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Table 1 Sensitivity distribution of clinical isolates

MICw% MICw%
E.coli 0.39 0.78
K.pneumoniae 0.2 0.39
Indole positive Protexs 0.39 313
E.cloacae 6.25 100
C.freundii 1.56 100
Serratia 313 25
ug /ml,105cells/ml
(YM09330 New drug symposium”)
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Fig.3 Number of cases subject to analysis

Total number
of cases

1gx2 80
2gx1 92
Total 172

Evaluation
of side effects

"Evaluation
of efficacy

Number of

Number of
drop out cases

drop out cases

1gx2 11 1 - 1gx2 0
i1 13 _Ex1 1
Total 26 Total 1

Number of Number of
cases evaluated cases evaluated
1lgX2 69 1lgx2 80
2gx1 77 2gx1 91
Total 146 Total 171
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Table 2 Background characteristics I

Characteristic 1gx2 2gX1 Statistical analysis
Male 51 64 X3=1843
Sex
Female 18 13 N.S.
16~19 4
20~29 2 2
30~39 2
Age Z=0378
40~49 10 4 NS,
50~59 12 9
60~69 13 20
70~79 29 36
~<40 6 5
Body weight 405 ~<60 37 49 Z=0.775
(kg) 60s ~ 23 19 NS.
Unknown 3 4
A Cystitis 37 22=1500
Diagnosis of Pyelonephritis 28 35 &=3)
infection Post-prostatectomy 3 4
‘ NS.
Others 0
1st group 19 22
i 2nd 2
jl‘ype 'of . Smg!e group =109
infection infection 3rd group 6 5
df =5
(UTI ) 4th group 1n 9 ¢ N.S.)
grouping Mixed 5th group 21 25
infection 6th group 10 14
Not indwelt 29 30 x2=0.142
Catheter
Indwelt 40 47 N.S.
+(5~9) 3 7
Grade of +(10~29) 21 24 Z=1491
pyuria
(cells / HPF) * 10 18 P=0.1359
# 35 28
Normal 57 68 X1=00722
S-Cr Abnormal 5 ; S
Unknown e
Function of Normal 55 69 x2=2787
the kidney Abnormal 14 8 P=0.0950
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Table 3 Background characteristics II
(Clinical isolates)
Drug No.‘ of MIC so% MICwo% Test
Organisms strains (eg/ml) (ug/ml)
1gx2 17 400 400
S.faecalis N.S.
g 2gx1 14 400 800
1gx2 25 50
S| Other GPC £ N.S.
T 2gx1 7 6.25 50
© 1gx2 22 200 400
Subtotal _
2gX1 21 200 800
. 1gx2 15 0.1 0.19
E.coli N.S.
2gXx1 12 0.1 0.19
. lgx2 10 0.19 0.39
Kilebstella N.S.
2g X1 9 0.1 0.19
1gx2 13 1.56 3.13
Proteus P=0.2377
2g X1 22 0.39 1.56
Enterobacter 1gx2 1 50 50
P=0.0191
3 Citrobacter 2g %1 9 3.13 50
S 1gx2 20 25 50
—_ Serratia P=0.5435
0 2gx1 27 25 200
© lgx2 7 400 800<
P.aeruginosa P=0.3466
2gx1 13 400 800
Other 1gx2 11 100 200
P=0.0217F
Pseudomonas 2gXx1 3 50 50
Other 1g X2 14 50 400
P=0.1505
NF-GNR 2g X1 8 100 100
1gx2 91 12,5 100
Subtotal
2gXx1 103 3.13 200
1lgx2 113 25 200
Total
2gx1 124 25 200
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Table 4(A) Distribution of sensitivity of isolates (10° CFU/ml)

Isolated organisms I‘::- E - Y Y R T § MICso MICM;
smimd§§3'2§a§@§£8§§§§/\ % %
S.faecalis 31 41 8| 9/ 7) 31400 800
Saureus 4 2 11 6.25 | 50
O | Sepidermidis 4 2| 1)1 6.25 | 50
& Sfaecium 0 ‘
g BStreptococcus 1 1 625 625
o GPC 2 1 1 25 200
Subtotal 11 5 3| 2 1 25 50
E.coli 26 3 [11]10] |11 01 | 019
4 8 K. pnewmoniae 16 I|6]51 1 1 1 0.19| 0.39
X2 K.ozaenae 1 1} 019 0.19
P.vulgaris 3 1]1 1 01 [ 313
P.morganii 12 211|131 2 1] 1 0.78 | 156
2 P.mirabilis 5 3] 2 0.05(, 0.1
3 P.inconstans 3 1 1 1 0.78 |: 50
S | Pretigeri 8 2| l4]1 1 156 313
Proteus sp. 2 1 1 0.19| 25
Subtotal 33 4|16/ 2|/3{4|5/| 4 3| 2 0.78 | 3.13
5 § E.aerogenes 3 1] |1 1 0.78 | 3.13
_§ -§ E.cloacae 4 1 1 1 1 6.25 | 200
g 3 | Cfreundii 3 1 2 50 50
5 @ Subtotal 10 1/1]1 2 3 1 3.13| 50
Serrvatia (S.marcescens) 43 216 4]2 9] 21 5| 3 1] 25 100
H.alvei 2 2 25 25
P.aeruginosa 18 1| 5| 5| 3} 4400 800
§| Poputida 1 11111 100|200
S| Pomaltophilia 1 2 200 {200
§ Y| Pocepacia 4 1l |1 1 50 {400
e Subtotal 12 3] | 2] 23] 2 100|200
A.calcoaceticus 6 1{ 4 1 100 100
A.bronchicanis 4 1] 1) 2| 400 |800
A faecalis 0
A.denitrificans 1 1 0.39| 039
A.xylosoxidans 0
[ A chromobacter sp. 1 1 100 100
gzp A.hydrophila 1 1 039 0.39
% F.meningosepticum 1 1 50 50
5 Flavobacterium sp. 2 1|11 50 100
S A.viridans 1 1 0.78 | 0.78
© | oNr 0
Subtotal 17 21 31 6| 1] 2| 2 100|200
GPC total 42 5 31 2] 4/ 9] 9] 7131200 400
GNR total 178 8 (23(19|7{7|8(13| 5| 5|14[20(11|16|12] 55| 6.25|100
Total 220 8 [23[19] 7[7]8[13|10] 5 {17|22]15]|25(21]|12| 8 | 25 |200

