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(1) @aERSE (B%®R) (& 1,000mg/day B 89.2%, 500mg/day ¥ 81.8%, 250mg/day
Bt 74.4%, 125mglday B 42.1% Thotoo Tie, BEEZ 77 2ABMEECRETS L, 1,000
mg/day Bfi:fih 3 BEC B LT RATKDEY. BECEL, BRED AL LT 1,000 mg/day
NEYLHEFEI NI

(2) Miloxacin 1 B 580 1 @H#BA L L 2ORFERE (RE 1 mg/min KHIE) 3F
${ED range A5 250 mg : 12. 6~23.8 pg/ml, 125 mg : 3. 5~8.4 pg/ml, 62.5mg : 3. 1~5.7 pg/ml,
31.25mg : 0.8~2.3pg/ml THotco ThHDRFREL, ThThORFREFOMERITHT
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Table 1 Distribution of clinical cases

Dose (mg/day) 1000 500 250 125 Total
Total numbers of cases 54 53 53 51 211
e | @ 5 C E
No. of excluded cases ! 13 11 13 12 49
Violation of age 1 0 1 1 3
P T : : 1 1 ;
WBC less than 10 cells/HPF 1 1 0 0 2
Bacteriuria less than 9 3 7 3 22
10*cells/ml <10° 3 2 1 0 6
2 (=) 5 1 4 2 12
‘E Unknown 1 0 2 1 4
S No visit on the observation 1 7 4 7 19
i after2 days | 1 4 3 4 12
3 after 5days 0 0 1 3 4
1 after 6 days 0 1 0 0 1
‘E after 11 days 0 1 0 0 1
% after 12 days 0 1 0 0 1
’No. of drop-out cases 4 9 1 1 15
[ Not visited the hospital 4 7 1 1(1) 13*(1)
:% Discontinued administration 0 2" 0 0 2

* () Changed hospital due to aggravation. The other cases not visited the hospital

due to improvement.

»n

Changed drugs due to fever caused by pyelonephritis.
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Table 16 DEHFMHERT + L UREBEKHR LD
BRI OV T, FRTFAD» 7 =) —ERHR &
Zie LCHBIRE R R, ok, FHteERR, B
BKES YT

AR R

(1) EFAREEMDTFEIRENOE

BEEFIDOMNERS Table 1 10 ¥ &b, BEEKETIIC
DI Ao\ ORBKICERA Ui ic DREER
211 Blsp, E#HSHwikl LESDHIETRE & ShERI
D 70% ZHt=-b 4T HTH -t

¥, BRAMAIF 2 B BKRED D 3 BBHERTL
FTBRALLDLD A2 6) DIZEAELEHH (96 :
1,000mg F— 14, 500mg F— 44, 250mg EH—3
B, 125mg B— 16 T, EHHX 125 mg F¥D 36T
BHoto

Fio, PZRLUBRERTF—2DLhihsb D
13 Gl B EBAE LI LA, ERBR L ENBHT
Hotcbd 12 F) (1,000mg F 4 Fl, 500 mg F¥ 7 4,
50mg FH 1) B FEEL T b0 14 (125
mg B) Thotco DI S HBERTD BAALKBRR
Tz s -teh’, EBCKBELTT -2t Thh
EREBOESVHEOBRHERX I VELTABRL - T
WD TRV EEZ T3,

BEADEHEX RIEF DR % Table 2 ITR Lo KIEH
BERMT, TREMKFENEEZEIZD 5 h it ho
1o

ek, FEERBEROREBMEEY Fig. 2 TR L,

Table 2 Backgrounds of cases studied

Dose (mg/day) 1oooi 500| 250 125|Total
|

Numbers of cases 37 | 33 | 39 | 38 |147

[ 6~19 | 1| 1] 0] o] 2

f 20~29 4] 16| 13|12 55
5?1 30~39 1| 513|938

i 40~49 9| 8 (10| 7| 34

| 50~59 2] 3| 3|10 18
gf C0-3 24 24| 26| 26 [100
R nl s s
£ 8~14 2 4] 2| 1] 9
~§ o 9 9| 8|10
_;‘1 ¥ 23 22| 26|20 |91
£ + 50 2] 5| 8|2
| # 17|15 15|13 60
g‘ 1 1m, 71312 43
;% + 9 (11 |1 13‘M

Fig. 2 Incidence of subjective symptoms
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Table 3 Urinary levels of Miloxacin after
single oral administration to
healthy volunteers (non-fasting)

Observed value mean=*S.E.
Dose Urinary levels (zg/ml) Recovsry

(mg) | o_ohr | 2—4hr | 4—6hr (%)
250* {18.4%+7.2(26.6%+8.5(17.3£7.2 2.7
125** | 3.2%+0.2] 9.1%1.8] 3.7+0.8 1.9
62.5* | 3.6+0.8| 4.4%+0.7| 3.5%0.4 2.7
31.25**| 1.6+0.2| 1.5+0.3| 1.1+0.4 1.8

* 6 cases, ** 4 cases

Urinary estimates of Miloxacin

(Urine volume was corrected to 1 ml/min)

Dose Urinary levels (zg/ml) Recovgry
(mg) 1 "0_ohr | 2—4hr | 4—6hr 6
250* [23.8%+6.5/19.6%+3.4|12.6+4.4 2.7
125** 7.6+2.0| 8.4+0.8| 3.5+0.4 1.9
62.5** | 5.1%0.8| 5.7*1.1| 3.1%0.6 2.7
31.25**| 2.3%£0.3| 1.6+0.2| 0.8%+0.3 1.8

