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The clinical efficacy, safety and usefulness of DL-8280 for the treatment of complicated urinary
tract infections were compared with those of pipemidic acid (PPA) by a double-blind method. DL-8280
and PPA were orally administered at a daily dose of 600 mg (tid.) and 2.0g (q.i.d.) for
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5 days, respectively.

Of the 311 patients who received DL-8280 or PPA, clinical efficacy, safety and usefulness were
evaluated in 228 patients (DL-8280, 115; PPA, 113), 306 patients (DL-8280, 153; PPA, 153) and
250 patients (DL-8280, 124; PPA, 126), respectively. There was no significant difference in the
background characteristics between the two groups.

In the DL-8280 group the overall clinical efficacy was excellent in 39.1%, and moderate in 41.7%,
the effectiveness rate being 80.99, whereas in the PPA group it was excellent in 23.9%, and moderate
in 33.6%, the effectiveness rate being 57.5%.
higher than that in the PPA group (P<0.001).

According to classification by the type of infection, the overall clinical efficacy of DL-8280 in groups

The efficacy in the DL-8280 group was significantly

except group 2 (monomicrobial infection, post prostatectomy) and group 3 (monomicrobial infection,
upper urinary tract infection) was superior to that of PPA, the difference being significant.

Pyuria was cleared or improved in 59.1%, of the patients treated with DL-8280 and in 46.0 % of
the patients with PPA., The difference was not significant. Bacteriuria was eliminated in 76.5%, in
the DL-8280 group and in 50.4% in the PPA group. DL-8280 demonstrated a significantly higher
response than PPA (P<0.001). Of the bacteria isolated from the DL-8280 group and PPA group
89.0% and 72.19,, respectively, were eradicated after the treatment, a significant difference being
observed between the two groups (P<0.001).

The clinical efficacy evaluated by the doctor in charge was excellent in 46.19, and good in 37.4%
of the patients treated with DL-8280 and excellent in 26.5%, and good in 34.5%, of the patients trea-
ted with PPA, the intergroup difference in the efficacy being significant (P<<0.001). The evaluation
of usefulness of DL-8280 and PPA was ‘‘satisfactory ” for 71.8% and 47.6%, respectively, the
difference being significant (P<<0.001).

Side effects were observed in 11 patients (7.2%) in the DL-8280 group and in 12 patients (7.8%)

in the PPA group, but none were serious.

Abnormal laboratory findings caused by the drugs were only

seen in 10 and 9 patients in the DL-8280 and PPA groups, respectively, there being no significant

difference.

DL-8280 was considered to be quite useful for the treatment of complicated urinary tract infections.
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Fig. 1. Chemical structure of DL-8280
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Fig. 2. Dosage schedule
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Table 1. Pharmaceutical studies on DL-8280 and PPA tablets used
Drug Disintegration test Quantities test
No. of tablets Result No. of tablets Result
tested (min ) tested (mg/ tablet)
DL-8280 6 12.26 20 102.6
(102.6 %)
PPA 6 14.65 20 250.4
(100.2 %)
Table 2. Patients studied
Patient DL-8280 PPA Total Statistical
analysis
Total 155 156 311
Excluded 28 33 61
Dropped out 12 10 22 23 =0.606
P. =0.739 N.8
Evaluated on 115 113 228
clinical efficacy
Bvaluated on usefulness 124 126 250
Evaluated on 153 153 306

side effects
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BRRB XU SBABROKEESY Table 1 ©RLA.
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AERFBAVCANOABREC FE L T 5 & EAMRE
Shic. ¥FBERThFhERYEEFLT, HiT
LEEFENEE, Fiolk, BeowCBEE TS
TEEh T,
2. BEHES

BIEFY Table 2 wiR$ X5k 3114, DL-
8280 F£15561, PPA B 1566 Th-%. D35 B
SHESI DL-8280 ##286Y, PPA #3341, E61fT
B ot BLIEFEGNT DL-8280 Z£1241, PPA EEI04,
Hefichor. BIOBEE L Table 3 KiRLE
B, BEFMNEEETNE ¥R EERE B L 0T
bote. BEEER YLO 7 104/ ml REORSR
B OWTCIIE GBS L, YLO A Ler-
fo. FRBEOBEHNL Table 4 R LA, B4,
Wi OB I TR BB L s - e

Bot3s X OB 2 B\ 702284, 37cdo DL-
8280 Z£115f, PPA Ff 113 flic o\ CEEIR AR DT
flirsie&h, FlBAM¥Ex DL-8280 % 12441,
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8280 24, PPA B3HD B\ 2306 Bl oWT
REEXREL .

3. BRET

ERETFELT, #5H, 4#, ARk =
B» 7 -7 A0kE B, REOREDE KA,
UTI SERER, RAEE . BARRF, B
B (BUN % S-Creatinine) 0RE, ®EFTOLE
Bk, 7Tuva¥—, HHECHE, 23, BR R
i, BROBEOWTHE L (Table 5). Fofit
ROThORAR BT AHEICHRER ) 278D
bhish oo,

B EFi D Rep 5B O\ Tid Table 6 wR58
b, DL-8280 B£T172#k, PPA BT 165 B0 4 X
i, 75 L1&lRE (GNR) Tk E. i, K.
pneumoniae, P. aeruginosa, S. marcescens, P. mirabilis
NEHHL DT, 77 2BERE (GPC) Tk S
faecalis, S. epidermidis 13%hs -7z, WTRHOBEBER

Table 3. Reasons for exclusion

Reason DL-8280 PPA
Out of objective diseases 1 1
Administered P P A just before 1 3
treatment
Examination during chemotherapy 0 2
just before treatment
Pyuria less than 5 cells/hpf 3 1
Candida, YL O or fungus 5 5
infection
Bacteriuria negative or less 18 21
than 10 cells /mé
Total 28 33
Table 4. Reasons for drop out
Reason DL-8280 PPA

No consultation again 0 3

No consultation on 2 2

appointed day

Violation of dosage 4 0

schedule

Discontinuation due to 6 5

side effects

Total

12 10
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Table 3-1. Background characteristics (1)

Item Characteristic DL-8280 PPA Statistical analysis
Sex Male 87 87 23 =0.007
Female 28 26 P, =0.935 N.S.
~19 1 0
20~29 3 3
30~39 3 1 23 =8.874
40~49 13 4 P, =0.353 N.S.
Age 50~59 12 18
60~69 23 28 Zo =0.762
70~79 41 37 P, =0.446 N.S.
80~89 18 21
90~ 1 1
In or out In patient 35 39 2% =0.266
pateint Out patient 80 74 P, =0.606 N.S
Catheter Indwelt 41 34 x§ =0.567
Not indwelt T4 79 P, =0.451 N.S.
Site of Bladder 84 83
infection Kidney 31 29 23 =1.055
Prostatic bed 0 1 P, =0.530 N.S.
Table 5-2. Background characteristics (2)
Item Characteristic DL-8280 PPA Statistical analysis
Neurogenic bladder 22 23
BPH 26 38
Underlying Tumor or cancer 10 12 23 =7.143
disease Urethral stricture 5 ki P, =0.210 N\.S
Calculus 20 14
Others 32 19
Group 1 17 11
Group 2 2 9
UTI group  Group 3 18 19 23 =1.169
Group 4 29 33 P, =0.208 N.S
Group 5 24 23
Group 6 25 18
GNR 57 61
GNR+GNR (+others) 22 13
Type of GNR +others 1 1 2§ =4.330
organisms GNR+GPC (+others) 22 21 P, =0.632 N.S
GPC 8 11
GPC+GPC (+others) 4 6
Others 1 0
Type of Monomicrobial infection 66 T2 2% =0.708
infection Polymicrobial infection 49 41 P, =0.400 N.S

BOTHAHHCERZIRD bhioh -tk
CRODOGHEED S b, RELLLEO MIC (8
MR 108 cells/ml) 4% Fig. 3 wwsRL74=. DL-
8280 B 139kk, PPA e 132k 335 DL-8280
D MIC %, 12.5pg/ml LI Fic DL-8280 #£C 85.6
%, PPA BC86.4% 035 L1z, 7z PPA o MIC
i, 12.5 pg/ml A Fz DL-8280 $£-C42.4%, PPA
FET2.4% 1B L. “hboE%Y GNR & GPC
o TZhnFh Fig. 4,5 wkRE L. GPC T

WREL d PPA » MIC i3 125 pg/ml LI ET Ho
fo. PRI I\TSH, DL-8280 #: PPA o
DL-8280 o MIC o4 #iofT, %% DL-8280 &
L PPA #t0» PPA o MIC oSHoTEEERIR
HAbhich ot TolBEEE 108 cells/ml oW
THRAROBEI LB T\, FhFh Fig. 6~8 ©©
Rl

PEXvEHEREF, HMEHE *o DL-8280 &
PPA © MIC w2\ W T B /b & B
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Table 5-3. Background characteristics (3)

Item Characteristic DL-8280 PPA Statistical
analysis
>20mg/ d2 18 22 23 =0.012
BUN =20mg/ d2 60 66 P, =0.915 N.S.
Unknown 31 2
>1.5mg / d2 6 9 23 =0.088
S-Creatinine =1.5mg / d2 T2 19 P, =0.766 N.S.
Unknown 31 25
Chemotherapy + 26 26 23 =0.007
just before - 88 86 P, =0.932 N.S.
treatment
Unknown 1 1
Allergy + 0 0 —_
- 115 113
Conconmi tant + 9 14 23 =0.854
medication - 106 99 P, =0.355 N.S.
Table 5-4. Background characteristics (4)
Item Characteristic DL-8280 PPA Statistical analysis
=39Cc 2 2
Fever 238~<39C 3 3 Zo =1.636
237~<38c 1 8 P, =0.102 N\.S
<37t 109 100
+ 0 4
+# 10 14 Zo =1.367
Pollakisuria + 9 12 P, =0.172 N.§
- 26 26
Unknown 70 57
* 1 2
+ 8 ki Zo =(0.261
Pain on + 4 10 P, =0.794 N.S.
micturition - 31 37
Unknown [ 57
# 44 27
Pyuria + 29 45 Z, =1.234
+ 33 32 P, =0.217 N.S.
+ 9 9

¥, WRRIEHERERTH D, Lich- THED
HE#EIITomTHETH S EL bRt
4. REERIREE

UTT BEH)FHMELES it » TINERSN HE LI
GRS ESY Table 7, 8 R L. DL-8280 B
(L156) x2Z=5hastl (39.1%), HEH488] (41.7%),
mEh2261 (19.1%) T, BHEEBEBZ Gbei-FHR
GUTFTHHRETS) 1180.9% Th 7. PPA (113
) xZ26l (23.9%), BEH38H (33.6%), &L
4801 (42.5%) THBRILST.5%Th 1. BEWHEE