«MICn% <% 3 - CTMICso% &L 72,
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Table 4B) Distribution. of sensitivity of isolates (108 CFU/ml)
Isolated organisms No. Bl |ovler|oo|w|elin]w 8 | MICs0 | MICs0*
of 1551z 12|2|E12138|5|2l518]8]8 87| % | 4
strains '
S.faecalis 31 3 7i 16 | 800 >800
S.aureus 4 2|1 I 25 400
) S.epidermidis 4 20 1)1 25 | 200
% S.faecium 0
3 BStreptococcus 1 1 125 | 125
o) GPC 2 1] 50 |>800
Subtotal 11 1] 42]1]1]1 1] 50 |[100
E.coli 26 5/ 9] 7 1]1 0.19] 039
S x| Kprewmoniae 16 2] 3] 6 1 1 1] 039] 078
X R Kozenae 1 1 039 039
P.vulgaris 3 1 1 019 125
P.morganii 12 2l |1]3]2 11 |1 1 156 25
@ P.mirabilis 5 3| 2 0.1 0.19
S P.inconstans 3 1 1 1 1.56 | 200
S | Pretigeri 8 11(3]1]1 1 | 625] 25
Proteus sp. 2 1 1 L 0781200
Subtotal 33 135/ 1/2|5]3(3[3|2] |1]3 1 ’h 156 | 125
§ 2 E.aerogenes 3 1 I/1 125 | 25
S S| Ecloacae 4 1 1 11,100 | >800
3 g C freundii 3 ERIRIE :ﬁ “ 1200 1400
D o Subtotal 10 1 |1 2 117111 ’f 25 1400
Serratia (S.marcescens) 43 22542010 7‘ 1‘10& 200 | 800
H.alvei 2 1 11 200 | 400
P.aeruginosa 18 s '76 >86i)7\ >800
§ | Pputida 5 1 11 2 400 >800
S| Pmaltophilia 3 1 1 1“ 800 | >800
5 3| Pcepacia 4 1 20 111400 1 >800
S Subtotal 12 3] 113174 400 | >80
A.calcoaceticus 6 1 4 1 800 8()) B
A.bronchicanis 4 4. >800 | >800
A faecalis 0 | :
A.denitrificans 1 1 F 0.78 0.78
A.xylosoxidans 0 ‘
% Achromobacter sp. 1 1 1 400 400
O A.hydrophila 1 1 {1313 313
% F.meningosepticum 1 1 [ ” 400 400
- Flavobacterium sp. 2 20 1 1400 | 400
£ A.viridans 1 1 078 078
© | oNR 0 f
Subtotal 17 2] |1 RRRRIEE r800 >80
GPC total ’ 42 1 I 717l 800 1 >800
GNR total | 178 l)lO)l?flG 9656|887 l 19@7" 50 fsoo
Total | 220 | [1]10]17]16[9 [ 6]5]6|9]12]9 15[22[2 16/54] 200|800

+MICn% <% 4 > TMICs0% & L 72,
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Table 5 Overall clinical efficacy
Pyuria Effect on
Drug L.
Cleared |Decreased |Unchanged bacteriuria
18X2 || 11 5 16 35(51% o
Eliminated g 14 > g
2gx1 9 7 17 33(43%)
;. 1g X2 1 5 0 6( 9%)
'g Decreased ( 0
2 2g X1 2 1 1 4( 5%)
(33
5 1g X2 3 2 7 12(17%
§ Replaced (7o)
2gx1 4 3 5 12(16%)
1gX2 6 3 7 16(23%)
Unchanged & (237
2g X1 7 7 14 28(36%)
. _ 1gX2 | 24(35%) | 15(22%) | 30(43%) 6 o
Efficacy on pyuria total
2g X1 22(29%) 18(23%, 37(48%) 77
Overall
Drug Excellent Moderate Poor effectiveness U-test
rate
1g X2 14 32 23 46/69(67%) Z=1.509
2gX1 9 35 33 44/77(57%) P=0.1313
Evaluation of efficacy on bacteriuria
Drug Eliminated Decreased Replaced Unchanged Total U-test
35 6
1g X2 51% 99 12(17% 16(234 69
g (51%) 9%) (17%) (23%) 7=1.450
41(59%)
33 4
N P=0.1470
2g X1 43%) (5%) 12(1625) 28(36% 77
37(48%)

(A,B) DZklieitB, Rihd Fig.d KROhBIE
QBEBEOAKE LTO MIC A, TRMOZENR
LAEBDHLRTWIg,

%7-, Table 15 (A,B) tRH N2 T LK S HHE
elimination rate % 1g 2E#HEE 76.1%, 2g1 [
ERET1.0% LAEEOZEILL, WECRT 2 MEF
B R s X Oa R M BUEE L MR A RE LR -
o