* 6cases, ** 4 cases

Table 4 Species distribution of

urinary isolated bacteriuria

Organisms Dose (mg/day) Total (%)
1000 500 250 125
E. coli 30 28 27 28 | 113 (76.9)
Klebsiella 0 1 2 1 4(27)
Proleus 0 1 2 0 3(20)
Pseudonomas 0 0 0 1 1(0.7)
GNR 2 0 2 2 6 (4.1)
Sub-total 32 30 33 32 | 127 (86.4)
Staphylococcus 3 2 5 4 14 (9.5)
Streptococcus 1 0 0 0 1(0.7)
GPC 1 1 1 1 4(27)
GNC 0 0 0 1 1(0.7)
Sub-total 5 3 6 6 20 (13.6)
Total 37 | 33 | 39 | 38 [147 (100 )
N.S. (X test)
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Fig. 3 Sensitivity distribution of isolated bacteria (10® cells/ml)
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Table 5 Overall clinical efficacy (1, 000 mg/day)
Symptom Resolved Improved Persisted Efficacy
on
Pyuria Cleared ’Decreased Unchanged| Cleared |Decreased Unchanged Cleared |Decreased |Unchanged|bacteriuria
// 7 /// ///// / / 7 7777 28,37
Eliminated // / / / /
] / / 7 (75.7%)
= 3/37
_=|Replaced / /// / //
W// /// / o //
& ; % / / 7 o7
Unchanged //2/ 4[] 637
g // //‘ ‘ 1 H(16.2%)
Efficacy 28,37 2 /37 7./37 Overall
on symptom (75.7%) (5.4%) (18.9%) clinical
efficacy
Efficacy 29,737 3,/37 5 /37 33/37
on pyuria (78.4%) (8.1%) (13.5%) (89.2%)
Excellent m Good ﬁﬂ Poor
Table 6 Overall clinical efficacy (500 mg/day)
Symptom Resolved Improved Persisted Efficacy
Pyuria Cleared Decreased ’[Unchanged Cleared { Decreased ‘Unchanged Cleared |Decreased [Unchanged gl;cteriun'a
N // 21,33
Elmnna'tiI. / % // //// (63.6%)
= T, TT 533
£ Replaced //1/ % ////// -1t H 590,
S 7
& /[ Z 7% // (o)
‘ 7
Unch d i =TT 7./33
nchange / { 1] : 1|———(21.2%)
Efficacy 3./33 6,33 Overall
on symptom (9.1%) (18.2%) clinical
efficacy
Efficacy 4,33 6,33 27,/33
on pyuria .72 (12.1%) (18.2%) (81.8%)
[:] Excellent ) Good @ Poor
Table 7 Overall clinical efficacy (250 mg/day)
Symptom Resolved Improved Persisted Efficacy
T T on
Pyuria Cleared Decreascd Unchanged Cleared |Decreased Unchanged Cleared |Decreased [Unchanged|bacteriuria
//// // // /// ///7 / __4 . 21,39
Eliminated 16 1 ”
i // / 77 / //// (53.8%)
« 5/39
-Z|Replaced 3 / / // %
E , , //// % (12/8%)
5] ‘ j 1/39
ESuppremd%/l / // //Z/// (2.6%)
— ? _I 4 _ ] ! g
| | 1 L 12,739
\Unchanged 2 _/// 1 5 1 9
' / // ! ‘ (30.8%)
Efficacy 28,39 2 /39 9,39 Overall
on symptom (71.8%) (5.1%) (23.1%) clinical
efficacy
Efficacy 25,39 3/39 11,39 29,39
on pyuria (64.1%) (7.7%) (28.2%) (74.4%)
[:] Excellent V4 Good m Poor
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Table 4 WRT X5, ABEBCTEHENSH

246 TIL E.coli 7376.9% % 5%, FOfoEEY &
D/ 7 AEHRES BRI 86.4% Thotoo Eio,

75 ABHIRERT 13.6% Tabhitc, i,

Ps. aeruginosa

SEEGID D - 1o,

Table 8 Overall clinical efficacy (125 mg/day)

1 iz

TR SIREN T

Symptom Resolved Improved Persisted Efficacy
0]
Pyuria Cleared |Decreased |Unchanged| Cleared Decreased Unchanged| Cleared |Decreased [Unchanged bgcteﬁuria
v 7/
Bliminated 6 7///////%// // S8
% X
v ; // /
‘5 (/ // // Z // e
- ////// = ///
A / Z, 7 // (2.6%)
Unchanged // ///// // 2 ] 17 11,2773
7 // 2 % | ] I e
Efficacy 14,38 3.,/38 21,38 Overall
on symptom (36.8%) (7.9%) (55.3%) clinical
efficacy
Efficacy 14,38 2,38 22,38 16,738
on pyuria (36.8%) (5.3%) (57.9%) (42.1%)
[ Excellent (A4 Cood =11 Poor
Table 9 Clinical effects in total cases
Suppressed
Dose (mg/day) | Eliminated (%) Unchanged (%) Total
g Replaced (%) Suppressed (%)
g £ ® 1000 28 (75.7) 3 (81) 6 (16.2) 37
o 3
ﬁ _§ ® 500 21 (63.6) 5 (15.2) 7 (21.2) 33
5 ® 250 21 (53.8) 5 (12.8) 1 (2.6) 12 (30.8) 39
@ 125 9 (23.7) 1 (2.6) 1 (2.6) 27 (71.1) 38
. Dose (mg/day) Excellent (%) Good (%) Poor (%) Total
_ g D 1000 22 (59.5) 1(20.7) 4 (10.8) 37
§ © @ 50 15 (45.5) 12 (36.4) 6 (18.2) 33
© 8 ® 20 16 (41.0) 13 (33.3) 10 (25.6) 39
E @ 125 6 (15.8) 10 (26.3) 22 (57.9) 38
Efficacy on bacteriuria | Overall clinical efficacy
Kruskal Wallis H test P<0.005 P<0.005
Mann Whitney U test N.S.
(OREIN®) N.S. N.S.
O — O N.S. N.S.
O — @ P<0.001 P<0.001
@ — ® N.S. N.S.
®© — o P<0.001 P<0.001
® — @ P<0.01 P<0.01
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Fig. 6 Relationship between dose of Miloxacin
and its clinical effect
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& Fig.3 $ X0 Fig.4 D X571 1o
SR B ARERAEAICHT 3 MIC SHCE-D5 ool
B 75 AaHEER, 77 ABERERLCHTTLR
Zho MIC Sk i+ 5 &, Fig.5 DX 5ib, sor
MIC DOEWEEDIRLAENY T LABUEREFTHD < g0k
S ERHE L, ThHORM S, Miloxacin KXT 5 -
MR RRE, TSR 3.13~6.25 pg/ml D& EGW
THREHBEVE LY. S sl
(4) REBEDHR _ ‘E 40k /' %—x Overall clinical efficacy
%ﬁﬂ&#ﬁ‘ﬁﬂ@%?ﬂ'ﬁ%’z Table 5,6,7,8 i Lico ,g: ’/ o—-—e Efficacy on bacteriuria
ChH0E,LRABRYRE L ABERCHTHHRE L & af [/
DI LBICE 5% & Table 9 DX 51785, 78 01T = {
- % b L7: dase response ¥iR3 Z &AVHIBA Lico 207
BATKRDE LIFSRE L OBEE X VAT S 10k
%, Fig.6 ® X5 mEa i\ THich, ERE-HRE? ,
LT 055250 500 1000 2000
Dose (mg/day)
250 mg/day 5RO HE5E T ARR L OBR
Table 10 Clinical effects in GNR single infection
o l Suppressed
Dose (mg/day) | Eliminated (%) - Unchanged (%) Total
© Replaced (%) ‘ Suppressed (%)
5 3 D 1000 27 (8.4) | 3 (94 2 (6.3) 32
g g @ 500 19 (63.3) 4 (13.3) 7 (23.3) 30
= 'g @ 250 8 (45 | 5 (152) | 1 (3.0 9 (27.3) 33
@ 1% 8 (25.0) ‘ 1 (3.1 23 (71.9) 32
o _ Dose (mg/day) Excellent (%) Good (%) Poor (%) Total
_ § . @ 1000 21 (65.6) V 10 (31.3) 1 (3.1) 32
g f: ‘ @ 50 13 (43.3) 11 (36.7) 6 (20.0) 30
© 2 ® 250 14 (42.4) 13 (39.4) 6 (18.2) 33
- E ® 12 6 (18.8) | 8 (25.0) 18 (56.3) 32
T Efficacy on bacteriuria | Overall clinical efficacy
Kruskal Wallis H test P <0. 005 P<0.005
Mann Whitney U test
®O — © P<0.05 P<0.05
QO — ® P<0. 001 P<0.05
Q — @ P<0.001 P <0.001
® — 0 NS. N.S.
® — @ P<0. 001 P<0.01
® — @ P<0.01 P<0.01
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Table 11 Clinical effects in GPC infection
Suppressed
Dose (mg/day) | Eliminated (%) Unchanged (%) Total
g Replaced (%) Suppressed (%)
th ® 1000 1 (20.0) 4 (80.0) 5
£ 8 @ 500 2 (66.7) 1 (33.3) 3
5 A
g8 ® 250 3 (50.0) 3 (50.0) 6
@® 125 1 (20.0) 4 (80.0) 5
. Dose (mg/day) | Excellent (%) Good (%) Poor (%) Total
3
= 8 @ 1000 1 (20.0) 1 (20.0) 3 (60.0) 5
T3 ® 50 2 (66.7) 1 (33.3) 3
S 8 @ 250 2 (33.3) 4 (66.7) 6
g @ 125 | 1 (20.0) 4 (80.0) 5
Efficacy on bacteriuria | Overall clinical efficacy
Kruskal Wallis H test N.S. N.S.
Mann Whitney U test
@ — ® NS. N.S.
O — O NS. NS.
® — ® NS. NS.
® — ® NS. NS.
® — ® NS. NS.
® — ® NS. NS.
R E R ERIER R RTA, 125 mg/day BEFFT S0 L MEILD, 1o & x4 Inoculum size 10° cells/ml