%Rix DL-8280 ¥t PPA BL HE L C BB &
> Tloie (PL0.00L). F7eZR, FHRCLHERE
HMTHBEN RO OI (ThZfh P<K0.03, PL
0.001). UTT ZEBhFHMAHEEC i@ X % FEBIK BRI
#EF LIcER% Table 9 iRL7%-. DL-8280 it
PPA TR U CBIRY, RBARSLIcEEHE
> Tofe (IFhd PL0.004). BEFITHB L, #2
B OEMRY, WIREHRIYE), £38 (B
B, EIMRBEREYGE), H5H RARY, »5-7
LVEEPD RERNT, BHREIEDRCEEEN
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Table 6. Organisms isolated from urine before treatment
Organism DL—8280 PPA Statistical analysis
E.coli 31 2% 2% =1.475 P, =0.225 N\.S.
K.pneumoniae 8 14 23 =1.4499 P, =0.229 N\.S.
Klebsiella spp. 3 1 P, =0.654 N\.S.
C.freundii 2 3 P, =0.961 N.S.
C.diversus 1 0 o =1.000 N.S.
Citrobacter spp. 2 0 Po =0.520 N.S.
P.aeruginosa 22 29 23 =1.152 P, =0.283 N.S.
P.cepacia 1 2 P, =0.963 N.S.
P.putida 3 1 P, =0.654 N.S.
P.mal tophilia 3 1 P, =0.654 N.S.
P. fluorescens 1 1 P, =1.000 N.S.
S.marcescens 11 12 2§ =0,011 P, =0.918 N.S.
Serratia spp. 1 1 P, =1.000 N.S.
P.mirabilis 12 9 23 =0.124 P, =0.725 N.S.
GNR P.vulgaris 5 2 P, =0.483 N\.S.
P.worganii 3 5 Po =0.678 N.S.
P.rettgeri 1 1 P, =1.000 N.S.
P. inconstans 1 1 P. =1.000 N.S.
E.cloacae 2 2 P. =1.000 N.S.
E.aerogenes 3 3 Po. =1.000 N.S.
A.calcoaceticus 3 4 P, =0.954 N.S.
A.faecalis 2 1 Po =1.000 N.S.
Achromobacter spp. 1 0 P, =1.000 N.S.
F.odoratum 0 1 P, =0.979 N.S.
H.alvei 1 0 P, =1.000 N.S.
GNR 1 0 P, =1.000 N.S.
Sub total 130 20 2§ =0.225 P, =0.636 N.S.
S.aureus 4 6 P, =0.699 N.S.
S.epidernidis 9 8 2% =0.008 P, =0.930 N.S.
S.saprophyticus 0 3 o =0.233 N.S.
S.faecalis 19 19 2§ =0.001 P, =0.971 N.S.
S.faecium 0 2 P, =0.478 N.S.
S.avium 2 1 P, =1.000 N.S.
GPC a-Streptococcus 1 1 P, =1.000 N.S,
B -Streptococcus 0 1 P, =0.979 N\.S.
Enterococcus 2 2 P, =1.000 N.S.
Streptococcus spp. 1 1 P, =1.000 N.S.
Micrococcus spp. 1 0 P, =1.000 N.S.
GPC 1 0 P, =1.000 N.S.
Sub total 40 44 2% =0.357 P, =0.550 N.S.
Bacillus spp. 1 P, =1.000 N.S.
Corynebacterium spp. 1 1 P, =1.000 N.S.
Total 172 165
Abhic. BTt (FhvrEh P<L002, P <0.006). BRE

BRAEHEIC B AERE % Aot Table 10 ¢
»%. GNREECI3 DL-8280 B2t PPA BaT H LT
BFRCE - Tie (P<K0.02). 7 GPC BTIE
BEof@aabh (P<0.08), GNR & GPC o
ERLABCITEREN B bhi (P<0.009). i
B OBAEER SRS Table 11 wRL%. [EE
L B\TC, DL-8280 1840 2E%h374 (44.0%),
B2l (38.1%), #&3H1560 (17.9%) T HERIL
82.1%Th v, PPA P83, Zh214 (25.3%),
BEh3080 (36.1% ), ME%H3260 (38.6%) T HHZIL
61.4%TH o1z, TR CIIBHER, HHENEEC

R BWTIE DL-8280 PEOAERIFIL77.4%, PPA
HTI44. 8% TEREN A OhT: (P<L0.03). 7 —
FNVEEBEOFESN T, HEMN, BB L b DL-
8280 #2t PPA B AR E» Tk (FhEh P
<0.005, P<0.008). HEFx A5 &, FEHTED
R, BHREIJICEFREVNBDD I, EZEHATIE
MRCEREN A LR (Table 12).
BERBROBEN CREBROBE () DEMT,
BEEREERY DL-8280 BT PPA #f: HEILT
R #Y (P<00L), ¥ HHHRL ARETH-1
(P<0.004). BROBE (+) DREMCIREEEEKSD
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Inoculum size: 10° cells/ml

100

Cumulative percentage (%)

50
OO |
@===Q ||
S e UL
Group of MiIC Statistical
medication (xg/mi) <0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 125 25 50 100 200 400 400< Total analysis Unknown
(1) DL-8280 13 22 12 10 5 6 8 6 9 ] 4 2 1 3 110 Zo=0.578 20
DL-8280 Po=0.563
(it) PPA g 18 n 9 12 6 5 9 7 8 3 2 1 2 2 103 N.S. 17
(i) DL-8280 8 19 26 3 2 8 14 4 3 5 18 110 Zo=0.305 20
PPA Po=0.761
(1v) PPA 4 23 17 2 7 12 4 8 5 4 17 103 N.S. 17

Fig. 4. Sensitivity distribution of isolates from urine (GNR)
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Inoculum size

: 108 cells/ m!
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Am =g |\
Group of MIC Statistical
medication  (ug/m) £0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 125 25 50 100 200 400 400< Total analysis  Unknown
(1) DL-8280 1 5 1 5 8 7 1 28 2o=0.662 12
DL-8280 Po=0.508
(1) PPA 1 4 2 1 6 8 7 29 N.S. 15
() pL-8280 1 2 2 2 2 28 Zo=1.343 12
PPA Po=0.180
(Iv) PPA 3 3 2 2 2 17 29 N.S. 15

Fig. 5. Sensitivity distribution of isolates from urine (GPC)
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Inoculum size: 108 cells/ml

100

Cumulative percentage (%)

50
([0 0]
o-~=0 |
s L
Group of MiIC Statistical
medication  (ug/mj) 005 0.10 0.20 039 078 156 3.13 625 125 25 50 100 200 400 400< Total analysis  Unknown
(1) DL-8280 7 25 15 16 5 9 15 15 11 5 6 4 2 1 3 139 z,-0.281 33
DL-8280 Po=0.780
(1) PPA 8 14 2 9 15 7 13 17 3 1 71 3 2 1 4 132 N.S. 33
() DL-8280 4 19 28 5 2 6 10 1M 4 4 46 139  7-0112 33
PPA Po=0.911
(v) PPA 1 19 20 6 9 10 8 5 9 6 39 132 N.S. 33

Fig. 6. Sensitivity distribution of isolates from urine (all strains)
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Inoculum size : 108 cells/ml

Cumulative percentage (%)

100

50

O——0 |
o—~=0 |
p—— !
A=A [V
Group of MiC Statistical
medication  (ug/mi) =005 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 200 400 400< Total analysis  Unknown
(1) DL-8280 7 2% 14 11 4 5 6 7 11 5 6 3 2 1 3 110 2,=0.632 20
DL-8280 Po=0.527
(1) PPA 8 14 17 7 14 3 3 10 3 71 7 3 2 1 4 103 N.S. 17
() DL-8280 4 19 28 5 1 4 9 10 4 3 23 10 2-0530 20
PPA Po=0.596
(IvV) PPA 1t 19 20 6 6 8 6 3 8 5 21 103 N.S. 17

Fig. 7. Sensitivity distribution of isolates from urine (GNR)
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Inoculum size : 108 cells/mi

100

S

()

o

8

C

[0]

e

<3

© 50

2

Z

©

g O |

3 o===-0 |

yN—T]
Am = |V

Group of MIC ' <0.05 0.10 020 0.39 078 1.56 3.13 625 12.5 25 50 100 200 400 400< Total  Statistical .
medication (g/ml) analysis
(1) DL-8280 T 5 1 4 g 7 1 28 Zo=0.559 12

DL-8280 Po=0.576
(1) PPA 5 2 1 4 10 7 29 N.S. 15
(11t) DL-8280 T 2 1 1 1T 2 28 Z,=1.333 12

PPA Po=0.183
(V) PPA 3 2 2 2 1 1 18 29 N.S. 15

Fig. 8. Sensitivity distribution of isolates from urine (GPC)
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Table 7. Overall clinical efficacy
Drug No. of Excellent Moderate Poor Statistical analysis
patients (E) M)
I45 (39.1%) 48 (41.7%) ' 9 19.1%
DL-8280 115 1%
93 (80.9%) 23 = 5.439 P, =0.020 *
E+M 23 =13.526 P, =0.000 #*
27 (23.9%) 38 (33.6%) Z, = 3.67T Py =0.000 #ex
PPA 113 ¢ 148 (42.5%)
65 (57.5%)
Table 8. Overall clinical efficacy
Pyuria Cleared Decreased Unchanged Effect on
bacteriuria
Bacteriuria Drug
Eliminated | DL-8280 45 15 28 88 (76.5%)
PPA 21 10 20 5T (50.4%)
Decreased DL-8280 0 0 1 1 (0.9%)
PPA 1 0 3 4 (3.5%)
Replaced DL-8280 2 2 7 11 (9.6%)
PPA 2 2 11 15 (13.3%)
Unchanged DL-8280 2 2 11 15 (13.0%)
PPA 6 4 21 37 (32.7%)
Effect on Patient total
pyuria DL-8280 |49 (42.6%) |19 (16.5%) |47 (40.9%)
PPA 36 (31.9%) |16 (14.2%) |61 (54.0%) 113
C— DL-8280 |45 (39.1%)
Excellent PPA 27 (23.9%) Overall effectiveness rate
DL-8280 |48 (41.7%)
I DL-8280 93115 (80.9%)
Moderate PPA |38 (33.6%)
PPA 657113 (57.5%)
1 |psomo |22 a9.19%
Poor
(including PPA |48 (42.5%)
Failure)

£T DL-8280 BAERICHE > T\ i (P<0.03). f2
ROBE (i), (£) OEFATCIHEMMCERZIRA
Bdohigd ot (Table 13).

ARBRERER O OTEHIC X 2 BROFETH
7 BERHR R 2 iont Table 14 ThH%. RREM
it DL-8280 &% PPA Ffcihl, HBEY (P
<0.001), #EHE, HHRL A FREN LR
fo. ELRTREO LS » HECACERATBRGER, &
HRC DL-8280 B2 AR o T Wi (Withid
P<0.02).
5. BRexT5%%R

BRe T 558 % Table 15 kR Liz. DL-8280
BITE 40 (42.6%), HBEI9H (16.5%), %

4761 (40.9%) TEHELEEELZEbEHEER L
TaERET5) 1159.1%Thbh, PPAFIEREL
368 (31.9%), BEEl6f (14.2%), %6146 (54.0
%) THOBFERITL6.0% TH -l HHECITER
ENFd Hhte (P<0.05).

o R FEBIRIBRERC Dzt Table 16 ThH 5,
DL-8280 #2% PPA Phc ML CHE 1 Bf (BEgh BBy,
HF—FVEBER) TEEZE (P<0.04), F4F (B
MR, THRRERIYE) CEROERE (P<0.06)
BIRRGER &4 T HEZ (P<0.006) K@D LI
e, UL L HRABRGES CIIEREZERA bR
Mot