(¥R max. MIC ff & ¥BRZHR)

Cr ¥ COMBEFHSNTIE, 1g 2EFE 2g 11
BRLOMRP ENDD L) BKRFTRY 3iBiTEn
Vo F T, JaREHi0 max. MIC O fED MEEHIZHRD

RO K% T8 » Thico max. MIC & IXEEGID by HE
ThDHENEROBETIE, ThHD 5 b MIC 23
BEOEY FOIEFINEEROMRE MIC & LTHALLD
DTHDH, Fhi ¥ Ld 0 2 Fig.5 (A,B) TH
Do BT X o THELILIDLHEELED o2 HDIT
N, EERLURh-BREED MIC %, RpHoHic
AL, RepEMIC BREHO max. MIC %, —RK
BETHVLRhS disc BEET A+ O IR bt
THBLT, 0.025~3.13 pg/ml : (4), 6.25~12.5 pg/
ml: (H), 25~50 pg/ml: (+), 100 pg/ml Ll E: (=)
ELTERERD VS AORIEEARY 2 LD TH B,

FOMEEERRY MHESHIIC HBL T A% L 50 pg/
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Table 6 Overall clinical efficacy classified by type of infection
No.of cases Overall
Group Drug ) ExcellentModerate, Poor |effectiveness U-test
(A of total) rate (%)
1lg X2 19(27.5) 3 10 6 68 Z=0.545
Ist group
2g X1 22(28.6) 3 10 9 59 \ N.S.
1gXx2 2( 2.9) 0 2 0 100
2nd group —
2gX1 2( 2.6) 0 2 0 100 ‘
Single 1g X2 6( 8.7) 2 4 0 100 Z=0.354
. . 3rd group
infection 2gX1 5( 6.5) 1 4 0 100 ~ NS
1g X2 11(15.9) 3 5 3 73 Z=0.932
4th group
2g X1 9(11.7) 2 2 5 44 P=0.3516
1gx2 38G51) | 8 | 21 9 76 Z=1.179
Subtotal
2g X1 38(49.4) 6 18 14 63 P=0.2382
1g X2 21(30.4) 4 6 11 48 Z=0.430
5th group
2g X1 25(32.5) 1 11 13 48 N.S
Mixed 1g X2 10(14.5) 2 5 3 70 Z=0.604
. K 6th grop
infection 2gx1 14(18.2) 2 6 6 57 N.S
1g X2 31(44.9) 6 11 14 55 Z=0.721
Subtotal
2g X1 39(50.6) 3 17 19 51 P=0.4712
1g X2 69 14 32 23 67 Z=1.509
Total
2g X1 77 9 35 33 57 P=0.1313
1gx2 29(42.0) 7 16 6 79 Z=1.293
Without catheter
2gX1 30(39.0) 5 14 11 63 P=0.1960
) 1g X2 40(58.0) 7 16 17 58 Z=0.761
With catheter
2gX1 47(61.0) 4 21 22 53 P=0.4464

N.S..P>0.5

ml FLITF T 50~60% DEMEARTH H, R4 DTl
ot MHEHECT X5 BEHRED ZIRD LI o
Foo Fo72 100 pg/ml L EOBEO BN LRI 1g 2@BET
11 41.2% THHOENL, 22 1EET 19.4% i
DEL - TRy, HEIHHNCEREA AR, &
D data 2HEX B LT 5753 100 pg/ml Bl EOHHE
CxLTik 2g 1EREHEI DR ) BESHENB L E W
5 Do TORMRDOENMBOIEKIMET, HWH
SRk LTEEZRRVA, 1g 2EFOHMN
RRRBE BT EOBBAR T WB EEL DR
%o

73, 100 pg/ml LI TFOE MIC BECHalE, BB
FELTWAHE, ZORFEIYLII HBEO MIC

X B MIC o KR Eh Tk, flora change
BEETVWHZENRINT VWS, ThHDOBERER
BHRBRINIEZo PR TH VT ETEHNF = » 7
TRT\Lhy o o minor flora DFAEEA, B MIC D=
HEF LT, major flora R, b THE LK
PDTHA 50
(BEPILEROEREEH —FH, B4HOMAR]
AIRHNC X B EBETIR - TRT Lo RPERD
EERELDD &, FEFORPBEI L) BRI
bl RIEh TS OB BEEL DRDATRMAED
hico Thebd, BEFIERHE XOBLPOSBERK
PRI} LTHB L, Fig.6 (A,B,C) DT L5,
BEEDIZLALIRCMAE LI T & Enterobacter,



VOL. 31 NO. 8 CHEMOTHERAPY se1
Table 7 Efficacy on bacteriuria classified by type of infection
: No, of cases Eliminated +
Group Drug Eliminated| Decreased | Replaced |Unchanged| Decreased U-test
(% of total)
(%)
1gx2 19(27.5) 9 3 4 3 63 Z=0.747
1st group
2gx1 22(28.6) 9 2 5 6 50 P=0.4551
1lgx2 2( 29 2 0 0 0 100
2nd group —
2gx1 2( 2.6) 2 0 0 0 100
Single 1gx2 6( 8.7) 5 0 1 0 83 Z=0.000
. 3rd group
infection 2g X1 5( 6.5) 4 0 1 0 80 N.S.
1gx2 11(15.9) 7 1 1 2 73 Z=1.195
4th group
2g X1 9(11.7) 4 0 0 5 44 N.S.
1gx2 38(55.1) 23 4 6 5 71 Z=1.338
Subtotal
2gX1 38(49.4) 19 2 6 11 55 P=0.1807
1gx2 21(30.4) 7 1 5 8 38 Z2=0.757
5th group
2gX1 25(32.5) 7 1 4 13 32 P=0.4492
Mixed 1gx2 10(14.5) 5 1 1 3 60 Z=0.032
. 6th group
infection 2g X1 14(18.2) 7 1 2 4 57 N.S.
1g %2 31(44.9) 12 2 6 11 45 Z=0.921
Subtotal
2gX1 39(50.6) 14 2 6 17 41 P=0.3573
1gx2 69 35 6 12 16 59 Z=1.450
Total
2gx1 77 33 4 12 28 48 P=0.1470
1gXx2 29(42.0) 19 2 3 5 72 Z=0.905 B
Without catheter
2gX1 30(39.0) 17 1 3 9 60 P=0.3653
1gXx2 40(58.0) 16 4 9 11 50 Z=1.055
With catheter
2gX1 47(61.0) 16 3 9 19 40 P=0.2915