BRI DET LTW5, ik, RARFICAHRT
FLEHEFRCET R 2 v T dRABRFMR

2

-

o
CORD LS SR LB EOBFEED LD

CERTARENIER LA HMBEATH D, TOT

DVTRE THREEAS %,

(5) \EO MIC tMEFHHRLOBME
MIC HFrig & A & BEBIC A>T\ 5 7 7 algtE

BERLEEE MIC Mg LA CTHERCHD 77 2B
BRI L OBRBEHEL ST LT A % &, Table 10

¥

<
5
<

IO 1l DX 3 ileB,

WD bbb, 7 7 s REBEELADENR
, 75 ABHERERIEDEIMEVC LABLN T
o T DRERIT SRR AE L L THRERHENE
i, ThEGARICOBRBSHEMETTH2 &%

RELTW5,

—%, ReAEEE D MIC & MEFEMERRDE L OB

BRI s3T5 7o Table 12 XV 13 D X5 7%
ﬁ’ﬁ%ﬁ’) THTo

BEREIDIVEIZ Y MIC OEWHEE TH AR

(Table 12) T MIC 417 5 sAaBREOC— 7{ETHS
0.78 pg/ml OMEE TOAEES 1,000 mg/day BEFHT
1/15 @i, 500 mg/day H#5FET 4/15 #l, 250 mg/day ¥
E@C 4/18 fl, 125 mg/day #5F T 10/14 flLic»>T
Who

FE TR X 51T, SEEE MIC 3.13pg/ml &
6.25 pg/ml ORI CEEIR ERIEE, WHERCVWDE 5 51
ShBM, FOTRETORPEECHT 5 HREIRED
WL TARIEC A, Fig.7 XU 8D XS ATRICKE»
o

1,000 mg/day #5BTH RPUREAKY 10~30 pg/ml
BETHD EhbELELBREVX B2, THEFT
BREE LM BHRIEN T REFH T,
1,000 mg/day %% 250 mg/day ¥ COHESETIX dose
response BYEZNRMGEH R TS, 126 mg/day BEHT
HHRNZE L LE R toTxh, SIEORARKR
(Fig.6) LRAL XS effiA%RLI, £ZTEbIK, &
no DR EAHET 5% Fig.9 KRLL XS ke
BT Chize Tinhb, MED MIC & RPEARE
L DEENEEDRCHEEY LTWAD TRV EE
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Table 12 MIC of Miloxacin and efficacy on bacteriuria (10° cells/ml)
MIC (pg/ml) Total
<0.2/0.39|0.78 | 1.56 [ 3.13 | 6.25 | 12.5 ] 25 50 | 100 | =200
E. coli 6 12 5 23
Eliminated | GNR 1 1 2
Staphylococcus 1 1
1000 Suppressed E. coli 1 1 2
mg/day E. coli 1 1 2
St. faecalis 1 1
Unchanged )
Staphylococcus 1 1 2
GPC 1 1
E. coli 6 8 2 1 17
Klebsiella 1 1
Eliminated
Staphylococcus 1 1
500 GPC 1 1
mg/day E. coli 1 3 4
Suppressed
St. epidermidis 1 1
E. coli 1 3 1 1 6
Unchanged .
Pr. morganii 1 1
E. coli 4 12 1 17
Eliminated GNR 1 1
Staphylococcus 1 1
E. coli 1 1 1 3
Suppressed Pr. morganii 1 1
250 GNR 1 1
mg/day E. coli 4 2 6
Klebsiella 1 1 2
Pr. mirabilis 1 1
Unchanged . .
St. epidermidis 1 1
Staphylococcus 1 1
GPC 1 1
E. coli 2 3 1 6
Eliminated GNR 1 1
St. epidermidis 1 1
E. coli 1 1
Suppressed
GNC 1 1
125 -
P E. coli 2 5 10 2 1 1 21
ay
me Klebsiella 1 1
Ps. aeruginosa 1 1
Unchanged R i
St. epidermidis 1 1
Staphylococcus 1 1 2
GPC 1 1
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Table 13 MIC of Miloxacin and efficacy on bacteriuria (10® cells/ml)
MIC(pg/ml)
Total
<0.2/0.39|0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 | 100 | =200
E. coli 13 8 1 1 23
Eliminated GNR 1 1 2
Staphylococcus 1 1
1000 Suppressed E. coli 1 1 2
mg/day | E. coli 1 1 2
St. faecalis 1 1
Unchanged .
Staphylococcus 2 2
GPC 1 1
E. coli 4 7 4 1 1 17
Klebsiella 1 o1
Eliminated i |
Staphylococcus | 1 1
500 GPC | 1 | 1
mg/day E. coli 1 1 1 1 i 4
Suppressed . g
St. epidermidis | 1 1
E. coli 1 1 3 1 6
Unchanged
Pr. morganii 1 1
E. coli |2 9 4 1 1 17
Eliminated GNR | 1 1
Staphylococcus ‘ 1
E. coli 2 1 i3
Suppressed Pr. morganii 1 1
250 GNR 1 |1
mg/day E. coli 2 4 6
Klebsiella 1 1 2
Pr. mirabilis 1 1
Unchanged o
St. epidermidis 1 1
Staphylococcus 1 1
GPC 1 1
E. coli 2 2 2 6
Eliminated GNR 1 1
St. epidermidis | 1 1
S E. coli 1 1
uppressed
GNC 1 1
125
E. coli 2 12 2 1 3 1 21
mg/day )
Klebsiella 1 1
Ps. aeruginosa 1 1 1
Unchanged ) o i
St. epidermidis 1 1
Staphylococcus 2 2
GPC 1 1
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Fig. 7 MIC of Miloxacin and efficacy on
bacteriuria (108 cells/ml)