BB Zlc Dbt Table 17 TH b, GNR #



Table 9. Overall clinical efficacy classified by type of infection

Group Drug No. of Excellent Moderate Poor Statistical analysis
patients (E) M)
(Shared rate)
9 (52.9%) 4 23.5%)
Group 1 DL-8280 17 (14.8%) ' 4 (23.5%)
13 (76.5%) E P, =0.044 =
Catheter E+M o =0.423 NS,
indwelt 1(9.1%) 5 (45.5%) Zo = 2.020 P, =0.043 =
PPA 11 (8.7%) 5 (45.5%)
6 (54.5%)
0 1 (60.0%)
Group 2 DL-8280 2 (1.7%) 1 (50.0%)
1 (50.0%) E P, =1.000 N.S.
Post E+M P, =1.000 N.S.
prostatectomy 0 6 (66.7%) Z, = 0.282 P, =0.778 N.S.
PPA 9 (8.0%) 3 (33.3%)
6 (66.7%)
6 (33.3%) 9 (50.0%)
Honomicrobial Group 3 DL-8280 18 (15.7%) 3 (16.7%8)
infection 15 (83.3%) E 23 = 0.056 P, =0.812 N.S.
[Upper uT1 ] E+M P, =0.313 N.S.
6 (31.6%) 6 (31.6%) Z, = 0.810 P, =0.418 N.S.
PPA 19 (16.8%) T (36.8%)
12 (63.2%)
19 (65.5%) 9 (31.0%)
Group 4 DL-8280 29 (25.2%) ¢ 1 (3.4%)
28 (96.6%) E 2§ = 1.764 P, =0.184 N\.S.
I:Louer UTI ] E+M P, =0.043
15 (45.5%) 10 (30.3%) Z, = 1.991 P, =0.046 =
PPA 33 (29.2%) ¢ 8 (24.2%)

25 (75.8%)

TTS1
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34 GL.5%) 23 (34.8%)

YR e H

DL-8280 66 (57.4%) 9 (13.6%)
57 (86.4%) = *
Sub total =
22 (30.6%) 27 (31.5%) =
PPA 72 63.7%) ° 23 (31.9%)
49 (68.1%)
4 (16.7%) 12 (50.0%)
Group 5 DL-8280 24 20.9%) - 8 (33.3%)
16 (66.7%)
Catheter =
|:indwelt :I 2 (8.7% 6 (26.1%) =
PPA 23 (20.4%) ’ 15 (65.2%)
8 (34.8%)
7 (28.0%) 13 (52.0%)
Polymicrobial Group 6 DL-8280 25 (21.7%) 5 (20.0%)
infection 20 (80.0%)
Catheter = 4.364
not indwelt 3 (16.7%) 5 (21.8%) = 2.043
PPA 18 (15.9%) <10 (55.6%)
8 (44.4%)
11 (22.4%) 25 (51.0%)
DL-8280 49 (42.6%) ¢ 13 (26.5%)

36 (13.5%)

5 (12.2%) 11 (26.8%)
PPA 41 (36.3%) 25 (61.0%)
16 (39.0%)

Sub total

45 (39.1%) 48 (41.7%)
DL-8280 115 (100.0 %) * 22 (19.1%)
93 (80.9%)

27 (23.9%) 38 (33.6%)
PPA 113 (100.0 %) ' 48 (42.5%)
65 (57.5%)

Total
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Table 10. Overall clinical efficacy classified by type of organisms

L4

BY861 &6 0§ SEMM

Type of organisms Drug No. of Excellent Moderate Poor Statistical analysis
patients (E) (M)
28 (49.1%) 21 (36.8%)
DL-8280 57 L 8 (14.0%)
49 (86.0%) E 23 =3.977 P, =0.046
GNR E+M 23 =4.736 o =0.030
18 (29.5%) 23 (371.7%) Z, =2.639 P, =0.008
PPA ¢ ' 20 (32.8%)
41 (67.2%)
3 (13.6%) 14 (63.6%)
DL-8280 22 . 5 (22.7%)
GNR+GNR 17 (77.3%) E P, =1.000 N.S.
(+others) E+M P, =0.134 N.S.
2 (15.4%) 4 (30.8%) Z, =136 P, =0.175 N\.S.
GNR PPA 13 ' 7 (53.8%)
infection 6 (46.2%)
1 (100.0 %) ©
DL-8280 h— 0
1 (100.0 %) E P, =1.000 N.S.
GNR +others E+M Po =1.000 N.S.
1 (100.0 %) 0 Z, =0.000 P, =1.000 N.S.
PPA 1 !
1 (100.0 %)
32 (40.0%) 35 (43.8%)
DL-8280 80 L ' 13 (16.3%)
67 (83.8%) E %3 =1.913 P, =0.162
Sub total E+M 23 =6.888 P, =0.009
21 (28.0%) 27 (36.0%) Zo, =2.50T P, =0.012
PPA 75 L 21 (36.0%)

48 (64.0%)




6 (75.0%0) 1 (12.5%)

DL-8280 8 1 (12.5%)
7 (87.5%) E =0.230 X.S.
GPC E+M =(0.851 N.S.
4 (36.4%) 4 (36.4%) Z, =1.415 =0.147 .S,
PPA 11 - © 3 (21.3%)
8 (12.7%)
2 (50.0%) 1 (25.0%)
GPC DL-8280 4 1 25.0%)
infection GPC+GPC 3 (75.0%) E =0.667 N.S.
(+others) E+M =0.905 N\.S.
1 (16.7%) 2 (33.3%) Z, =0.904 =0.366 N.S.
PPA 6 3 (50.0%)
3 (50.0%)
8 (66.7%) 2 (16.7%)
DL-8280 12 - 2 (16.7%)
10 (83.3%) E 13 =2.585 =0.108 N.S.
Sub total E+M =0.501 N.S.
5 (23.4%) 6 (35.3%) Z, =1.781 =0.05 +
PPA 17 - $ 6 (35.3%)
11 (64.7%)
5 (22.7%) 10 (45.5%)
DL-8280 22 ¢ > 7 (31.8%)
GNR+GPC (+others) 15 (68.2%) E =0.206
infection E+M 23 =5.254 =0.022
1 (4.8%) 5 (23.8%) Z, =2.641 =0.008
PPA 21 15 (71.4%)
6 (28.6%)
0 1 (100.0 %)
DL-8280 1 d
1 (100.0 %)
Others —
PPA 0

Do) o
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Table 11. Overall clinical efficacy classified by site of infection

Site of Drug No. of Excellent Moderate Poor Statistical analysis
infection patients (E) M)
37 (44.0%) 32 (38.1%)
DL-8280 84 L 15 (17.9%)
69 (82.1%) E 2% =5.672 P, =0
Bladder E+M %3 =7.843 P, =0.
21 (25.3%) 30 (36.1%) Z., =3.199 P, =0
PPA L 32 (38.6%)
51 (61.4%)
8 (25.8%) 16 (51.6%)
DL-8280 3 — 7 (22.6%)
24 (77.4%) E 23 =0.02T P, =0.
Kidney E+M 23 =5.425 P, =0.
6 (20.7%) T (24.1%) Zo =1.993 P, =
PPA — 16 (55.2%)
13 (44.8%)
DL-8280 0
Prostatic
bed ——
0 1 (100.0 %)
PPA 1 . !

1 (100.0 %)

97¢1
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TOLEBENFTD bhi (P<0.04).

RYRAL I CLx WA BRI BObh ol
(Table 18).

hF—FVEED FEFTE Table 19 & R®7T X
51, hF—F VBB KT EEEL
TbShich o, FEBEFIC B\ Tk DL-8280
5 PPA B WL, BEOEMES Zbhi (P
0.09).

BEFOBRROBECTBITS L, HEKOBIRC
BRI TR OBEC B\ T b REC ARZE
ST b o7 (Table 20).

ARBRERETOMONEF OBROFE THEY
HEE LI =5 (Table 21), FiBES < DL-8280
B2 PPA B, BERE - T (P<0.05).
FREBERTHAKTH > (P<0.03). L LFi
BEE B> Tk - AT EEZIRD bR
oo,

6. MBEFRCHT 5%E

WERCNT 558 % Table 22 ©RL%. DL-
8280 BaTI&M1L888] (76.5%), WA 161 (0.9%),
BRI 0.6%), 154 (13.0%) ThoTe.
PPA BIIEMALsTH (50.4%), WA 48] (3-5%),
BRI50 (13.3%), TE3H (32.7%) ThH-1o.
MR c1r DL-8280 EAt PPA BHC M, AR
BT\ (P<0.001). #iBailb=Rs X0 Bt
LR EELEBIR UTEARETS) LR
CHEBEENRZD bR (TR P<0.001).

BphRE, BARRIIC 25 &, \wIFhd DL-8280
S PPA Bc kL, BAECEBhCHELRLL (£
hFh P<L0.005, P<0.001). hiRERBREINC
WA 2b &, 4B (EERG, THRERRE),
#HoPt (RARYy, »7—7LIERBH) TEEEN
s bhie (FhFh P<0.03, P<0.003). #5%
BARY, »7—-FABEA) THEOEA P
0.07), OB TIHHEEXIIFED bhich -7 (Table
23).

RAHEBH A5 L (Table 24), GNR Bk X
GNR & GPC L ORARABMTHEENBD bh
#= (CFhEh P<0.004, P<0.003). GPC BETAE
BEIASLhEh T,

ARz I Ti DL-8280 B4t PPA Bfc b, JB§
P, BEBRCSWTHREVRRD LI (ThXh
P<0.002, P<0.02), [&i{tR, BOERTLAFETSH
~t= (Table 25).

T —F LVEBORENTHRT AL (Table 26),
EEFT: DL-8280 BH PPA B LT AEE
AED bt (P<0.02). BHALRTCLRRTH -1
(P<0.03). JEBFICAHHECHEEENRALR (P
<0.001), Fifat(eR, BORLEHETH-7 (W
+hi P<0.002).

BEMOBROBE THFAH L (Table 27), i
R 5580, ), (+) oBRER ST,
DL-8280 BA PPA BACHL, HELCE-T Wi
(FhEh P<0.003, P<0.03).

FREEHER O MOMEFOBRROBE THAE
L=k =% (Table 28), BIAHRGITMERER
¥, DL-8280 % PPA FRCHL, ARERBED, ¥
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Table 13, Overall clinical efficacy classified by grade of pyuria before treatment
Grade of Drug No. of Excellent Moderate Poor Statistical analysis
pyuria patients (E) M)
13 (29.5%) 24 (54.5%)
DL-8280 4 L 1T (15.9%)
37 (84.1%) E § =0.571 P, =0.450 N.S.
# E+M 25 =8.724 P, =0.003 #«
5 (18.5%) 8 (29.6%) Zo =2.609 P, =0.009 **
PPA 27 L 14 (51.9%)
13 (48.1%)
(11 (37.9%) 10 (34.5%)
DL-8280 29 b8 (21.6%)
21 (72.4%) E x3 =1.438 P, =0.230 N.S.
+ E+M %23 =1.060 P, =0.303 N.S.
10 (22.2%) 16 (35.6%) Z, =1.565 P, =0.118 N.S.
PPA 45 119 (42.2%)
26 (57.8%)
17 (51.5%) 10 (30.3%)
DL-8280 33 ' 6 (18.2%)
27 81.8%) E 23 =2.793 P, =0.095 +
+ E+M 23 =2.945 P. =0.086 +
9 (28.1%) 10 (31.3%) Zo =2.201 P, =0.027 =
PPA 32 = 13 (40.6%)
19 (59.4%)
4 (44.4%) 4 (44.4%)
DL-8280 9 L 11 (11.1%)
8 (88.9%) E P, =1.000 N.S
+ E+M Po =1.000 N.S
3 (33.3%) 4 (44.4%) Z, =0.514 P, =0.566 N.S
PPA 9 L P2 (22.2%)
7 (77.8%)
Table 14. Overall clinical efficacy classified by chemotherapy just before treatment
Chemotherapy  Drug No. of Excellent Moderate Poor Statistical analysis
just before patients (E) M)
treatment
11 (42.3%) 13 (50.0%6)
DL-8280 L 12 (1.1%)
24 (92.3%) E 23 = 6.564 P, =0.010 *
+ E+M 23 =10.924 P, =0.00] =
2 (1.7%) 10 (38.5%) Zo = 3.8TT P, =0.000 e
PPA L 14 (53.8%)
12 (46.2%)
34 (38.6%) 35 (39.8%)
DL-8280 88 L - 19 (21.6%)
69 (78.4%) E 2% = 1.7%6 P, =0.180 N.S
- E+M 23 = 5.792 P, =0.016 *
24 (27.9%) 28 (32.6%) Z, = 2.347 P, =0.019 =
PPA L 34 (39.5%)

52 (60.5%)




B 13 - RERYSERERE - D 1.-8280 1329

Table 15. Effect on pyuria

Drug No. of Cleared Decreased Unchanged Statistical analysis
patients (c) (D)
49 (42.6%) 19 (16.5%)
DL-8280 115 AT (40.9%)
68 (59.1%) C 23 =2.3716 P, =0.123 N\.S.
C+D x3 =3.423 P, =0.064 +
36 (31.9%) 16 (14.2%) Z, =1.97T71 P, =0.048 =*
PPA 113 . 1 61 (54.0%)
52 (46.0%)

TEFHER, BIECLABTH-% TFhi P
<0.001). Fi{EHRE B 7L - Tieh » 7Tk Rt
B HEEL RS (PL00L), EFHER, BIRTL
AFETH -7 (FhLh P<0.02, P<0.05).

