacteriological response of 28 strains of 21
bacterial species isolated was evaluated. Twenty-one strains were eradicated and 7 strains persisted,
with an eradication rate of 75%. The bacteriological response of the host was evaluated in 13
infections. Bacteria were eradicated in 9 infections, decreased in 2, and persisted in 2. The becter-
iological response could be evaluated in 23 strains from among the strains isolated of the 27 strains
for which the MIC was calculated, and 17 strains (74%) of them were eradicated, but no correlation
of the rosponse and the MIC was found. The safety of this drug could be evaluated in 26 infections.
Abnormal changes in laboratory test results were found in 11. Two such changes involved eosino-
philia and the attending physicians reported the drug as a possible cause.

FK037 seemed to be fairly effective for surgical infections including those with involvement of skin
and soft tissue.