N.S:P>05

Cityobacter, Serratia, Pseudomonas, NF-GNR s X O¢
S.faecalis %X 3% GPC TH-o-0BHIHBLH
DHEHEB HMI BRI HERC 5 LA BHLHR
%0 lg 2B TR 4 PHHEBUL 27/46 (58.7%),
2g 1EIRETIT 38/55 (69.1%) B Hbh 2g 1ER
EEWTE 4 BHEFER»PCPLH Roh el #iT %0
KIRHEEDZEL LTIRED LR TR,

COXSEBPLH IBLAYPDOHN, EELF LKL E
PMMLCWBC bz, BEKHBHELMERLE L)
Vo

BRMORERO ROEAP|EH, 1g 2@/ TIIRE
300 4g/ml, 2g 1EFTH 100 ug/ml FBRFELTHD,
EFNRRPEEOER LY BB I L TWeOr, EKHH

TLHEATHBAPC D &, WEIEEYROVRLE
BEEMLTL B0 L ELBRS,

long acting O ¥KF|DOMEXENBRUEC Iz DK%Y
EBLUTELENDEDTIREVIES 5 b,

EHRd 5—0, RPMERLYRETIRC, Ryv
VAN PELFTEN, RPCBRELTWS RSN Y Y
NMEEBEL, MEORFCHEYS L Tv5 iR
HBo

XD, RDX5HMHN % 7778 - %o Cefotetan
500, 100, 20 xg/ml % Y % v b iTh 3 Table 16 (A, B)
DT EL, MEY 109ml BERLILBAOREELRY
Lico ¥V A MERTD cefotetan #EE(T Table 16
A) DT THDEELDBNS, Table 16 (B) o =
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Table 8 Efficacy on pyuria classified by type of infection
No. of cases Cleared +
Group Drug Cledred | Decreased |Unchanged| Decreased U-test
(% of total)
(%)
It 1gx2 19(27.5) 4 5 10 47 Z=0.496
S0P aex1 | 2286 6 6 10 55 NS,
and 1gx2 2( 29 0 1 1 50 Z=0.500
ne BT | g1 2( 2.6) 0 0 2 0 NS,
Single 1gx2 6( 8.7) 3 1 2 67 Z=0.580
. . 3rd group
infection 2gx1 5( 6.5) 1 2 2 60 NS.
ath 1gx2 11(15.9) 4 4 3 73 Z=0.770
oW1 pgx1 8(11.7) 3 1 5 “ P=0.4416
1gx2 38(55.1) 11 11 16 58 Z=0570
Subtotal
2gx1 38(49.4) 10 9 19 50 NS.
5¢h 1gx2 21(30.4) 8 3 10 52 Z=0.178
ou|
BIOUP | ggx1 | 25(32.5) 7 1 56 NS.
Mixed 1gx2 10(14.5) 1 4 60 Z=0.578
. R 6th group
infection 2gXx1 14(18.2) 2 7 50 NS
1gx2 31(44.9) 13 4 14 55 Z2=0.512
Subtotal
2gx1 39(50.6) 12 9 18 54 NS
1gx2 69 24 15 30 57 2=0.721
Total
2gx1 77 22 18 37 52 P=0.4674
. 1gXx2 29(42.0) 12 7 10 66 Z2=1307
Without catheter
2gx1 30(39.0) 9 16 47 P=0.1912
1gx2 40(58.0 12 8 2 50 =0.216
With catheter £ (58.0) 0 z
2g X1 47(61.0) 13 13 21 55 NS

N.S:P>0.5

L RepEE 20 pg/ml T x MIC DECETIIRH
(XBHIE X MIC #3 200, 800 gg/ml DT 5\ TDAK
RELATVS0 L TOEBIEL Lo T 5,

Dz Lit, ZDX 5 long acting drug D Bk
OEMELRNTHBE, BERTEAOBRELEEBLT
RPHAEDHRLRN LV L RPICHEN T EREFELT
VAR b LTEEACERBICHELTLES S
L¥RMEL TS data Lo T X\,

DEDX 5% data 5D T MIC DEWEEx b
hoBRBENL Xh5 GNR (E coli, Klebsiella, Prote-
us) KE\WTHRERILEHERY, BAHDO data ¥RFL
PEZAEVRLT ERLD HESWTL R AHOH
#HimibThe 4ATH T 3% DRATHotc, ZOD

data & Table 4 (A) (B) KiR2Xhd MIC ORIRA
HEHx D LARNCECTREFRGREC Y AR
BEHARCIZDE DKW -t Hxbh AR
WAD R RO AW i E WL d o ko ERHON
Wizt LA R, 6T CRELEHEZhTLELTY
TDTHA 5,