7. MEFERRE

BEICR LY 2EES i B HR% Table 29
RHEEIIC R L. DL-8280 BE-CIT 172 &+ 153 ik
(89.0%), PPA PETIX1658k 1198 (72.1%) »34
KL, WEECIXAE EZ90 A5 i (P<0.001).
GNR o\ THh 5 &, DL-8280 BECiL1308kA 113
% (86.9%), PPA BETi31208k87# (72.5%) 73
HERL, FREVNAD LI (P<0.008) HEEERIT
BAEECEEEIA ORI, 5. GPC 2onT
A% &, DL-82808F TiI408k384k(95.0%), PPARE
TIX44RP3 18k (70. 5%) 2\ L, GNR R H
BENDH b (P<0.009), HEHITIL S. faecalis D
KEN DL-8280 B THEEE - Tz (P<0.001).

MR L SEEE O MIC (EEEE 106 cells/
ml) & DBAfRE R L% 0 Table 30 TH%5. DL-
8280 ETix MIC 7% 400 pg/ml LA EDEEA 3H T,
PPA BETIX408RD D, T ORDHERRZ KEIREN
Zbhich, FEEE L 100 pg/ml LT ToMERIL
BIERETELD TEM .

BEHHBEEC O\WT&R5 &, Table 31 iR X
51, DL-8280 BEI228k, PPA BETII41EENHE
L, ZhEffcHas s, giETI198, PPA T34
BIThY, TOFEIIERENA LR (P<0.03).
DL-8280 BT EEIEM I3 REE LR UL L% 5o,
PPA B CREERIIEOMIT S. epidermidis 5 #,
S. faecalis 6 FEDIB LIRS DTH - T,

8. THREHE X 5EKRHE

FBER kKRS Table 32 itk L. DL-
8280 P13 25361 (46.1%), B3 (37.4%),
22E%7H 6.1%), ®H 1286 (10.4%) Tho
7. PPA PECIXERHI06 (26.5%), HZh396 (34.5
%), eBH4fl (12.4%), EH306 (26.5%) T
»o7-. DL-8280 BFENERCELRBTH -1 (P

0.001). E#H=E, HHR EBEHLLE Tt DL-8280
B PPA BicHL, HEENR AL AL (FhFh
P<0.004, P<0.001).
9. EBRERK X 5H BH:HE

FHREC X5 B A% O #R% Table 33 iin
L. DL-8280 i3 “Jewic WE” 43.5%, “W
27 28.2%, “EFEY 12.9%, N’ 14.5%,
“FEEWC AR 0.8% T, PPA BT “IEEIER”

2.2%, “WR”2l.4%, “ETEI”2.4%, ‘N
" 24.6%, “EECAW” 6.3%5THY, HEbLM

= DL-8280 BEMABICE - T\ 7 (P<0.001).
10. ElfEM

BB R BlfE e o\ Tk Table 34 i ;R LK.
FHREVPEEEH L OBFREERE LI, > EfER®
Figiz DL-8280 BCix153fI4R1141 (7.2%), PPA
BT3B 1260 (7.8%) THY, MBRECAERE
BRI ot BIfEROEE bW & 5O
S0k REA, HEPILOFECOWTX Table
35 @ L. kb iERl DL-8280 FT6
I, PPA BET6HITH -7, Wihbrikk %
HiBHRLT WA,

R RAEE/LoHE B JIFEBFAEC S\ T Table
36 wRLY. RBEECBELULAEE L VEHEE
M HEERTD I T, FREIRSEAROBES
B EE Uik - I fEFIOF % Table 37 i L.

Bt ERNEIEA R L OCBREEER TR E
Birdor@odbhithot.

% Z

DL-8280 [LIEIEVHIE A7 b 5 &, BNI7R R
ERE R OWMEN, BEFCRPEMEOREEHFL T
WBLD X5 s b RERYE, LSRR
Bz ERBEE R & AT B A R B R YME T 3T 5 BT
TSRS FEI . 198241 A X h2EHEE
Tk bl Open trial OWURIBREMEIROREIL
SCER TR Y, WA RERYE30 0 5 AR
5o UTI EEaHliziEr & 5¥HET, F0ELHR



Table 16. Effect on pyuria classified by type of infection

Group Drug No. of Cleared Decreased Unchanged Statistical analysis
patients (C) (D)
(Shared rate)
10 (58.8%) 0
Group 1 DL-8280 17 (14.8%) P T (41.2%)
10 (58.8%) (o] Po =0.021 =
Catheter C+D 23 =1.555 P, =0.212 \.S
indwel t 1(9.1%) 2 (18.2%) Z, =2.069 P, =0.039 =
PPA 11 (9.7%) '“— '8 (12.7%)
3 (27.3%)
0 1 (50.0%)
Group 2 DL-8280 2(LT1% -« 1 (50.0%)
1 (50.0%) C P, =1.000 N.S.
Post C+D P, =1.000 N.S.
prostatec tomy 0 3 (33.3%) Z, =0.282 P, =0.778 N.S.
PPA 9 (8.0%) . 6 (66.7%)
3 (33.3%)
6 (33.3%) 4 (22.2%)
Monomicrobial Group 3 DL-8280 18 (15.7%) 8 (44.4%)
infection 10 (55.6%) C 2§ =0.056 P, =0.812 N.S.
[Upper UTl] C+D 23 =0.239 P, =0.625 N.S.
6 (31.6%) 2 (10.5%) Z, =0.551 P, =0.581 N.S.
PPA 19 (16.8%) ‘“— 11 (57.9%)
8 (42.1%)
20 (69.0%9) 3 (10.3%)
Group 4 DL-8280 29 (25.2%) - 6 (20.7%)
23 (79.3%) C 23 =2.580 P, =0.108 N.S.
[Lower u11 | C+D 2§ =2.418 P, =0.120 N.S
15 (45.5%) 4 (12.1%) Z, =1.926 P, =0.054 +
PPA 33 (29.2%) ¢ 414 (42.4%)

19 (57.6%)
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36 (54.5%) 8 (12.1%)

22 (33.3%)

QR e H

DL-8280 66 (57.4%)
44 (66.7%) =0.007 =
Sub total =0.022 *
22 (30.6%) 11 (15.3%) =0.005
PPA T2 63.7%) 39 (54.2%)
33 (45.8%)
5 (20.8%) 6 (25.0%)
Group 5 DL-8280 24 (20.9%) - 13 (54.2%)
11 (45.8%) =0.674 N.S.
Catheter =0.876 N.S.
indwelt 7 (30.4%) 4 (17.4%) =0.708 N.S.
PPA 23 (20.4%) 12 (52.2%)
11 (47.8%)
8 (32.0%) 5 (20.0%)
Polymicrobial Group 6 DL-8280 25 (21.7%) ¢t > 12 (48.0%)
infection 13 (52.0%) NS,
Catheter N.S.
[not indwelt} 7 38.9%) 1 (5.6%) N.S.
PPA 18 (15.9%) L — 10 (55.6%)
8 (44.4%)
13 (26.5%) 11 (22.4%)
DL-8280 49 (42.6%) L — 25 (51.0%)
24 (49.0%) N.S.
Sub total N.S.
N.S.

14 G4.1%) 5 (12.2%)
PPA 41 36.3%) 22 (53.7%)
19 (46.3%)

49 (42.6%) 19 (16.5%)

DL-8280 115 (100.0 %) * 4T (40.9%)
68 (59.1%6)
Total
36 (31.9%) 16 (14.2%)
PPA 113 (100.0 %) 61 (54.0%)
52 (46.0%)

082810 - ¥YHEWH TR ¢
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Table 17. Effect on pyuria classified by type of organisms

Type of organisms Drug No. of Cleared Decreased Unchanged Statistical analysis
patients ©) (D)
30 (52.6%) 8 (14.0%)
DL-8280 57 — ' 19 (33.3%)
38 (66.7%) C 2§ =5.606 P, =0.018 =
GNR C+D 23 =5.101 P, =0.024 =*
18 (29.5%) 9 (14.8%) Z, =2.65T P, =0.008 **
PPA 61 34 (55.7%)
27 (44.3%)
4 (18.2%) 7 (31.8%)
DL-8280 ' 11 (50.0%)
GNR+GNR 11 (50.0%) Cc P, =0.650 N.S.
(+others) C+D 2§ =0.097 P, =0.756 N.S.
4 (30.8%) 1 (7.7%) Z, =0.1581 P, =0.880 N.S.
GNR PPA 13 - 8 (61.5%)
infection 5 (38.5%%)
1100.0 %) 0
DL-8280
1 (100.0 %) C P, =1.000 N.S.
GNR +others C+D Po, =1.000 N.S.
1 (100.0 %) 0 Z, =0.000 P, =1.000 N.S.
PPA 1 - :
1 (100.0 %)
35 (43.8%) 15 (18.8%)
DL-8280 80 L 30 (37.5%)
50 (62.5%) 23 =2.298 P, =0.130 N.S.
Sub total C+D 23 =4.608 P, =0.032 =
23 (30.7%) 10 (13.3%) Zo =2.172 P, =0.030 =
PPA 15 L > 42 (56.0%)

33 (44.0%)

(4331
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6 (15.0%) 0

DL-8280 8 42 (25.0%)
6 (15.0%) C N.S.
GPC C+D N.S.
4 (36.4%) 2 (18.2%) Z, =1.34 N.S.
PPA 1 t 5 (45.5%)
6 (54.5%)
3 (15.0%) 0
GPC DL-8280 L + 1 (25.0%)
infection GPC+GPC 3 (75.0%) (o} NS,
(+others) cC+D N.S.
2 (33.3%) 1 (16.7%) Z, =0.943 N.S.
PPA L + 3 (50.0%)
3 (50.0%)
9 (15.0%) 0
DL-8280 12 L 3 (25.0%)
S (75.0%) C 13 =2.994 +
Sub total C+D N.S.
6 (35.3%) 3 (17.6%) Z, =1.750 +
PPA 17 — 8 (47.1%)
9 (62.9%)
5 (22.7%) 4 (18.2%)
DL-8280 22 P13 (69.1%)
GNR+GPC (+others) 9 (40.9%) C x3 =0.189 N.S.
infection C+D x3 =0.018 N.S.
7 (33.3%) 3 (14.3%) Z, =0.584 N.S.
PPA 21 ¢ 11 (52.4%)
10 (47.6%)
0 0
DL-8280 1 v 0 1 (100.0 %)
Others e
PPA 0

CGE) .