M I C (ug/ml)
=3.13 26.25
/i 7.4%
l(ggg?fésd)ay 85.2% %mases 42.9% F257 . 1% Teases
s(gglcnags/edsa)y 66.6% !r' feases

250mg/day) o Ve
(fcases| 55.2% -chases

125mg/day
(37cases)

28.0%) 8. 0 25cases

D » Eliminated " Suppressed * Unchanged

Fig. 3 MIC of Miloxacin and efficacy on
bacteriuria (108 cells/ml)

M I C (ug/ml) ]
<3.13 =26.25

1.1%
}ggg?sgéd)ay 85.7% %ZBCESES 33.37, 5566 7554 beases

500mg/day
(32cases)

63.0% l'f'327cases 60%  [0740%] Scases

250mg/da DRE The
Gfcases) | 26-3%% b Bl prcases

125mg/day [5-571
(37cases) 1=

D . Eliminated

: Unchanged

* Suppressed g‘;

%, Table 12 TR LT — 2 DFF» LIEF| DO RFFH
BET O MIC % § oM7) (1, 000 mg/day 55
(1@ 250mg) ¥ MIC 12,5 pg/ml LIF, 500 mg/day
wER (1H 125mg) Tk MIC 3.13 pg/ml LT,
250 mg/day 5% (1[E 62.5mg) TiX MIC 1.56
pg/ml LIF, 125 mg/day #58 (1[@ 31.25mg) Tix
MIC 0.78 pg/ml LIF) 2FO, ZThiexd 2 HERDRE
BHREBIC OV LThIc, EHMAH, MEIEC
MIC LI ko ZEANEEE % 3 DR T TV BT TH
%o

M D MIC LI EDORFEFABREDS LR E
PRIEEERTBE E VI REVRILTHEOE, &7 5
AL L RABDOEHRITIBIITTHDHA, Fig.9 #H5b
BB Dkt MIC LU EDHEHBETEH-~Th,
FE S FREBEOE S DI FHIEN AR K E WD &
MRS NI, T ORI, RPSEEE O MIC & EEIfRiIC
HLEtLBEIRR s LTRABRDRE L 254 (Fig.
6) ®°, UM TOMEENBRLHF LHE (Fig.
7,8) L E ST AHRERIRINICKET TH -0

T ¥ TORESTIL 125 mg/day 55 L MOREH

Fig. 9 Efficacy on bacteriuria against isolates
showed MIC less than the least mean
drug levels in urine

(24)|10'cells/al)  (10%cells/ml) | (10%ells/ml) (10°cells/al) |(10%ells/al) (10°cells/al) | (10%ells/el} {10%ells/a)
100f
1 B
L Sor f0F A7
‘5 80f
g 70t
S
S 60r
5 sor |6 |60
g 40
<
S 30
3
20+
10-
faabted shoved | NIC MIC less than | MIC less than | MIC less than
least mean drug | 12.51g/ml 3.13ug/ml 1.56g/ml 0.78ug/ml
levels in urine
D 1000mg/day 500mg/day 250mg/day 125mg/day
ose {250mg/time) (125mg/time) (62.5mg/time) | (31.25mg/time)

()% D . Ehminated * Suppressed < Unchanged

L TOBRBEHREOAELBENHBTE LN,

(6) AREGHEOAENECETS MIC k&
Fo T, BEBRPCASHENERL, BESRED
BOD Tk - B A OB FHR OB B &\ 5 IR
Wi B, FIREME & LTI D 3o E L BN B,

@ BLorbixEO MIC 2EVWES

® EEREEFIC MIC D{EDs - o major flora OHHE
5\ % T, minor flora TH - 7=n% MIC OFWHIELSR
bo THRLTEIBE

@ FERRY BN & BHT LT 50, RIS
BxhE LBRVCHEELETFIAELTWISES
ZhbD 50, @DHBEE MIC ki £5£
BIZEFEO L DHTH EELLNRDND, FEROL)
TR EBATEE T IAIREE A2 375 DI, X b HaBRRT MIC
DIEVENDBEI R TV DA, aEE MIC OFw
BEOADBIND L5 RBEATHDEVL I D0 20D
REIN BN &, RSB REROEED MIC 2 &
L TH LT ERBRE RSB TE R E2 T
BT ERiede £ T T, ERRITHER% THBERE O MIC
T BB E 5 hERE LTI, R Fig. 10,
11 ZRLA X 5 FHLL b, BEG BETHEN
BEN OB X vV MIC 2RTHEANS N LN
B Lico ZhuLid b %Iz MIC ofE\ IS
Mz T, MIC OBFWHIEBENERD L\ 3 BEMNRLT
Aicdtel, Fhs MIC OEVWETLERBRETRELY
53F — RIS TLE>TWHAKERERE VL X %
(7) RepyEtE MIC Rsephig & XHIRPREL
D%
B X 5 ieBmELN BB L, 4 ORAOBERIS MR
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Fig. 10 Comparison MICs against isolates
between, before and after administ-
ration (108 cells/ml)