772 MIC o M\ RANCIEH L T\ 5 MRRC A b0
LR RE, BEO data KELLV-BWE5F2T
VWAHZERERLEEYTHY, SthoRMHRAEL
ERTREREVR L 5o BKTORMMERRERER
ROHRUECIE, BERTHE 1AMSO Klek check
TH503—B{ELTEY, long acting EHNBLEY
DOBBZBRCIISBED L 5 kb ERSIhiLE
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Table 11 Evaluation of efficacy on pyuria
' ‘L = : l
I Drug Cleared |Decreased |Unchanged| Total U-test
! 2 15 . 170
f 1gx2 @35%) | (227%) R )
Enihcd ] 4
! 739 (67%) o Z=0.721
! 22 18 3 NS
2gx1 299 23% 77
g ( A) ~( /D) (43?‘;)
40 (52%)
12 7 ]:—
i gx2 | @ | ews) | 29
5 19 (66%) e Z=1.307
] 9 5 P=0.1912
£ 16
=| 2gx1 (30% (179%) ‘ 30
3 (53%)
14 47%)
-
12 8
5l 1gx2 (30%) (20%) 20 40
g (509)
£ 20 (50%) Z2=0.216
P 13 13 ” NS.
2| 2gx1 (28%) (28%) W50 47
N
26 (55%) ’
N.S:P>05
MTTLBbDLBbh%, EHHhTuwisvy,
(v) BREDCHTE L. %

HARBAY 20 KZLCRYD, 5EMCAmL,
Mfi% ¥ LB bDA Table 17 CH%, 1g 2EHRY
PED 60 SLAEMN 61% THHDOICHE~N2g 1EIF LI
46% LitoT\wb, MEMCIZHT¥NZIEDLHh
fedrotott, 1g '2 EHERO I OCHKL RO WD
ol OHRY 545 data TH B,

7. BEREXR~ORAZSOLE

Table 18 IRTZ L, MBI X OIS
BREME FFRERE, WRERE data 2 &), 0T
Ticds\WT, XFHE5H%, MRACBLELE DIZREA
Eied, ¥, bIrBDHRIE(L S T EFEIC
BEEDOERBEDB LTV,

8. EiffA

EHF T X VBEROCEIFR LB OIS X 5 1R
BRRLEbO, ElfeARNTTEIES 171 fidk 2 6]
BEREhOHERC 1 ATORBDLIA TS, £DFF
B X OEBY X Lo b DA Table 19 TH5, BlfF
FHBERILHELLT 1Y BTHH, AFMCEEER

Cefotetan (3 cephamycin ROFLV-HigME LA
RINIbDTHBH BT long acting THB LV
HRELoTV5, WEETOIREAED cephem Rii
£ KD half life 12121 305~60 4> TH 50 cefotetan
IERNLFLSERIhLDORT > TV 5, £DE
DERBEREL O X h DA KEED MIC 4%0k
L DB h A -T2 BEHERMRHREYRETD
TENTETH B,

R4D Fig.2 CMNLI-ZL{ 2g @5 24 BRET
b 130 pg/ml R RET D LHAEHTH, FhitRAO
SRR LIERS KD MIC 40 7 WY 2 4-L
TWw3,

ZOREEROBKBRY, —o0bEr X sBRE
REBEL, TOMENRH. - LT3 MIC ¥4l
BEOMEE L OBRTRNT S - Lz mskBWHTH
60

FORIUBY IS OE oD T, & trial ORK
2g ¥ 1 @85 LABE L 2 58HB S Li-BaoXik
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Table 12 Cases of bacterial replacement

Strains detected

Strains appeared

Dose | No. before treatment after treatment (MIC) Change in pyuria
1 E. coli 106 | S. faecalis (800) 105 | Unchanged (+ = %)
P. retigeri 108 .
2 B S. fuecalis (800) 105 | Unchanged (4 — )
P. morganii 10¢
. P, aeruginosa (800) 10¢
3 | E coli >107 i Unchanged (+ — +)
S. faecalls (800) 104
4 | E coli 108 | S faecalis (200) 108 | Unchanged (+ — +)
P. morganii 103
5 S. aurcus 103 | S faccalis (800) 108 Unchanged (4 — )
A. bronchicanis 10¢
A. bronchicanis 104
o P. acruginosa (>800) 108
1gx2| 6 A. denitrificans 108 Unchanged (H# — )
. ) S. faecalis (800) 103
P. morganii 103
7 S. anrcus 10° S. faecalis (800) 104 Unchanged (+ = %)
K. pucumoniae 10° .
8 ) ) S. faecium (400) 107 Decreased (#+ — +)
S. faccalis 10¢
9 S. marcescens 108 S. faecalis (400) 103 Decreased (# — +)
C. freundii >107 A. calcoaceticus (800) 104
10 ) Cleared (£ - =)
S. marcesecis 104 S. faecalis (800) <103
P. inconstans 107
11 i S. faecalis (800) 108 Cleared (# — =)
P. mirabilis 10°
12 K. pucumoniae 107 S. faecalis (200) 103 Cleared (+ - =)
1 K. pnewmoniae 107 S. faecalis (200) 105 Unchanged (+ — +)
2 S. marcescens 108 S. faecalis (800) 105 Unchanged (H# — )
K. pneumoniae (+) 10¢ .
3 ) : S. faecalis (400) 103 Unchanged (# — #)
K. pncumoniae (—) 10°
E. coli 108 .
4 ; P. aeruginosa (>800) 107 Unchanged (+ - +)
S. marcescens 10°
5 E. coli 108 P. aeruginosa (>800) 10 Unchanged (#+ — +)
6 E. coli 107 P. aeruginosa (400) 103 Decreased (# — +)
P. morganii 107 .
2gX1| 7 o S. faecalis (200) 108 Decreased (# — +)
A. bronchicanis 105
8 E. coli 107 S. faecalis (400) 108 Decreased (# — +)
9 K. pneumoniae 107 S. faecalis (200) 103 Cleared (+ —» =)
Proteus sp. 107 .
10 . . S. faecium (800) 105 | Cleared (# — —)
S. epidermidis 103 )
S. marcescens 107 .
11 ) P. aeruginosa (>800) 107 Cleared (£ - )
A. hydrophila 104 ‘
S. marcescens (—) 107 ..
12 P. martophilia (100) 104 Cleared (+ - =)