0828-1d - YW ks

geel



1334 WIRICE 30% 9% 19844

Table 18. Effect on pyuria classified by site of infection

Site of Drug No. of Cleared Decreased Unchanged Statistical analysis
infection patients (C) (D)
39 (46.4%) 13 (15.5%)
DL-8280 L 1 32 (38.1%)
52 (61.9%) o] 13 =1.422 P, =0.233 \.S
Bladder C+D 23 =17T32 P, =0.18 N.S
30 (36.1%) 12 (14.5%) Z, =1.508 P, =0.132 N.S
PPA L 1 41 (49.4%)
42 (50.6%)
10 32.3%) 6 (19.4%)
DL-8280 L ! 15 (48.4%)
16 (51.6%) 2§ =0.519 P, =0.4T1 \.S
Kidney C+D 2§ =1.161 P, =0.281 N.S
6 (20.7%) 4 (13.8%) Z, =1.3038 P, =0.193 N\.S
PPA L 119 (65.5%)
10 (34.5%)
DL-8280 0
Prostatic
M —
0 0
PPA 1 L 0 Y1 (100.0 %)
Table 19. Effect on pyuria classified by catheter indwelling
Catheter Drug No. of Cleared Decreased Unchanged Statistical amalysis
patients (C) (D)
15 (36.6%) 6 (14.6%)
DL-8280 41 20 (48.8%)
21 (51.2%) C 23 =0.939 P, =0.332 N.S
Indwel t C+D 23 =0.404 P, =0.525 N.S
8 (23.5%) 6 (17.6%) Z, =1.067 P, =0.286 N.S
PPA 34 L 20 (58.8%)
14 (41.2%)
34 (45.9%) 13 (17.6%)
DL-8280 74 - + 27 (36.5%)
Not 47 (63.5%) o] 23 =1.340 P, =0.247 N\.S.
indwel t C+D 2% =3.018 P, =0.079 +
28 (35.4%) 10 (12.7%) Z, =1.7142 P, =0.081 +
PPA 79 41 (51.9%) ‘
38 (48.1%)

X37.6%CH Y, FH, BREAHEIELHRL0.6
BTHo1®

SE O LR T DL-8280 B ATEREIERIL
LK. 1%, HHRIZ80.9%, *#PPA HTRZE
#323.9%, HFHEST. 5% T, DL-8280 BNLHHR,
BHRE DA BCEN T2, =0 DL-8280 o
EBR, HHRIL Open trial RS 131 —FK L

2. Open trial TR LS | BESEN —@ TR
hotch’, SEOEBERBEREIL Open trial O
BEBATD BREL -, ¥ PPA BEE HESL
THRRZHRCBERLES T iz &1k DL-8280 o
PIEEN, AR L5 A0ER—FEE: bhie
DT, ZOPEEE, HEAR2 + 5 Ak DOWTHH
L.



61 (54.0%)

B 3h  REBEYIEHESAE: - D L-8280 1335
Table 20. Effect on pyuria classified by grade of pyuria before treatment
Grade of Drug No. of Cleared Decreased Unchanged Statistical analysis
pyuria patients < (D)
15 (34.1%) 15 (34.1%)
DL-8280 ' 14 (31.8%)
30 (68.2%) o] 23 =0.634 P, =0.426 N.S.
& C+D 2% =1.264 P, =0.261 N.S.
6 (22.2%) 8 (29.6%) Z, =0.404 P, =0.160 N\.S.
PPA 27 — ' 13 (48.1%)
14 (51.9%)
11 (37.9%) 4 (13.8%)
DL-8280 L 114 (48.3%)
15 (51.7%) o] 23 =0.125 P, =0.723 N.S
+ C+D x3 =0.000 P, =1.000 N.S
14 31.1%) 8 (17.8%) Z, =0.413 P, =0.680 N.S
PPA 45 L b 23 (51.1%)
22 (48.9%)
19 (57.6%) 0
DL-8280 L 14 (42.4%)
18 (57.6%) C 23 =1.882 P, =0.170 N.S.
+ C+D %3 =1.882 P. =0.170 N.S.
12 (37.5%) 0 Z, =1.600 P, =0.110 N.S.
PPA L 20 (62.5%)
12 (37.5%)
4 (44.4%) 0
DL-8280 L 15 (55.6%)
41 (44.4%) C P, =1.000 N.S.
* C+D Po =1.000 N.S.
4 (44.4%) 0 Z, =0.000 P, =1.000 N.S.
PPA 9 L b5 (55.6%)
4 (44.4%)
Table 21. Effect on pyuria classified by chemotherapy just before treatment
Chemotherapy Drug No. of Cleared Decreased Unchanged Statistical analysis
just before patients () (D)
treatment
(11 (42.3%) 5 (19.2%)
DL-8280 26 110 (38.5%)
16 (61.5%) C 23 =4.789 P, =0.029 =*
+ C+D 23 =1.2883 P, =0.267 N.S.
3 (11.5%) 8 (30.8%) Zo, =2.000 P, =0.045 x
PPA L 115 (67.7%)
11 (42.3%)
38 (43.2%) 14 (15.9%)
DL-8280 L I 36 (40.9%)
52 (59.1%) C 23 =0.421 P, =0.517 N.S.
- C+D 23 =2.280 P, =0.131 N.S.
32 (31.2%) 8 (9.3%) Z, =1.335 P, =0.182 N.S.
PPA E ) 46 (53.5%)
40 (46.5%)
Table 22, Effect on bacteriuria
Drug No. of Eliminated Decreased Replaced Unchanged Statistical analysis
patients (E) (D)
88 (76.5%) 1 (0.9%)
DL-8280 115 ¢ 711 (9.6%) 15 (13.0%)
89 (77.4%) E 23 =15.636 P =0.000 b«
E+D 23 =12.856 P=0,000
57 (50.4%) 4 (3.5%) Zo = 4.136 P=0.000 oot
PPA 113 15 (13.3%) 37 (32.7%)




Table 23. Effect on bacteriuria classified by type of infection

Group Drug No. of Eliminated Decreased Replaced Unchanged Statistical analysis
patients (E) (D)
(Shared rate)

13 (716.5%) 0

Group 1 DL-8280 17 (14.8%) ¢ 2 (11.8%) 2 (11.8%)
13 (76.5%) E P, =0.205
Catheter E+D P, =0.423
indwelt 5 (45.5%) 1 (9.1%) Z, = 1.518 P, =0.129
PPA 11 (9.7%) 2 (18.2%) 3 (27.3%)
6 (54.5%)
1 60.0%) 0
Group 2 DL-8280 2 (L1%) — 0 1 (50.0%)
1 (50.0%) E P, =1.000
Post E+D P, =1.000
prostatec tomy 5 (55.6%) 0 Z, = 0.132 P, =0.8%
PPA 9 (8.0% - © 1 (11.1%) 3 (33.3%)
5 (55.6%)
15 83.3%) 0
Monomicrobial Group 3 DL-8280 18 (15.7%) ¢ 1 (5.6% 2 (11.1%)
infection 15 (83.3%) E P, =0.313
[Upper UTl :| E+D P, =0.313
12 63.2%) 0 Z, = 1.348 P, =0.178
PPA 19 (16.8%) ¢ 2 (10.5%) 5 (26.3%)
12 (63.2%)
27 (3.1%) 0
Group 4 DL-8280 29 (25.2%) ' 1 (8.4%) 1 (3.4%)
27 (93.1%) E 23 = 4.022 P, =0.045
{Lower UTI] E+D 23 = 3.106 P, =0.078
23 69.7%) 1 (3.0%) Z, = 2.295 P, =0.022
PPA 33 (29.2%) - ' 3(9.1%) 6 (18.2%)

24 (12.7%)

9681

===

b

pow

===
#HPB61 &6 F0¢ FERMW

===

* + *




56 (84.8%) 0

DL-8280 66 (57.4%) 4(6.1% 6 (9.1%)
56 (84.8%) E %3 = 1.663 P, =0.006 *+
Sub total E+D 23 = 5912 P, =0.015 *
45 (62.5%) 2 ( 2.8%) Zo = 2.913 P, =0.004 **
PPA 72 (63.7%) 8 (11.1%) 17 (23.6%)
47 (65.3%)
13 (54.2%) 0
Group 5 DL-8280 24 (20.9%) 5 (20.8%) 6 (25.0%)
13 (54.2%) E x3 = 1.822 P, =0.177 N.§
Catheter E+D x3 = 1.087 P, =0.297 N\.S
indwel t 7 (0.4%) 1 (4.3%) Z, = 1.845 P, =0.085 +
PPA 23 (20.4%) 3 (13.0%) 12 (52.2%)
8 (34.8%)
19 (76.0%) 1 ( 4.0%)
Polymicrobial Group 6 DL-8280 2% QL1%) 2 (8.0%) 3 (12.0%)
infection 20 (80.0%) E %5 = 8.009 P, =0.005 **
Catheter E+D 23 = 7.682 P, =0.006 »x
not indwelt 5 (21.8%) 1 (5.6%) Zo = 3.110 P, =0.002 »*x
PPA 18 (15.9%) 4 22.2%) 8 (44.4%)
6 (33.3%)
32 (65.3%) 1 (2.0%)
DL-8280 49 42.6%) ‘“— 7 (14.3%) 9 (18.4%)
33 (67.3%) E x3 =10.204 P, =0.001 **
Sub total E+D 23 = 8.516 P, =0.003 **
12 69.3%) 2 (4.9%) Zo = 3.501 P, =0.000
PPA 41 (36.3%) - 7 (A7.1%) 20 (48.8%)
14 (34.1%)
88 (76.5%) 1 (0.9%)
DL-8280 115 €100.0 %) “— — 11 (9.6%) 15 (13.0%)
89 (77.4%) E %3 =15.636 P, =0.000
Total E+D 23 =12.856 P, =0.000 %+
57 (50.4%) 4 ( 3.5%) Zo = 4.136 P, =0.000
PPA 113 (100.0 %) - 515 (13.3%) 37 (32.7%)
61 (54.0%)

SR e H
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Table 24. Effect on bacteriuria classified by type of organisms

Type of organisms Drug No. of Eliminated Decreased Replaced Unchanged Statistical analysis
patients (E)

48 @4.2%) 0
—_

8¢¢1

Y861 &6 F0S EWMN

DL-8280 57 1 3(5.3%) 6 (10.5%)
48 (84.2%) E x3 =6.988 P, =0.008
GNR E+D x§ =5.2601 P, =0.022
37 60.7%) 2 (3.3%) Z, =2.811 P, =0.005
PPA 61 . 5 (8.2%) 17 21.9%)
39 (63.9%)
14 (63.6%) 1 ( 4.5%)
DL-8280 22 L 13 (13.6%) 4 (18.2%)
GNR+GNR 15 (68.2%) E 23 =1.196 P, =0.2714 N.S.
(+others) E+D x3 =1.89 P, =0.173 N\.S.
5 (38.5%) 0 Z, =1.683 P, =0.092 +
GNR PPA 13 - + 2 (15.4%) 6 (46.2%)
infection 5 (38.5%)
1 (100.0 %8 0
DL-8280 1 L 0 0
1 (100.0 %) E P, =1.000 N.S.
GNR +others E+D P, =1.000 N.S.
1 (100.0 %) 0 Z, =0.000 P, =1.000 N.S.
PPA 1 L 0 0
1 (100.0 %)
63 (18.8%) 1 (1.3%)
DL-8280 80 L 6 (7.5%4) 10 (12.5%)
64 (80.0%) E 2§ =7.252 P, =0.007
Sub total E+D 23 =6.492 P, =0.011
‘43 67.3%) 2 (2.7%) Z, =2.953 P, =0.003