/da ml - 500mg,d sz ml 2350mg/day  pg/ml 125mg/day
égzl(r)na 1000.g/day £1;200 500mg,/day éZOO y 23200 )

100 i 100
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0.39] ==---0 10.39

0.19 0.19
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O—0 : [dentical strains before and after administration

-0 ! Different strains before and after administration

Fig. 11 Comparison MICs against isolates
between, before and after administ-
ration (108 cells/ml)

yg/ml 1000mg/da 'ml 500mg/da ug/ml 250mg/day  pg/ml 125mg/da
oo L A B L

100] 100) 100

50 50 a 50

25 25 25

12.5 12,5, =0 | 12.5

6.25) 6.25 6.25

3.13 3.13 3.13]

1.56) 1.56 &0 1 1.56

0.78 0.78 2 0.78

0.39 0.39‘ == 0.39

0.19 0.19 ¢ 0.19

|

Before After Before After Before After Before After

O—20 : Identical strains before and after administration
-0 : Different strains before and after administration

D MIC 3% LHEERER/LTS, LT LLERAOE
THMEEMGED MIC LERFEREYAFCRF LA &
RiehbligWwZ &iein b o LA RMEEMMEEN LD
X hi-Eetkto MIC 444 major 35 X8 minor
TRTO flora PAIFELTWDEHETELZ L0 D,
0 MIC HffiiRE R I U CTRIER I IBRpE L
MIC DBAfREHRETT 5135 2B D DI\ H
TEHDTIRIgEE X T,

T, (RRIEGAILEID S8 L Mo MIC R
BHR) @L (BE LI-EHORTPFEHRESL, *0%
BRBTHHERCT AR L +EL) 2 &
T7my b L EERBAKHER) @L % ERE LT
1= (Fig.12),

Fig.12 tholgE» Miloxacin 581G U= R
BEL, ZoREBTOMBERCHTSH%HE (Table 9
BR) LizkoT 7r, bR ARBAKHKE® T
BB T DEBOMIE, BT BE OEFIRELN T OM%Y

Fig. 12 Relationship between (cumulative
percent curve of isolates inhibited)
and (dose response curve of clinical
effect on bacteriuria)

(% )L Cumulati
100 umulative percent curve
of isolates inhibited .
90
— 80 ™~ 1000mg/day
g " 500mg/day
B3 70r N
= i: *250mg/day
23 60
S o
B I Dose response curve of clinical
=-E 50 Leffect on bacteriuria
e { Urinary levels of Miloxacin and
28 40 Ui their efficacy on bacteriuria
E [ (eliminated and suppressed)
S 30, S
[ SSp* —— 125mg/day
20
10p
=

0190908 L5 3.36.5125 5 50 10 20 (gg/ml)
MIC and (Urinary level of Miloxacin)

BHLTWAZERERLTVS, ZOREMILE Y
T x5 EHRD Fig. 6 O A% (Miloxacin ORIzt
T 5%hE D dose response HFEICHYLTHHDTH %,

XC, =0 Fig. 12 #&T&3L C &id, RPichlic
RUKRFSEER MIC RERMRA & & OIEAIDME
Rz 3 2 %R D dose response HiEE® & AR THLL
LicRx—v®RTIETHD, £Z T MIC REXH
BO% 2%S, Thbb 2 BE/GREMCBIIRT
L% &, Miloxacin OFAERICXS T 5%hE D dose res-
ponse HiE®E—FT 5 Z &avhhb, Zhit Milox-
acin OEERIHAEER~DZRY, RFBED 1/4 LT
CAEM TS MIC 24 » IR HEAEIEDC LItk »
THEOLNIBRERE-BTHILEZRL T 5,

e REREREN 4MIC HEATTBRE TR
U EWS JIEDOWTIE, $HOIFIEARFANLE
ThhHdo SEDT —2hlcEicE 4MIC THERIE Ik
ST, TRTCOFEFC T TREKEIRHELES
haEEELbRIC,

HER TR FhOME R XY, 4MIC 23 2MIC /e
steh 6MIC IZinotch LBADMS LIl g

Miloxacin TiZ MIC & MBC (13 L A FRIEE e -
T35, MIC & MBC it K& B & DB 2 FHIn &
T, ¥R fEcicd EELbhD, L, 4
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Table 14 Bacteriological effects
1000 mg/day
Isolates No. of strains Eliminated Replaced Suppressed Unchanged
E. coli 30 25 3 0 2
Staphylococcus 3 1 0 0 2
Streptococcits 1 0 0 0 1
GNR 2 2 0 0 0
GPC 1 0 0 0 1
Total 37 28 3 0 6
500 mg/day )
Isolates No. of strains Eliminated Replaced Suppressed Unchanged
E. coli 28 18 4 0 6
Staphylococcus 2 1 1 0 0
Klebsiella 1 1 0 0 0
Proteus 1 0 0 0 1
GPC 1 1 0 0 0
Total 33 21 5 0 7
250 mg/day
Isolates No. of strains Eliminated Replaced Suppressed Unchanged
E. coli 27 17 3 1 6
Staphylococcits 5 3 0 0 2
Klebsiella 2 0 0 0 2
Profeus 2 0 1 0 1
GNR 2 1 1 0 0
GPC 1 0 0 0 1
Total 39 21 5 1 12
125 mg/day
Isolates No. of strains Eliminated Replaced Suppressed Unchanged
E. coli 28 6 0 1 21
Staphylococcus 4 1 0 0 3
Klebsiella 1 0 0 0 1
Pseudomonas 1 0 0 0 1
GNR 2 2 0 0 0
GNC 1 0 1 0 0
GPC 1 0 0 0 1
Total 38 9 1 1 27
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75 LB DEEE D MIC R & AR FIRE & BR
BRTfEX L7z dose response Hiff & 2RO & — v
B LIMMDOBETIELONDZEIATHS S0
DX 5 BB LT &, Miloxacin 125 mg/day
BERTORBYHEN L S TEETH - BHEIX, RF
BEHN MIC BRRMB O L ENHOFHTHIcbi
HTHDHEBRTH LN TE B,