S. marcescens (+) 105
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Table 13 Clinical assessment by doctor in charge
Drug Excellent| Good Fair Poor Total U-test
9 31
21 8 !
1gx2 (13%) | (4675) 69
s e (307%2) (12%) T
40 (59%) Z=1.120
8 29 P==0.2628
| 29 11
2gx1 (10%) | (38%) 77
-4 (38%) (1472,)
37 (48%) |
Table 14 Comparison of evaluation based on the criteria of UTI and doctor in charge
Efficacy Good | I )
Excellent or } Fair Poor Total
|
Drug Criteria moderate |
Criteria of
UTI 14 32 69
1gx2 Criteria of 21 8
doctor in 9 31 — 69
charge 29
Criteria of - | 33 .
UT1 9 35 - . 77
2gX1 Criteria of 29 11
doctor in 8 29 : ] 77
charge 40

BRPBELERDRE BT S o2 5 R T

H%o

BRADVWLIE, 2 \ESEBED FRRRLHF o R
FROTWEN HHFHCI ERED Z2L ik bicho
7‘:.0

1000 — 1gx2
wees 21

Fig. 4 Changes in sensitivity pattern of isolated bacteria due to treatment

~80f
S
§§60—
g3
Sfﬁ 40k treatment
2 122
= c
5
EEE
EG
5‘*-
(SRSE :
0.02500.05) 0.1 10.1910.36}0.78]1.36 |3.1316.25 {12.5] 25 | 30 { 100 | 200 | 400 | 800 |30< Total
Beore |1gx2| |3 [12[9(2]2 (4|64 3][10{12]8 14]12[5 [2 ] 108
weatment \gX1| |5 11(10{5 |5 [4 (7|6 |27 [10{7 |11]9 |7 |6]| 112
After |1gX2 1 5(1(6[1512[5] 45
treatment | 2gX 1 3|4 J1013[15/8 | 53

A, HRLIDOHMERERIIEL R L T K
Hllg 2HEBERIV 28 258 X5BED
ROBBBHRBERL ORELHET 5 & Fig.70
X5 BRI WA RAME b i,

W E 747 AORENE BT HHER B ERPIETH
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Table 15(A) ‘Bacteriological response to cefotetan 1gx2

) Before Efficacy on bacteria L Ap%)re;rtencjle:{ter
Isolated organisms treatment Elimination rate
Eliminated| Decreased |Unchanged (%) >10% <103
S.faecalis 17 6 1 10 6/17 (35.3) 10 2
S.aureus 3 3 3/3  (100)
) S.eptdermidis 2 2 2/2  (100)
O | Sjaecium 1
E B-Streptococcus
S | GpC
Subtotal 5 5 5/5 (100) 1
E.coli 15 15 15/15 (100)

8| K pneumoniae 10 8 1 1 8/10 ( 80.0)

S

X'% | K ozaenae
P.vulgaris
P.morganii 6 6 6/6 (100)

@ P.mirabilis 3 3 3/3  (100)
3 | Pinconstans 1 1 1/1  (100)
& | Pretigeri 3 3 3/3  (100)

Proteus sp.
Subtotal 13 13 13/13 (100)

3% E.aerogenes 1

§-§ E.cloacae 1

33| Cpreundii 1 1 1/1  (100)

o) Subtotal 1 1 1/1  (100)

Serratia (S.marcescens) 20 15 3 2 15/20 ( 75.0) 1
H.alvei 2 2 2/2  (100)

P.aeruginosa 7 3 1 3 3/7 (429 3

'§ P.putida 4 4 4/4 (100) 2
§ P.maltophilia 3 3 3/3  (100)

§§ P.cepacia 4 2 2 2/4  (50.0)

o Subtotal | 11 9 2 9/11 ( 818) 2
A.calcoaceticus 3 1 1 1 1/3  ( 33.3) 1
A.bronchicanis 3 2 1 2/3 (. 66.7) |
A.faecalis 2 2 2/2  (100)

A.denitrificans 1 1 1/1  (100)
A.xylosoxidans
nz< Achromobacter sp.
O | A.hydrophila
% F.meningosepticum 1 1 1/1  (100)
5 Flavobacterium sp. 1 1 1/1  (100)
g A.viridans 1 1 1/1  (100)
GNR 1
Subtotal 12 9 1 2 9/12 (75.0) 1 1
GPC total 22 11 1 10 11722 ( 50.0) 11 2
GNR total 91 75 6 10 75/91 ( 82.4) 4 4
Total 113 86 | 7 20 86/113 (761) | 15 6
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Table 15(B) Bacteriological response to cefotetan 2gX1