PPA 7 7(9.3%) 23 (30.72%%)

45 (60.0%)




7@1.5%) 0

DL-8280 1 (12.5%) 0
T (87.5%) Po N.S.
GPC Po N.S.
8 (12.7%) 0 Po N.S.
PPA 11 . 3@Q1.3% 0
8 (12.7%)
3(15.0% 0
DL-8280 L 0 1 (25.0%)
GPC+GPC 3 (75.0%) Po NS
(+others) Pa NS
3 (50.0%) 0 Po N.S
PPA . 0 3 (50.0%)
3 (50.0%)
10 83.3%) 0
DL-8280 12 : 1(8.3% 1 (8.3%
10 (83.3%) P, N.S
Sub total P, N.S
11 64.7%) 0 Po N.S
PPA 17 ¢ 3 (17.6%) 3 (17.6%)
11 (64.7%)
14 63.6%) 0
DL-8280 22 . 4 (18.2%) 4 (18.2%)
GNR+GPC (+others) 14 (63.6%) =8.979 P, xok
=5.380 P, *
3 (14.3%) 2 (9.5%) =3.031 P, Hok
PPA 21 L 5 (23.8%) 11 (52.4%)
5 (23.8%)
1 (100.0 %) 0
DL-8280 1 0
1 (100.0 %)
PPA 0

&I
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Table 25. Effect on bacteriuria classified by site of infection

Site of Drug No. of Eliminated Decreased Replaced Unchanged Statistical analysis
infection patients (E) (D)
66 (78.6%) 0
DL-8280 84 ‘ 17 (8.3%) 11 (13.1%)
66 (78.6%) E 23 =11.021 P, =0.001
Bladder E+D 2% = 8.213 P, =0.004
44 (53.0%) 3 (3.6%) Z, = 3.400 P, =0.001
PPA L 111 (13.3%) 25 (30.1%)
47 (56.6%)
22 (71.0%) 1 (3.2%)
DL-8280 31 L 14 (12.9%) 4 (12.9%)
23 (74.2%) E 2E =4.205 P, =0.040 *
Kidney E+D x3 =4.230 P, =0.040 *
12 (41.4%) 1 ( 3.4%) Z, =2.521 o =0.012 *
PPA L I 4 (13.8%) 12 (41.4%)
13 (44.8%)
DL-8280 0
Prostatic
M —
1 (100.0 %) 0
PPA 1 ¢t 10 0

1 (100.0 %)

%81
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Table 26. Effect on bacteriuria classified by catheter indwelling

Statistical Analysis

Unchanged

Replaced

(D)

(E)

26 (63.4%)

Bliminated  Decreased

No. of
patients

Drug

Catheter

0

8 (19.5%)

7 (17.1%)

41

DL-

809 P, =0.028 *
84 P, =0.091 +

. 478 P, =0.013 =*

26 (63.4%)

12 (35.3%)

Indwelt

2 (5.9%)

15 (44.1%%)

5 (14.7%)

L

K7}

PPA

14 (41.25%)

B3 RERGUEHEAE - D L-8280 1341

1 (1.4%)

62 (83.8%)

7 (9.5%)

1 4 (5.4%)
63 (85.1%)

45 (57.0%)

—

T4

DL-8280

Not

indwelt

2 (2.5%)

47 (59.5%)

22 (21.8%9)

10 (12.7%6)

- |

PPA

4 B OB AR S8 & i R #IE27 1o 108
cells/ml & Co DL-8280 > MICs it 0.78 pg/
ml, PPA t}% 50 pg/ml, MICy & 7% &, DL-8280
T 25 pg/ml, PPA “Ti% 400 pg/ml »#% Tk b,
5L DEFEDLIS (Fig. 6). 2h% GNR &
GPC Rl Ta5E, GNR (213#) o DL-8280
O MICy i1 25 pg/ml, PPA 0 Zhi 400 pg/ml %
#x Tk (Fig. 7), GPC (57#) Tix DL-8280
@ MICs 7% 6.25 ug/ml 2L, PPA Ti% 400 pg/
ml ®#% (Fig. 8), GNR, GPC r ik HEH D
ENEETHB. T GPC I\ Tit DL-8280 ©
X 1BR*BANT MIC A 6.25 pg/ml LIFCThot
ORI L, PPA Tix 424k (73.7%) 7% 400 pg/ml
DEoEEmMEEZRL, HEARZ 7202511 -
EHLTwB. =D GPC izxd% HEAOENE
KRR X iz &1k, GNR+GPC 0ESE
GofERZHE (Table 10) O L 2T HEOh
TH%5. Tihb DL-8280 BT H5%K 68.2%,
PPA BTi1328.6%Chb.

RERBEICHa5 L, DL-8280 B Ao %
DHTACE 28 (26D 2BR\WT, TOEEEIL6S
%A ETHY, F4FOEMBRY, THREBYIET
1196.6 % &, ZMEEBMMEERAOBEHEY b TE
THBITHoT. FREFHE FEIFLATARC
DL-8280 $i3 PPA B L THBIE - T\ 1.
ZOEIRERYR (S5, 68 KRWTHETDH
ot Zhikb@RLiX 5k, GNR & GPC of
LRI, PPA » GPC i aHEI»ATR+54
ietcd, GPC OANBEREL, EHHL LD T
H55.

B RBEBRIEY SR E L TRER bl
REX O _BEREC X 5 RAHEKDR L BT S &,
SFEE 59 13 Norfloxacin (NFLX) & PPA ol
¢, NFLX 1 H 800mg (44) #5800 EHX
30.5%, HH=71.1%, PPA 1 H 2,000mg (5 4)
BEOICESR2. 1%, BRHEB. 4% LH/EL, Fic
Miloxacin (MLX) & PPA oi#<» MLX 1 H
2,000 mg (4 4) H#5HITELR. 9%, BRI 2
%, PPA 1R 1,500 mg (% 3) #5HITELE2 4
%, BRKS2 1% Thote. WED PPA ORELS
B0 L Rk PPA O L 1: BIEAETHAE
Ly, 4@Eo DL-8280 1 HipLEH 600mg k4
feuno & X b, DL-8280 DL - h b OEKIORK
BEHBELTY, I0ERTHABE NS T ENTES
TH»5.

SO MIC L&D RY 2% &, DL-8280



Table 27. Effect on bacteriuria classified by grade of pyuria before treatment

Grade of Drug No. of Bliminated Decreased Replaced Unchanged Statistical analysis
pyuria patients (E) (D)

38 (15.090) 1 (2.3%)
| J

DL-8280 4 5 (11.4%) 5 (11.4%)
34 (77.3%) E 23 =6.943 P, =0.008 =«
E+D 2§ =8.112 P, =0.004 %
11 40.7%) 0 Zo =3.16T1 P, =0.002 »*
PPA A — I 4 (14.8%) 12 (44.4%)
11 (40.7%)
21 (72.4%) 0
DL-8280 29 L ! 2(6.9%) 6 (20.7%)
21 (72.4%) E 2% =2.4%5 P, =0.114 N.S.
+ E+D 23 =1.474 o =0.225 N.S.
23 (561.1%%) 2 ( 4.4%) Z, =1.545 P, =0.122 \.S
PPA 45 L ! 7 (15.6%) 13 (28.9%)
25 (55.6%)
26 (718.8%) 0
DL-8280 L — 3(9.1%) 4 (12.1%)
26 (78.8%) E 2§ =3.7101 P, =0.054 +
+ "E+D 23 =2.035 P, =0.154 N.S.
17 (53.1%) 2 (6.3%) Z, =2.201 P, =0.027 »
PPA L ! 2 (6.3%) 11 (34.4%)
19 (59.4%)
8(88.9% 0
DL-8280 L— I 1dL1%) 0
8 (88.9%) E P, =0.576 N.S.
+* E+D P, =0.576 N\.S.
6 (66.7%) O Z, =1.095 P, =0.273 N.S.
PPA L 12 @.2%) 1 (11.1%)

6 (66.7%)

(423!
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Statistical analysis

Unchanged
1 (3.8%)

13 (50.0%6)

Replaced
1 (3.8%)
3 (11.5%)

(D)
1 (3.8%)

1 (3.8%)

24 (92.3%)

9 (34.6%)
10 (38.5%)

(E)

Eliminated  Decreased
23 (88.5%)

No. of
26

patients

Table 28. Effect on bacteriuria classified by chemotherapy just before treatment

Drug
DL-8280

PPA

Chemotherapy
just before
treatment

£ o3 | RBRBREEERAR - D L-8280 1343

Bl PPA PEL L 5IEFID MIC % 100 gg/ml
DT Tthhid, MERIEERTHS. DL-8280 Fo
SEEEe T %5 DL-8280 o MIC (EEmE 108
cells/ml) 73 200 pg/ml LA Eo> B 4 B 35 7o
SR L, PPA BoOSHEEC TS PPA o

*x ¥ MIC 73200 pg/ml Ll FOBEI45K b EELE: (Ta-
388 ble 80). Uichto CEMEE 105 cells/ml T MIC
TTT #3100 pg/ml LT ChhE, MEEHEHEE 51
aoalny BTEDLLELLNS. T0 X5 LTEFOHEN O
583 ENFOFIIREDRLE L THLbh, LEEESE
S<ed CRML, ¥rEREUEOBERGE, Ao
s MR DET Do tc & Bbhb.
RN B CEBE B S EH & OBIREEE T E b
g »teoik, DL-8280 #1536+ 1141, PPA F£153641
) () 16T, ZOHEEXRIERARTH Y, #EPEX
— —~ TWHEELL 6P TH-. BERONFIIHEERE bH
ES § (EBFERDS B L eb D THS. DL-8280 pFHE v
S S H Y Y A TOWUREBHER O BIE A GBI 1,207 6%
= I 261 (3.5%) THb, TibbORPBERTDH
¢ ¢ ot ZOHE LTS E, SEOHREBRR TIIH
= 3 BIREIPREL 7o T B, ThIFEY vy
z z 7 4D TO 1 BRS B KL 400mg T Th b,
a — SEOHERRO | BF5ERE 600mg T, | HE
§ T BAEIML T B L HEIhSD.
Y B E R OB REEEL CERES & 5RO S
e o 2 EEETEID > FelE, DL-8280 BETIORT, %
°1S Pl DRI IFELERIES 3 6, FFEEREEE/L 3 fl, B
|E _|B BEERAEER L3 A, FMMEMBRRD | AITHD,
§ S § = VIR ABET follow up TX7dOXTRTER
€ 3 LT, FHe vaey 49 ThLEREEBEEL
8 S LIFBERRS - GOT, GPT ¢ ¥ OHFihs BEEE
(EDBKEATh 7
8 8 FHIOBWEA S L 0% O RBURE XML ORREA L
WU TR, 2BNCRetom\ 3
= Aliwvzs.
§ N SEo 1 A3E, F1H 600mg o LT, W
2 & TR EE RS R L T+ 5 s R R T\ B A7,
FFIOHENOME, BEFRTIN « PR ZRT I,
| | RBSEY L 5D LREL TS, 2k h ORERR
AR TE D, B FECVESYAY TOIH
300 mg, 400 mg TOEHRILZhLTh83.6%, 80.8

%TH ot FSEO AR T8 5 B
LRI ie oo, REEOEHENE IR REAE ORI
Ble-Tik, TOEEERSZERL, | BREEL
LB EN D - THRTHA 5.