(8) SAHMEARNAERNHR

RICEBIT X W IBEDRMNED X 5 LRI RET %
AT

Miloxacin #5-&EFIcEit3 % & Table 14 DX 51T
7‘&'50

Skl LT, BEENE IS HHEEME{ER (Erad-
ication rate) MFVDIXTBRDO- LBz BHL, ¥
7o, MIC {77 sREERECHT2EIEL,
MIC DFEW & 5 ABHERE x5 EF/EVOLTF
BESVOERTHS,
Lok, AL T ABMEERETONAEK (Table 10, [&
ML+ B 23 1,000 mg/day, 500 mg/day, 250 mg/
day TFhFrh 93.8%, 76.7%, 69.7% DIz HB L
T, 125mg/day ¥ 5EET 25% EBIFL T\ Bo Th
12, BIETH UCMRT, 77 ABiEEo MIC 2%
Ry (Fig.5) 2R THEEE CTEL7F— 2 Th b,
ZOREEFOHLRE X OBIK R HErFEHCHRE
35%&, Table 10 O FRIR LA L 51T 4 FEPTIL,
1,000 mg/day #5EEMMIZ L THEE CHEHLRIEZ
T Ehhh ot

(9) 8 % A

Miloxacin #¥ 5 EFEIERERE K% Table 15 1757
L7

BB LBERERITXTEESRERTH Y, TXT

Table 15 Side effects

Dose (mg/day) 1000 | 500 | 250 125 | Total
No. of cases 50 46 52 50 | 198
No. of cases with
side effect 4 0 1 1 6
Ratio of g;spearance 8.0 ol 1.9 2001 3.0
@ Retching-Vomiting 1 1
% Gastro-intestinal 1 1
g | disorder
A
g Stomach pain 1 1 2
& | Stomach discomfort 1 1 2

x§=6.073 NS.

RILED ¥ FFFI D 3 AR EATIRET, BRERT L E
LR LT, 1,000 mg/day H55A 8% LooER
RED X5 HR 2B, FHEHMCIFEEOERILLR
ehotc,

(10) UTI BAamEHRHUELE SHERF GREIE,

M. BEER) LOHEME

Miloxacin DEERHE L 134 LEIE BN 503, A
DRAVTW3 UTI REBRSFEOHIEL, ToKiEEL
2B 3HERFENED X 5 BRI H B0, BV
i, 3HERFOREBERGRHABANDOEFESEDHHT
L DELVEE > TWABEDT, Z0OHITONTHT
T5 ek, 3HERTFHEOMBIE L #HET L,

Fig. 13 X Miloxacin #587ic, EFADOEFFROK
IGER LU EBERDBEHEL ) 210 LD TR,
R Zh B 4 8B O¥IER OHEBIE & HEtFac i
L% D% Table 16 TR Lico

Fig. B Wt Lo, REBRKRSHER, BR, BEER
BEhEhER, dE, BRITLE-THETSE, &
SREBEOCHELXRLTKH, MERLINEALICH
BLTEWER > TWb, LrL, ZhufExDiES
TOMHBEYZE L TEHA«OFMROMBEY %5 &, 244E

Fig. 13 Difference of clinical effect (Overall
clinical efficacy, Efficacy on bacteriuria,
Efficacy on pyuria and Efficacy on sym-
ptom) by dose of Miloxacin

Overall clinical % B
fficacy Excellent 59.5% [G°°d 8.0 3
Segpressed
| Bacteriuria Eliminated 75.7% ls“]uizh;”"d]
1000mg ‘day Decreased
) - T Tlackarged
Pyuria Cleared 78.4% lﬁl"t UE;WJ
Toproved
- B o
Symptom Resolved 75.7% B i

Overall clinical

Excellent 45.5% | Good 36.4% | "o |

efficacy Surpressed
ﬁ.
Bacteriuria Eliminated §3.6% l 18.2% U“;]!Tﬂ‘pil
300mg day -
. ceraased] Unehanged
Pyuria Cleared 69.7% ]‘x\;J:a Tslznflj
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Symptom Resolved 72.7% L] P

m:;;yc:lc";ﬁl Excellent 41.0%1 Good 33.3%[ Poor 25-6%J
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Bacteriuria | Eliminated §3.8% l’xw,‘ U-mmM
e ~Dorrensed
Pyuria Cleared 64.1% ]1-,711.-_‘!“'“ zsz’,}
Toroed
Symptom Resolved 71.8% rll P

Overall clinical i;;;elslgn!l Goo? ,“:‘r]

P 57.9%
efficacy or ° J
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Elminsted 3 )

i l“l Unchanged 71.1% J
Decrensed

Pyuria Cleared 36.8% I3 l[ Unchanged 57,9%J

clgprose:

d
Resolved 36.87 | Persisted 85.3%

Bacteriuria

125mg 'day

L Symptom
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Table 16 Statistical correlation between overall clinical efficacy,
efficacy on symptom, efficacy on pyuria and efficacy on

bacteriuria
Efficacy on symptom |Efficacy on pyuria EEfficacy on bacteriuria |Overall clinical efficacy
Efficacy on symptom 1.00 0.60*** 0.57*** 0.79***
I
Efficacy on pyuria 1.00 0.55*** 0.80***
1600 mg/day
Efficacy on bacteriuria 1.00 0.81***
(37 cases)
Overall clical efficacy 1.00
Efficacy on symptom 1.00 0.23 0.21 0.47**
I
Efficacy on pyuria 1.00 0.65*** 0. 84***
500 mg/day
Efficacy on bacteriuria 1.00 0.80***
(33 cases)
Overall clinical efficacy 1.00
Efficacy on symptom 1.00 0.52*** 0.29 0.61***
I
Efficacy on pyuria 1.00 0.67*** 0. 86***
250mg/day
Efficacy on bacteriuria 1.00 0.81***
(39 cases)
Overall clinical efficacy 1.00
Efficacy on symptom 1.00 0.63*** 0.45*™ 0.71**
v
Efficacy on pyuria 1.00 0.56*** 0.84**
125mg/day
Efficacy on bacteria 1.00 0. 84***
(38 cases)
Overall clinical efficacy 1.00
Efficacy.on symptom 1.00 0.57*** 0.47*** 0.69***
v
Efficacy on pyuria 1.00 0.67*** 0. 86"
Total
Efficacy on bacteriuria 1.00 0. 85***
(147 cases)
Overall clinical efficacy 1.00