) Before Efficacy on bacteria Elimination rate Ap?re(gggeﬂgter
Isolated organisms treatment [ (%) } ;
Eliminated|Decreased {Unchanged 7o >10 <10
S. faecalis 14 3 1 10 3/14  (21.4) 3 4
S. aureus 2 1 1 1/2 (50.0)
O | S. epidermudis 4 4 4/4 (100)
%’J S. faectum 1
E [B-Streptococcus 1 1 1/1 (100)
S |Gpe
Subtotal 7 6 1 6/7 (85.7) 1
E. coli 12 12 12/12  (100)
-5.5 K. pneumoniae 8 8 8/8 (100)
L3 K. ozaenac 1 1 1/1 (100)
P. vulgaris 3 3 3/3 (100)
P. morganii 6 6 6/6 (100) |
o | P mirabilis 3 3 33 (100) |
'g P. inconstans 2 2 2/2 (100) l
S| P oettgeri 6 5 1 56 (83.3)
Proteus sp. 2 2 122 (100)
Subtotal 22 21 1 21722 (95.5)
5 § E. acrogenes 3 3 3/3 (100)
:5% E. cloacac 4 2 2 24 (50.0)
gg C. freundii 2 2 272 (100)
QP Subtotal 9 7 2 7/9 (77.8)
Serratia (S. marcescens) 27 19 1 7 19/27  (70.4)
P. acruginosa 13 3 3 7 ) E‘—VI’);"H (23.1) 5
e P. putida 1 1|01 (00
§ P. maltophilia ‘ 1
E\: P, cepacia 2 Ly 6o
o Subtotal 3 1 2 1/3 (33.3) 1
A. calcoaceticus 3 3 3/3 (100) 2
A. bronchicanis 1 1 1/1 (100)
A. faecalis
A. denitrificans
A. xylosoxidans
% Achromobacter sp. 1 1 0/1 0.0)
O | A. hydrophila 1 1 1/1 (100)
; F. meningosepticum
.| Flavobacterium sp. 1 1 1/1 (100)
£ |
© A. viridans 1
GNR 1 1 : 1/1 (100) 1
Subtotal 8 7 1 7/8 (87.5) 2 1
GPC total 21 9 1 11 9/21 (12.7) 4
GNR total 103 79 7 17 79/103 (76.7) 1
Total 124 88 8 28 88/124 (71.0) 17 5
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Fig.5 (A) Changes in maximum MIC of bacteria isolated due to CTT (1gX2) X5 days treatment
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Fig.5 (B) Changes in maximum MIC of bacteria isolated due to CTT (2g x1) X5 days treatment
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DELLXFELRA, 1g 2ERERORFI T+ 5
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RO—F & 11 E L B,

ZICHISATADHRAEYA—Vv 1D 3D LEBR
LTHGLD 0.5g 2EFBEDKBE R 4 D 2¢g 1[H
DR EEBTS L3R LBREDEH R /£ o T
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pg/ml EH|EDXHW T B, EZARHRIBNICL D
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SRR O R B R R 2 e D

LTWwBhD L BhR B BDTREI B AN data
tEx2%,2g 1AIREDOFADRBRTREIYC1g
2EDPAD 2 fEHT L > TWBE S hdb by, 0
IO TWwAZ LAt DX 5k
B-lactam RIFANC &\ TUXRPRERBEI IR R &
BDLEELRRFER>TWBEHDEELD, ZDL D
CRPRERES BRERCACHELYEL TS 2w
SHERRADHDOHERTO 547 AL THLRERLT
WHZLTHHEBERHCERBREMREVLL X 5,
PIERRTELCEDLELD L, RUvBTRAR
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2 I HEAFERY ERT I b O BEESY
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tan ® X 57 long acting 7e3ANC S\ TIZBEDKREE
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Table 16(A) Concentration of cefotetan in culture of Uricult®
Cefotetan Presumed concentration of
concentration in remained solution(.g/ml)
added solution(zg/ml) Middle Surface
500 25 500
100 5.0 100
20 1.0 20
Table 16(B) Results in tests
MIC® of | Cefotetan concentration in urine
Organism cefotetan | 500.g/ml | 100pg/ml | 20ug/mi
S.marcescens 0.78 (—) (-) =)
K.pneumoniae 0.2 (—) =) (-)
E.coli NIHJ 0.1 =) (=) | <103/ml?327
P.mirabilis ATCC 21000 0.05 (=) -) (=)
P.aeruginosa NCTC 10490 800 10¢/ml 108/ml 108/ml
S.faecalis ATCC 8043 200 104/ml 108/ml 10%/ml
«105 CFU/ml
Table 17 Usefulness judged by doctor in charge
FScore|  100~80 79~60 59~40 39~20 19~1
Xy, | sufficientl Total U-test
ota -tes
Drug e satislf(z (e:?orir Satisfactory | Common | Unsatisfactory Useless
10 32
17 8 2
1gx2 (15%) (46%) 69
— (25%) (12%) (3%)
42 (6179) Z=1234
9 26 P=0.2173
33 9 0
2gX1 (12%) (34%) 3% 12%) ) 77
35 (462%) 7 7 |
Table 19 Side effects
Date Incidence
Drug | Sex | Age Type A Dis Administration of Test
ppearance -appearance appearance
1gXx2 M| 74 Eruption 1st day 1st day Discontinued #5(1.3%)
Drug . Continued N.S.
2gX1 60 . 3rd da 1.1%)
eruption y (Antihistaminics) (1%
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Table 18 Changes in laboratory test results
No. of cases with changes Test on deteriora-
Total in laboratory test result :
Item Drug No.of s tion rate
cases Un- | Deterioration (FISHER’S exact )
proved changed| A | B |C|DIE probability test
1gx2 76 1 68 (5210000 07
RBC N.S.
2gx1 87 2 79 |5/1]0/00 0%
1gx2 75 1 68 [6l0]ojolo 0%
Hb N.S.
2g X1 86 2 78 |5/1(0]010 0%
1gX2 75 1 69 |5/0]0]0]o0 0%
Ht N.S.
2g%1 84 1 78 | 4(1l0[0]0 0%
1gX2 75 12 56 [412]1]01]0
WBC P=0.3535
2gx1 86 23 52 |9/0/1/1}0
1gx2 48 1 47 lolololo f 0
Baso. N.S.
2g%1 47 2 45 (olojololo
Blood — SN N S S —
. 1gx2 48 1 47 Jojolololo
Eosino. N.S.
c 2gx1 50 3 47 100]0f0]0
£ 1gx2 49 1| 46 [1/0]110]0 e
& | Neutro. P=0.4949
£ 2gx1 50 4 45 [ 1(0]0]0]0
= 1gx2 48 1 | 45 [1]1]0]0]0
Lymph. N.S.
2gx1 50 3 47 70f0fofolo0
1gx2 47 0 6 (0l1]loloio
Mono. N.S.
2gx1 50 1 49 (0lo0oflofo|o0
1gx2 | 57 1| 54 [1/0/10]0 -
Platelet N.S.
2gx1 59 2 56 [0l0[1]0]0
1gXx2 76 2 66 (51112010
GOT s N.S.
2gX1 86 3 5 ol205]0]1]0
. 1gx2 76 1] 70 [4,0/1]0]0
Liver GPT & } NS.
function 2gX1 86 3 77 121310/11]0
1gXx2 70 0 68 |270(0l0]o0!
AlP 1 N.S
2gx1 83 2 80 111040.0!0
1gx2 75 2 69 [3|0fl1j070
BUN N.S.
2gx1 85 6 78 {00100
Bell Il Mk .
1gx2 73 0 67 3112010
Renal SCr g P=0.2146
function 2gx1 84 5 76 [2]1]0)0]0
1gx2 3 0 310 0l0l0]0
CCr ! ; N.S.
2gx1 4 2 1 /0110100
1gx2 74 1 71 |2 0010
Na ‘ ‘ N.S.
2gx1 84 0 8 {0 0,070 0
1gx2 74 0 69 |3]1i1]0]0
Electrolyte K P=0.4713
2gx1 83 2 79 [1/1]0]0!0
1gx2 74 0 71 |3]0olo]o]o
Cl N.S
‘ 2gx1 84 0 84 [0fofo[0]0