Db 7 R R X0 EREO R &S
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Sub total 130 113 (86.9) 17 120 87 (72.5) 33 23 =7.231 =0.007 »*
S.aureus 4 4 (100.0 ) 6 6 (100.0) =1.000 N.S.
S.epidermidis 9 9 (100.0) 8 6 (75.0) 2 =0.412 N.S.
S.saprophyticus 0 3 3 (100.0 ) -
S.faecalis 19 19 (100.0) 19 9 (47.4) 10 =0.000 =
S.faecium 0 2 2 (100.0) -
S.avium 2 2 (100.0 ) 1 1 (100.0) =1.000 N.S.
o -Streptococcus 1 1 (100.0) 1 1 (100.0) =1.000 N.S.
GPC B-Streptococcus 0 1 1 (100.0) -
Enterococcus 2 1 (50.0) 1 2 1 (50.0) 1 P, =1.000 N.S.
Streptococcus spp. 1 0( 0.0) 1 1 1 (100.0) P, =1.000 N.S.
Micrococcus spp. 1 1 (100.0) 0 -
GPC 1 1 (100.0) 0 -
Sub total 40 38 (95.0) 2 44 31 (70.5) 13 23 =104 =0.008
Bacillus spp. 1 1 (100.0 ) 0
Corynebacterium spp. 1 1 (100.0) 1 1 (100.0)
Total 172 153 ( 89.0) 19 165 119 (72.1) 46 x3 =14.264

0878-"1 A « WYEW T TRER Y ¢

S¥el
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DL-8280 13 PPA iR L CHBCE > THY, %
P RZEMOREN S PPA L BIFRABEELTHY,
B PRI R ETARER L LCER EE L BB,

=)
ia )

B R R 55 DL-8280 oF%h:, &
2R IO B R A E BN RHE ST 572D, Pipe-
midic acid (PPA) 2 ®BIKL LT _E BREL X
D Bt ¥ 3 & 7 o 72 DL-8280 % 1 [E 200 mg,
1 B 3ME, 5 600mg, PPA (X 1[E 500mg, 1 H 4
=, & 2,000 mg % 5 BRELEEDRE L.

B EEASUT 311 81, B, BEYERL 228 61
(DL-8280 B£115(1, PPA B£1136)) =X L THERME

9% 19844

D% BT irote. 4 Mo FHE 306 5l (DL-
8280 1534, PPA #£153%1), 7&FRM: DML 250
i (DL-8280 Et124f, PPA E£1266)) & oWTk
it BEOEERTCXEIRDOI ks
fe.

G A EERR R DL-8280 RCE4hE39. 1%, B
%80.9%C, PPA BEDOE423.9%, HEHRST.5%
LB L TEBCE, - (Chth P<0.03, P
0.001).

RERBRICS S &, #28 (ERERE vk
MBRGE) L3 3 (BEMRY, EERERIE
BT, DL-8280 #o RABIRZIR I PPA Fr
HLERCE > .

Table 30. Relation between MIC and bacteriological response (108 cells/ml)

Organism Drug MIC ( /e ) Total
=0.05 010 0.2 0.339 078 1.5 313 6.2 12§ 25 50 100 200 400 400<
E.coli DL-8280 99 14714 5/5 /e 272 22 3/3 B/3
PPA 44 979 5/5 172 02 44 28/%
K. gneumonise DL-8280 | V4 S 74 2 74 ] 1/1 /1 1/1 8/8
: PPA w22 0 i 22 01 2 /M
Kiebsiella spp. DL-8280 71 w1 /1 2/3
PPA 1 1
C.freundii DL-8280 1 171 2/2
PPA 11 272 3/3
Citrobacter spp.  DL-8280 2/2 1 3/3
PPA
P.aeruginosa DL-8280 1 1 &4 2/8 V1 83 /2 1/ 0/1 8/5 11/2
PPA &5 11 58 0/1 Oo/1 04 18 /8
P.cepacia DL-8280 01 01
PPA 22 22
P.putid DL-§280 vt w1 0/1 2/3
. PPA o1 O
P.zal tophili DL-8280 0/1 01 11 1/3
e PPA 1 o1
P.flvorescens OL-8280 | % vi
PPA w1 1
S.marcescens DL-8280 /1 w1 /1 w1 w2 e /1 o1 0/ 8/1
PPA 4 oy o/1 1/6 s/12
Serratia spp. DL-8280 w1 1/1
PPA 1 Ve )
GNR
P.mirabilts DL-8280 474 3/3 1/1 171 3/3 12712
PPA 5/5 12 172 19
P.vulgaris DL-8280 w2 W1 2 5/5
PPA 1 /1 1/2
P.morgani i DL-8280 1 1/2 2/8
PPA 174 208 V4| 12 4/5
P.retigeri DL-8280 /1 01
PPA 11 /1
P. inconstans DL-8280 i1 1/1
PPA 1 w1
B.cloaca DL-8280 11 [ 74} 1/2
PPA i1 w1 2
. aerogenes DL-8280 | V6 T V4 ) i1 3/3
& PPA 2/2 11 3/3
A.calcoaceticus  DL-8280 1 22 33
’ PPA 1 13 i
A.faecalis DL-8280 w1 171 1743
PPA 01 /1
Achromobacter spp. DL-8280 /1 1/1
PPA
F.odoratus DL-8280
PPA 11 /1
H.alvei DL-8280 |74 11
PPA
GNR DL-8280 1 11
PPA
Sub total OL-8280 13/13 22/22 11/12 1010 4/5 6.8 1/8 4/6 8/9 679 /4 272 0/1 1/3 17/20 113/1%0
PPA 44 3/ 186717 1L/2 8/7 W12 34 S5/8 /5 04 411 13/1T 8110




B30 RERRYIEH B - D L-8280 1347
§-aureus DL-8280 22 /1 1/1 44
PPA 171 /1 474 6/6
$.epidernidis DL-8280 1 3 1/ 1t 3/3 9/9
PPA |7 U 74 2 Ve | /1 /3 6/8
S.saprophyticus DL-8280
PPA /2 /1 3/3
§.faecalis DL-8280 2 88 11 272 19/18
PPA /1 6/15 3/3 8/19
. faecivm OL-8280
PPA 171 1 2/2
GPC S.avius DL-8280 /1 1/1 2/2
PPA /1 /1
@-Streptococcus  OL-8280 /1 171
PPA /1 w1
B -Streptococcus  DL-8280
PPA 171 /1
Enterococcus DL-8280 172 12
PPA 2 172
Streptococcus spp, DL-8280 0/1 /1
PPA w1 171
Micrococcus spp.  DL-8280 171 | Ve
PPA
GPC oL 8280 11 1/1
PPA
Sub total DL-8280 vy /5 1/t §/5 8/8 11 1/1 1012 38740
PPA 273 33 2 22 172 8/11 13/15 31/4
Bacillus spp. DL-8280 1/1 /1
PPA
Corynebacterium spp. DL-8280 w1 171
PPA /1 171
Total DL-8280 13/13 22722 12713 15715 §5/6 1/11 15716 1274 9/9 6/9 2/5 272 0/1 173 28/ 183/112
PPA /4 B/ 16711 172 8/10 1415 56 110 L/S 0 L76 12/734 21/33 119/165

Mo of strains eradicated ~/ Ma of strains isolated

Table 31.

Strains appearing after treatment

Organism

DL-8280

PPA

Total

E.coli

aeruginosa
.putida
.maltophilia
-marcescens
cloacae

ool

. asrogenes
\. faecalis
.odoratum

s
—
<
®
e

4

R
idermidis
ecalis

RV I=,

-Streptococcus

Fungus

[N

Pl O bt et it et = DN

PO UT b et bt 1t DO €O P BN GO

w0

OO 0D OO QO o =

—
Pt OO GO P bt BND bt Pt bt o] CFT DD bt ot it et

Total

o
&

41

f=r]
o«

Drug No. of

patients appeared

Not

Appeared

Statistical
analysis

115
118

DL-8280
PPA

98
19

19
K23

BRCT 2 881, EFER+3%HERN DL-
8280 PET59.1%, PPA BET46.0% T, DL-8280 ¢
725 PPA Bt b, BhaEAnabhic.

MR R 2%hE T, DL-8280 B (L=
1376.5%, PPA BDZhIX50.4% T, DL-8280 %t
MEEIE > T e (P<0.001).

MEFEZR T1%, DL-8280 Fo HEEE O HkK
89.0% L, PPA BoXhut72. 1% %RL, BHE
DENRD LR (PL000L). 75 ABKEE 7
5 ABRMERRESIC O\ Cd DL-8280 BOWELRIIAE
o T (Bh#h P<0.008, P<0.009).

EHRER X AEERRIL DL-8280 #EASZE4)R46. 1
%, BHEKS3.5% T, PPA BEDFHIIFhFh6.5
%, 61.1%Thh, DL-8280 EEA: PPA BACILL,
BECE - Tk,

¥ % HHEMEOSF iy, DL-8280 Bht ‘“Jedc i
B, “HER” b8 T71.8%, PPA Bhi47.6%T
DL-8280 BN AERICHE > T 7 (P<0.001).

Eife iz DL-8280 #C114] (7.2%), PPA #T
1261 (7.8 %) k@b bhich, WHECEEZR:
{, ZORBAIBECIHERT, ELEBLLOTAR
bhinir oo, BIRKREEE/D DL-8280 F£T104,
PPA BTIFALRIDART, FHEECEIRD
Bivieh oo,

U EoR#L b, DL-8280 3##k REEIIED
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Table 32, Clinical efficacy evaluated by the doctor in charge

Drug No. of Bxcellent Good Poor Statistical analysis
patients (E) (G)
53 (46.1%) 43 (37.4%)
DL-8280 115 L ' T (6.1%) 12 (10.4%)
96 (83.5%) E 23 = 8.5713 P, =0.003 »*«
E+G %3 =13.223 P, =0.000 %
30 (26.5%) 39 (34.5%) Zo = 3.953 P, =0.000 kx
PPA 113 L ' 14 (12.4%) 30 (26.5%)
69 (61.1%)
HRECBEL, FRAERCHD LR, I
B T RIRBE I R 23R
AR XOER IH31EHALEREP AT H AL TREIC By —
BOTRE UL R+ B R
H ATC BN -2356R & EEA i ¥
R 40 AR R 2
RRAKFEREFDWREBPEHE s
FERR, B ¥ BXEL €788 R R R
w o H 1L
SFFEAIABERR R BARBER LT RFEB R B
BERNER it ]
EXKRRWREF AW T RR BT I R 2t
BT B Mass Bk B
HERBRAERRAETWR AR ST LT T R B W R SR
R T
BASRS7 SOmBE it IR A5 BAER LR BB
IHEZ WE ER|, ORERE A K
RS &R R RR
£# 1 X Ly
KRR AT LRI R 2R 1) Sato K, Matsuura Y, Inoue M, Une T,
SHER= Osada Y, Ogawa H and Mistuhashi S : In
HRICFRE IR SR vitro and in vivo activity of DL-8280, a
*H T new oxazine derivative. Antimicrob Agents
HABEFRABREWRSR Chemother 22 : 548~553, 1982
R 2) B - D BREE R & 4
BTG AR RR SR ¥ : DL-8280 o #—iHEE KA K. Chemo-
AHECH, ¥ Eth therapy 32 (S-1): 118~149, 1984
BORERILE BB IR AR 3) H30[E B A{LEEEF AT A AT RS, FEY
BEF E vy wa, DL-8280, 1982, &HE
BERARBIBRER 4) KHBIERK » FIFME K : UTI (RERERYEE) 3R%DAY
ZE & {fiZ&#:. Chemotherapy 28 : 321~341, 1980
EIUAFEFMBR BRI LB E 5) BARLEFEYS MIC JEESTEES: B