** 1 P<0.01, *** :P<0.001

BITDSHTT Table 16 FOVOHTHLRSB XS,
SYIFRF EBAERDE LI1X P <0.001 OFE\EEI%
AL, RPFAER IOHMRTIIE EFVCEBEY R
Lico ¥i, 3HERTHETD P<0.001 DE\FEEIE
R Lo
% =
(1) UTI ZEZ)aHliZHE DRIE A
UTI BFR&3 & % Bk R RRGUE 351 B 3ERhET
MEE, TTFEEERERICT 2 HEHI DEERATE R
PREY—FELLEEC I VHIETAIDORAARE LTR
I DTHDHH, TOREOIERICELT, BE
LoBBERHET AR E LT, BEAE T H 5 R
B, KECHTHRIMRIGOER TH S RFAMER, X
LIRIE X 5 BB OEH 5| &R THRAMEEARG
ELTOBREERDIRF E VBT bh, ThFho
BT X 2B EMEDS D& LTEHET 508 % &
>TWwb, £LT, ThEDRFOLELREETHE L
L TEADERDELHEL TV BH, HHELTED

B HEECIEBEE, BERFEER B L, RFHEMER 10 =2/
hpf, #1E 10* =/ml U EDIDEic->T\WB, 25
23, SUMBMAIESFIIAR L EXELBEERT,
o XD LICHRBORVER S Dial 7el, HBEREL
WIS THIERIER L E LigLy,

BERER D — BN RERER S & LTHRILLTE Y,
BA TR ORIHEER I e, BEN=AHNCRET
DRIETTFOCRIBIEREF AN BE S DH A 7 < It
125

Fio, RPMEPHMERIC LTS, UTI aesEok
HELIT ORT R TRV O/ WEMA TH S b Dixhieh
Abhz, T EHIBDOBRBUNOBRIERYEFRE
THLDOIRARLNDELDTHD,

ZDXO, REETIHREMERENLE LTHREL
TWBERNY, BRERMCENALZHEND L ODHD
RN BHIRONICHETHS Z E2RHTHLEND
Do TDIHERIEE TR LI HENE A 2L E
LTRUBRBERED DTN EXRFL T X1
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Lrd ZORBNKIEABDF — 212 LTS, HEY
Bl BRI - TR R R ORE b URTh i hidi
SV DTHAS D,

BBt D REETR IR D REBICRELBRFT HMER, &
(ALNIBEOMBEY L RFATAILEN DB, LDk
»dicik, BEHPFLBED X 513 BRI TRA 7LD
ALRMAAMBREYERTHEI VoM eV 5 AN
ME»L T — 22 FVEIRTIILbIc W EEL B,

DE¥CHRBEDRLHETHHE, RFEE, GnRs
JUCHEERD SRFLEMEDOLOL LTFHET A
ENBERFRIENSFYUTHENE S EVSHER
THbo

KRaDF—2TiL, 3EFDOEBE~NDRIGEINK LD
HBAME D > T\ D, & &ITRPHE & BIMERE TS
EOHBIM N ED bhic, L L, REEFLEVSI7H
o, EEREMEROFES, BERBRBEIECHLD
ha Lok, ASRCHENRRB L TRPICAmMERKT
BRI WS ERE A BB LIt EHERETS &,
RESEOBEIKATR & L TIXRFHMmMERA Key finding
DISKR2 %,

fetd, BMEREMEOELEY S > LM+
2L, BEARBETAIEE HSHC LitKD<,, Table 17
BREBFCHMNEREMEOE LY E LHTHE LD
DTHHD, BEBIPIL, BHENTIShTH
MR X Y MERDBERENELS > T 5B,

—iE, EEREADBE % — Vi3, ETHE, o
TEMmE, BEEROIBCHETHLEMI L TV 5
B, NI BHEA Y TH B LICHETORIGTH Y
BREE DIEVIEF L~ TS B K 2 T DR
ZRAETRACT > TP E, RITORERICH T LAK
KHBRELTRLbDEEXOhD, ZhizsTh<, XK
FIBE I X 5 MEOAMFENEKE GER, filament
B—vacuolization) 1= X h i D% & biological activi-
ty CORCENE LD LR IBIDMS Lk, £
DEFDOMBPIISEORKRBETH S 2, HE L HMmMER

D discrepancy EEIZ X b, L b BHEFOERE L&)
NBRDOFHELFTRE/L D TRV EZE X T B, DR
Bk, UTI ZEHIRMERET X b Sl X hic B3| o
BEDERBRBEXBRN L TAEETEZ 230 TH 5D,

BEERC VTS, HERBLUIDOV1D 5 Urethral
syndrome DERE*F =, 7 LT & & AEER¥H
RABCIDET, BEDOTF — 2505 TiE, —2IC, B
BERTXTHOBERBEAERALL > lEELTLE S
LWRBRUADFEBDOA 2« D LEMEh LT AEE
BETILDEEZILRS,

(2) HEFBOMES

UERNRIBESXEMR Lz T, UTI EFfE
BEXRCT, EXOBRFSRYHET 2 L1 XbidT
ERFEVDLDOTH B,

L2 LREEIL, BETHhR T3 LR DT
B USLDORFIEFBE TP TWATZ ETHD,
X<, REEFAEARBIEFO 1/2 7oL 1/3 BERECS
EBLT, BHENRETHDHZ DEH X hEKE
BREAGWEEEWVW S ERITHR TV 5,

Lo, SEIOHKADF—2D k5 UTI LR
EOWRERNRE UTORA LG L itc T 20 B BER
RITHBHTHEEERE» Vi, BRHOEREY +5X5
Z, BEIRICHED MIC LEER effective level (37
Kh—HTHHDTH 5,

IRBELICT—2%2EHT, HAD L OhOH
SBFEHELBEABORBE LR LT, RpEES
BREIRLIMED MIC i1h/ h B VAEBIE 55 = &
RRDONT 5,

ZHHEANCOWT, EBIK effective level & 3KA|R i
ELNRED LS bicicdn, SHOMERBEL 2 X
5o

BESHLh TV 2RERTORPEBER, BEIRE
7o b StEEBMEBENEXEO MIC RERMigD Pla
teau o, BB AU, NEAE ORISR D
MIC *k&< EEIZEBECL>TLE T 5D,
ZOEAROHEEREY L TMCELTHRIEI AT, 3