A:Definitely not, B:Probably not, C: Possible, D:Probable, E:Definite
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Fig.7 Comparison of clinical and bacteriological
efficacy in our trial and ISHIGAMI's trial
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CLINICAL EFFECTS OF THE COMPARATIVE STUDY BETWEEN 2
ONCE A DAY AND 1g TWICE A DAY ADMINISTRATION OF
CEFOTETAN IN COMPLICATED URINARY TRACT INFECTIONS

Yosuiak: Kumamoro and Axixa Nisuio
Department of Urology, Sapporo Medical College

Kazunioe Kuropa
Department of Urology, Asahikawa Medical College

Icuiro Tsun
Department of Urology, Hokkeido University, School of Medicine

Tominisa Hunyu
Department of Urology, Hirosaki University, School of Medicine

Tsuromu OHoRI
Department of Urology, Iwate Medical University, School of Medicine

Se161 TsucHIDA
Department of Urology, Akita University, School of Medicine

Sencur ORrixasa
Department of Urology, Tohoku University, School of Medicine

KucHr Suzuki
Department of Urology, Yamagata University, School of Medicne

Yasuo SHirAIWA
Department of Urology, Fukushima Medical College

Akt Ocawa
Department of Urology, Shinshu University, School of Medicine

Yosuio Aso
Department of Urology, Hamamatsu Medical College

Koicur DecucHi
Tokyo Clinical Research Center

TsunNeo TANARA
Department of Health Administration, School of Health Sciences,
Faculty of Medicine, University of Tokyo

1) We administered cefotetan to patients with complicated urinary tract infections either at a single
dose of 2 g/day or in two divided doses of 1g each per day and studied whether the different methods
of administration would affect the clinical efficacy, or its effect on bacteriuria or pyuria.

2) Of those patients in whom we could study the therapeutic results 69 patients received 1g twice
a day and 77 patients received 2 g once a day. If we lood at their background factors, almost all of
the patients were elderly patients and 60% of them were catheter-bearing patients; 47% of the patients
suffered from multiple bacteria infections so that this patient group can be described as suffering from
rather complicated urinary tract infections. However, there was no significant difference in regard
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to background factors between the two groups. The efficacy rates based on UTI judgmental criteria
for the two groups was as follows: overall clinical efficacy was 67% in the 1gx2 group and 57% in
the 2 gx1 group, the bacteriological effect was 59% in the 1 g X2 group and 48% in the 2gx1 group
and the efficacy on pyuria was 57% in the 1 g x2 group and 52% in the 2 gx1 group. Thus statistically
no significant difference was observed between the two groups. However, in regard to overall clinical
efficacy the 1 gx2 group exhibited slightly superior results in comparison with the 2 gx1 group.

The clinical effect based on the judgment of the attending physician was 59% in the 1gx2 group
and 48% in the 2gx1 group so that this rate was about 10% lower than the above-mentioned efficacy
rate based on UTI judgmental criteria.

3) No notable abnormalities were reported in regard to side-effects or clinical test results.