RFELZ, AME, WREN, KRESE EEM
B

NG EERIR A WAR AP =
MR, RKEFIESE, ML

N ERFARZAT BRI R AR

ANRERILEE MIC) EREHEITCOWT,
Chemotherapy 29 : 76~79, 1981

6) PR AR « B I - BIHER  AHER  FE
Yk o FERTYER) o VEIEEHRE o LR - BERK—
s KNDER « FH 15 « BIIESRET » KFLZ -
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Table 33. Usefulness evaluated by the doctor in charge

1349

Drug Ro. of Markedly Moderately Fairly Unsatis- Very Statistical analysis
patients satistactory satisfactory satisfactory factory unsatis-
(Ma) (Mo) factory
54 (43.5%) 35 (28.2%)
DL-8280 124 L 16 (12.9%) 18 (14.5%) 1 (0.8%)
89 (71.8%) Ma 21§ = 1.552 P, =0.006 »**
Ma+Mo 23 =14.158 P, =0.000 =k
33 (26.2%) 27 (21.4%) Zo = 3.900 P, =0.000 »ex
PPA 126 L ' 21 21.4%) 31 (24.6%) 8 (6.3%)
60 (47.6%)
Table 34. Incidence of side effects
Syspton Drug  No, of side effects Relation to the drug
Severity Total Definite  Probable  Possible  Probably Definitely
_— not not
# # +
DL-8280 4 4 2 1 1
Nausea PPA 1 1 1
: DL-8280 1 1 2 1 1
Stomach discomfort PPA 2 2 2
; DL-8280 2 2 1 1
Diarrhea PPA 1 1 1
A i DL-8280 1 1 1
norexa PPA 2 2 1 1
; Vomiting DL-8280 1 1 1
Heartburn DL-8280 1 1 1
Chest distress DL-8280 1 1 1
Stomachache PPA 1 1 1
Constipation PPA 1 1 2 1 1
Dizziness DL-8280 1 1 1
Light-headed fecling DL-8280 1 1 1
Headache DL-8280 1 1 1
Sleep disorder DL-8280 1 1 1
Head discomfort PPA 1 1 1
Eruption DL-8280 1 1 1
PPA 2 2 1 1
Fever DL-8280 1 1 1
Cold sweat DL-8280 1 1 1
Thirst DL-8280 1 1 1
Taste bitter PPA 1 1 1
Stomatitis aphthosa PPA 1 1 1
6 5 7 1 1
DL-8280 13 7 2 ! 4ot !
Total No. of ‘l‘o;.al ¥<; (:': 18 2
patients side effec
evaluated M 9 1 0 0
PPA 8 1 5§
14 0
DL-8280 153 Statistical
PPA 153 Total No. of  DL-8280 13 11 (7.2 %) analysis 2
patients with 23 =0.000
side effects PPA 12 12 (7.8 %) P, =1.000 0

N.S.




19844F

WIRILE 30% 9%

1350

panuljuo) elqeqold £ + esoyjyde sij1jewo)s 69- d 1-2r
J9111q 83se]
panutjuoostq o) 1utjaq 1 # ‘easney ‘eixalouy 2L d [ ) 2
panuijuoy 81q1ssod £ + uotjediysuo) €-d y-0v
penutjua) e1qeqo1q 2 + vopjediysuo) gL W g -£8
panu1juoosi( e1qeqolg 1 # eixajouy L. d 9-1¢
panutjuoasig ej1uljeq 1 #* vorydnry oS- W 1-82
panurjuoosiqg a]qeqod 4 # vorydnag )y d S-92
panuIjuoasIq a[qeqold 1 #* J0Juw0dsIp yoewols  §L- W S -6
panurjuodsiqg 81qeqo1g Z #* 340Jwods1p yoewoss L. W € -V
panuijuo) a[qeqold 1 + ayoeyoewols Ve Jd £ -12
panu1juo) alqeqold 2 + eoysselq  6L- d S -02
penuijuc) a[qeqold N + JJ0jwodstp peay 98- 9-1 vdd
8ui[ea) popeay-1yd1]
‘ssautzzIq
panuijuodsig 81q1ssod 2 +# ‘easney ‘ayoepesj aG. d Z2-08
jeams pjoj
panutjuoosi( ajtutjeqg 1 +# ‘ulnqjeal ‘easney 18- W [
panutjuo) jou £1qeqoad 2 -+ Ssa1}sip 31s9Y) 18- N 9 -0y
panutjuodsiq ajluljag A +# 140JwodSIp Yoewol§ 8r-N g -0y
panuljuo) 9]qissod g + eayrrel( W-d 1-0v
panurjuodsiq 8j1utJeq 1 # gasney ‘eixarouy 3. d y —-G¢
panuljuo) a[qeqold A + eayrrel( 19N £-%
panuljuc) jou 191Ut jaqg 4 + J0A34 W' € -Vl
panutjuo) o1q1ss0d g + vorydnag g8 - W v-S
panuijuoy aqrssod 4 + sanyl €8 N e€-y
panutjuodsi(g a[qeqoig 1 # urjwoy ‘easney pLe d 9-2
panurivodsiq e1qeqoyd 4 # Jepiosip deals 18- W v-2
panutjuo) aqeqolg € + 110jWodS1Ip Yorwol§ 1S d y-1 0828-10
3nap ayy 03 j8suo *oN
uotjelsulwpy uorjelsy Jo Aeq K3 1309488 wojdwAs agdy . xag juatied 3n1q

s30319 SpIs jo s[rexd  ‘¢g 9del



Table 36. Changes in laboratory test resuls

Item Drug Total No. Aggravated (Relation to the drug) Unchanged Improved Statistical
of patients analysis
evaluated  Definite  Probable  Possible Sub total Probably Definitely Sub total
not not
RBC DL-8280 99 1 1 95 3
PPA 106 1 3 4 99 3
Hb DL-8280 99 1 1 2 95 2
PPA 106 1 2 3 99 4
Ht DL-8280 99 1 1 2 95 2
PPA 106 1 2 3 98 5
WBC DL-8280 99 1 1 2 4 6 79 13 P, =1.000
PPA 106 2 2 2 2 4 89 11 N.S.
Baso. DL-8280 68 68
PPA 75 5
Bosino, DL-8280 68 3 3 2 2 61 2 P, =0.548
PPA 75 1 1 1 1 13 N.S.
Neutro. DL-8280 68 66 2 P, =1.000
PPA 6 1 1 1 2 3 66 6 N.S.
Lympho. DL- 8280 68 3 3 63 2 P, =1.000
PPA 16 1 1 1 2 3 68 4 N.S.
Mono. DL-8280 68 1 2 3 63 2
PPA 15 1 1 T4
Platelet DL-8280 62 62
PPA Ti 0 1
Prothrombin DL-8280 1 1
time PPA 2 2
GOT DL-8280 101 2 2 1 1 2 94 3 P, =0.747
PPA 108 2 2 4 1 1 94 9 N.S
GPT DL-8280 101 2 2 1 1 96 2 P, =1.000
PPA 108 2 1 3 1 1 99 5 N.S.
AL-p DL-8280 99 2 2 1 1 96 P, =1.000
PPA 106 1 1 2 1 2 3 98 3 N.S.
D-Bil. DL-8280 3 3
PPA 3 3

e IR

0828-"1 4 « ¥YELH T sy ¢
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I-Bil. DL-8280 20 20
PPA 20 19 1
T-Bil. DL- 8280 42 1 1 41 P, =1.000
PPA 50 1 1 48 1 N.S.
BUN DL-8280 99 2 2 3 5 90 2 P, =0.455
PPA 108 2 3 5 99 4 N.S.
S-Creat. DL-8280 99 1 3 2 4 6 90 P, =0.215
PPA 108 1 2 3 103 2 N.S.
Cer DL-8280 1 1 1
PPA 4 4
Urine protein DL-8280 21 16 11
PPA 3B 1 1 2 23 10
Urine sugar DL-8280 27 26 1
PPA 35 3 2
Urobilinogen DL-8280 16 16
PPA 20 20
Na DL-8280 52 52
PPA 63 1 1 62
K DL-8280 52 1 1 51
PPA 63 1 1 60 2
ce DL-8280 52 52
PPA 63 63
CRP DL-8280 10 8 2
PPA 14 1 ki
ESR DL-8280 8 5 3
PPA 10 1 1 8 1
No. of patients J
with DL-8280 10 18
aggravated
laboratory test PPA 9 19

results

(4531

08 MM

&6

H861



Table 37. Patients with aggravation in laboratory test results

Drug Patient Sex Diagnosis Laboratory findings Relation to
No. (Underlying disease) the drug
Age Item Before Af ter Follow up
M CCP Eosino. 5 12 Possible
5—4 (L-Renal stone )
38
M CCC GOT 32 47 32 Possible
5-5 ( Urethral stricture GPT 44 58 43 Possible
65 Bladder diverticulum A2-p 9.9 10.3 8.7 Possible
M CCC Eosino. 2 8 3 Possible
7-4 {Prostatic calculus)
18
M cCcC S-Creat, 1.09 1.36 Possible
13- 5 . (Prostatic cancer)
12
F cccC WBC 6200 2900 4100 Probable
20— 6 (Neurogenic bladder)
DL-8280 30
M cccC A2-P 8.0 21.4 11.2 Possible
4-1 (Bladder tumor )
83
M CCP BUN 17.3 36.3 20.4 Probable
H4-4 ( Neurogenic bladder ) S-Creat. 1.9 4.0 1.8 Probable
48 R-Ureteral stone
M cccC GOT 49 21 Possible
46— 4 (BPH) GPT 42 17 Possible
68
M cccC BUN 20 32 23 Probable
83-1 (BPH) S-Creat. 1.1 1.6 1.0 Probable
4
M cccC Eosino. 7 14 Possible
54-2 18 (BPH)
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PPA

21-5

34-5

-7

F2 87 82 R -2 8-

8-2 2-%

CCP
(L-Renal stone )

CCP
(L-Renal stone )

cccC
(BPH)

CCP
(Bt-Renal stone)

CCP
(Bladder tumor )

CP

CCP
(Bladder tumor )

cCC
(Neurogenic bladder)

CCPp
(R-Ureteral stone)

T-Bil.

GOT
GPT
Ae-p

GOT
GPT

GOoT

Eosino.

WBC

Neutro,
Lympho,

1.0

26
15
1.9
5600

5800

53
39

1.9

24
100

52
94

63
14.1
3800

10200

80
19

28
20

4500

Possible

Possible
Possible
Possible
Probable
Probable

Possible

Probable
Probable
Probable

Possible

Possible

Possible

Possible
Possible

661

&6 06 MM
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FE - TR - PRER— c LF R - H BE X T EBREKE - ESTA - BEE
FIEDR : S IR RRYEC 3T % Norfloxacin & KEFHRE « DMIESE - KBF=KEB - HFRE
(AM-715) ¥ Pipemidic acid O_EEKRAR - FREE - REFP= - AIRT £ BHPES:
i X 5 By, Chemotherapy 30: 1182~ BHERBRBRIEYRFEE L x> VO
1211, 1982 EEpfi—Pipemidic acid ¥ ARIELL LA_EE
7) AWK « SFEREE - BESEE  BERT - w1 B#E— Chemotherapy 30 : 392~408,
fl— e EERn 8- FEME - BEARE - BE 1982
Be#n B BEEE- SR TE E-. (198448 4 B 9 HREBEZA)

IR - BEEE - PR B R BT AW