Table 17 Correlation between efficacy on bacteriuria and pyuria

Efficacy on bacteriuria (%) Efficacy on pyuria (%)
Dose (mg/day)
Eliminated ' Suppressed Unchanged Cleared Decreased Unchanged
1000 75.7 % 8.1 16.2 78.4 8.1 13.5
500 63.6 { 15.2 21.2 69.7 12.1 18.2
|
250 53.8 | 15.4 30.8 64.1 7.7 28.2
125 23.7 53 71.1 36.8 5.3 57.1
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BRBECEDEL VI HBREBLOIYROIETH
> T, HFLTHBEHETHERITITEA EL V.
LA, FFHCOWT, AEHOEK effective level
MR R L OBIfR» S MIC REREECTEE L
X DfE & EFIDRFPIEEE OBFRY BB TBZ LD
ZONEETHDHEEL T B,
ZDXSRERND S, HEARIER FFE 5 A
T does response FIRE % 1T 5 O ThalF RUEEEHI DR
HEX _EERETT S Bkt BE—BTbh
TWAREBTOREF— 27 H1¥, Open trial TF
TN LBRECHRE LHELRRV LV - THAS Tl
Lo
BHBVLELFOBRENS, BbO X 5 /e AMEk & A8
HRTROEYMBEC L TRATHIRAETI>ODE 1950
VBLEEZD, TDIDITE, BRHRIFTHENS
e R ot FHIE SBRAE ORI i1 T D % 5 4
IVRKRSZ T — 22 RETHOTRHIRU A EHEELT
Wh, TORKETIRARMNT T2, 3KZhTW3
A, TOFRIC L HEDFME —EEREC X5 R
BRCEHEMCRA L7 — 213, FHEHTWAWIS TS
%o

(8) Miloxacin 2B L T

Miloxacin (¥, NA, PA, PPA, Cinoxacin 7c & D—
BHOEBREAIOF TIRRPHHER 6 Bl T2~3 %
LAB\AY,  Ps.aeruginosa < 7 7 A EMBETO
MIC %, ZhOEFFEPRLEEVIFIEAH S,
ZODERBTRFBEREDHREC E LB b1
T, 250mg 1 Bl A5 CRAPWGED 25 pg/ml BE
ETheDH, TDOBREIERSHEORMERED LR 6.25

pg/ml B4y EE S V2 X5,

SEHRE LIHBRRABRORFE»OELD L, 774K
PEAR B R BE MM B B 20113 1, 000 mg/day #y &%
DTHDE EXD, 1o, 75 - BUHRERLEDBSL
X, RPBEXL 5D L EFTHLENDD LR,

—7%, TLPEDEH S, Miloxacin @ Open trial iz
WT, BBEELYHLE LCEIfERAA 1,000 mg/day <
6.4%, 1,500mg/day T 11.3%, 2,000mg/day T 8.5%
LigoTwaY & EEL, 1 AEAER 1,000mg
day 2Z¥Thbh, LERIE UT 1,500~2, 000 mg/day
BEEXAAZNI IO TRV EEL B,

X Ak

1) REIE#, AEmELE, fib: UTI ReFmLed
BOo % 25 B HR{LEREFLRE, 1977

2) REARBGIES : TERRBERSRAE O EME (ARH%).
8 24 HBREREFLTEXZTBE, 197

3) AGUI, H, T.MITANI, A.IzAwA, T.KOMATSU
& T.NAKAGOME : Studies on quinolin deri-
vatives and related compounds. 5. Synthesis
and antimicrobial activity of novel 1-alkoxy-
1, 4-dihydro-4-oxo0-3-quinolinecarboxylic aci-
ds. J.Med. Chem. 20 :791~796, 1977

4) A/HIER:H 24 MERLEREFLHALLH
Bre FEY v How o AB-206, FLig, 1977

5) BR #, RAtis, EAE—, EHF & E
BT, KESBE FHEHEE : AB-206 <833
ERAEE RIS, Chemotherapy 26 S-4:101
~117, 1978

6) FETHEEE : PIEIEY: L BRSRE & DBSIR, ~ v &
v s “GIEEEORTEE” #iE, 5 25 HEA
LFEREFELTART MRS, 1978

A DOSE-RESPONSE STUDY ON THE THERAPEUTIC EFFECT ON
ACUTE SIMPLE CYSTITIS IN WOMEN:
EXAMINATION OF MILOXACIN

Yosuiaki Kumamoro, Akira Nisuio, Hitosur Tanpa

and SHIGERU SAKAI
Department of Urology, Sapporo Medical College

Katsuyukr Mitose
Department of Urology, Sakata Municipal Hospital

Masaniro HikiTa

Department of Urology, Japan Red Cross Kushiro Hospital

Axio Honma and Tatsuo Aovama

Department of Urology, Japan Red Cross Asahikawa Hospital



VOL. 28 NO. 4 CHEMOTHERAPY 581

Taxkauiro Tamiva and Kenr TAKATSUKA

Department of Urology, Sunagawa Municipal Hospital

SHoco SuiMamuRra and Suicekr OHNISHI

Department of Urology, Sapporo Teishin Hospital

Masaokr Terabpa

Department of Urology, Tomakomai Oji Hospital

Naouiko Kopama and Ssuji Kato
Department of Urology, General Muroran City Hospital

TsuNeak: Toru and Masataka Fujita
Department of Urology, Hakodate Goryokaku Hospital

Koy Mivake
(controller)

Department of Public Health, Sapporo Medical College

A dose-response study on therapeutic effect of miloxacin (MLX) on acute simple cystitis in women
was performed by a double-blind method.

(1) Overall clinical efficacy (effective rate) was 89.2. 81.8, 74.4 and 42. 19 in groups adminis-
tered 1,000, 500, 250 and 125 mg/day (q.i.d.) of MLX, respectively. When compared among the cases
caused by gram-negative rods, the group administered 1,000 mg/day of MLX showed a significantly
higher overall clinical efficacy than other three groups. It was, therefore, assumed that the appro-
priate dosage of MLX for clinical use was 1,000mg/day.

(2) After the oral administration of MLX at the doses of 250, 125, 62.5 and 31.25mg, the mean
concentrations of the drug in urine (urine volume was corrected to 1 ml/min) ranged 12.6~23. 8, 3.5
~8.4, 3.1~5.7 and 0.8~2.3 ug/ml, repectively. A curve was prepared by plotting the drug concent-
ration in urine against the efficacy on bacteriuria at each dosage group. It was found that this curve
was similar to the cumulative MIC curve against the bacteria isolated from urine of the patients of
this study. When the MIC cumulative curve was shifted to the higher concentration by two tubes,
these two lines fitted each other almost well. In other words, it was indicated that, multiplying the
MIC values by a certain coefficiency, the cumulative MIC curve against urinary isolates was coincided
with the curve obtained by plotting the drug concentration in urine against the effective rate.



