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Bl v REEHA T-3262 O e FHIZIREK (PF) ~OBTE 75 BIORKE - HBRED

BRCAVT, FREORH %270

1. PF ~o®Bf7:150mg #5 1EM#% O PF EEx 0.027+0.007 gg/ml (n=3), mEix

0.265+0.004 pg/ ml (n=3) TH- 7

2. PBRIRRUE : (a) UTI: 1) SMEEMtEEERts : 1 R&ERE (mg) i 75x2, 75%3, 150x
2, 150x3 T, #RIEAR 3 HETH 5o UTI HEhrp(fizse CRHE LB 23 floRiLES 18
Bl, %5 AITHEEER 100%, EHRKIL 78.3% THo o

2) BMBEMME: 1 BHREE (mg) 1T 75%x2, 75x3, 150x2, 150x3, 300x2 tJA< &3 L
7o BEHEIIERS BEITH B, UTI XKt THMAEE L 29 BIOKEIIEL) 10 F, H%)8 4l

£ 11 FITHLR 62.1% THh-to FERAI T, BRSO GIF 74,

77.8%, BBEESE

20 Bls 11 B, 55.0% DEHRTH oo HEEETIE, 75 ABHEIT 28 e 26 #, 92.9%
2E%K, 77 AEHEEIT 38 B 26 B, 68.4% PBREIhi,

(b) IR - MEBRRIE : RE% 3610 5 LIFWEMEIRES 2 AL &%), WEBEREX 1 iz
EHThH-Tco MIRRITTHETEE: 6 Blh 36U, 50% MEHTH - 7%

3. Z&e¥: BIfFRHEER RS- TH, BB04436T FEHERL 4.0% Th-15
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T-3262 33f4E, BIUEFEIE (B) crwTHERE
NEFLWEY FY s £ VvBRAEWE TS 2, &H
RIRECHBEIRALVHLYE =2 -/ v VRHEA
ERERZOHBYTT L VLR T WS, FITiEHY H
T3 L in vitro T—HOMBECH LT X WBRVHER
HERTZ L, invivo CERCEGHHENAD LR
TWwaDZ L, RETH B,

bhubhit T-3262 o XEBIMF L LT, BERAK
S5 TN L HEH, EERENCIERE - RRBEY NS
RBBELT, AL BB ORN YT 10 THRE
T3,

I. # # & F &

1L Apaokad
(a) BEBRARIG 3R & Bt
T-3262 150 mg $t & norfloxacin (NFLX) 100 mg £E
% cross over T 6 ADRBERAICALE 30 NBTEOR
5LT, mPBE & RREREKY 12 BT CHE L
o MRELIZ6AD BERAD FRHETFIE Table 1

Table 1. Background of 6 healthy volunteers
for a pharmacokinetic study

BW Cer
No. | Volunteer | Sex Age (ke) | (ml/min)

1 K.H. M 21 71 83.3
2 K.K. M 19 61 101.1
3 A K. M 19 72 83.6
4 N.Y. M 53 58 101.6
5 K.T. F 39 57 80.3
6 1.K. F 48 75 91.6

Average 33.2 65.7 90.3

WikLico B4R LM 24 T FEEKIT 33. 25,
FEEI265.Tkg TH B, £BI7 V7 F=v 2y 7
5 v A (Cer) #3, 80.3~101.6 ml/min (5F# 90.3 ml/
min) T, BEECRELZRDAD %o ZOF— 2%
b LB NFH IR 1T - 7o

R REFHEIRERY Escherichia coli Kp 42
AAFT v e MR o720

* T254 PIRMHEE 1-19-1
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Table 2. Background of patients treated with T-3262

No. of cases Sex
Age (%) Male Female
16~24 6 ( 8.0) 1 5
25~34 9 (12.0) 2 7
35~44 14 ( 18.7) 4 10
45~54 15 ( 20.0) 5 10
55~64 9 (12.0) 2 7
65~74 13 ( 17.3) 8 5
75— 9 ( 12.0) 6 3
Total 75 (100 ) 28 47

(b) © FETZEEWE (prostatic fluid : PF) ~ DT

A% 150 mg A mIER S ok 1 RERICHIIR <
v ¥ —CkfF\, PF %#RE L, PF ARE L MEREY
BIE Lo R8T 1 PO AES T 2 BR OffR
R T 4ETh e TRIE Lico JETTEMmE, PF
SR EEY E.coi Kp L LTAAMA+T v AT X
- 1o

2. FEIRMRET

(a) NgLH{EHETE

XIIEF 61 £8 A5 A HIEM 62 £4 8 14 H
¥ TIRPEEHRARREW R BRI, ERFERARE
ERFBRBRNRELZL LIBETH B, WThIR

BRI B RYIEN D B LEL DRI T5 fEfT
Bro MRTIEE 28 4, & 47 BIT Hhixis
1.2 Thotco EWMEBRIIFYE 20~85 EABET ki
I3 18~83 & ¥ T/ Ai LT\ 7o (Table 2), 1 H#s
B L5 AU Table 3 1R Lic, 1 HESRBIISHEE
Wt BERE 2 (acute uncomplicated cystitis ; AUC) ¢ &
BB ¢ (acute uncomplicated pyelonephri-
tis ; AUP) T2 75mgx2~150mgx3 ¥ TTH 525,
B35 VBEEIZ T5mgx2, Xk 150mgx2 Th-
oo BB MR R Y IE (chronic complicated
UTI ; CC-UTI) Tix 75mgx2~300mgx2 ¥ TOHH
BTh B2, BLEAVEHRERIT 150mgx2 TH
57, BEBRITER AUC Tk 3 BRE, CC-UTI Tix
5 AEITH o oo T DMl 3BIDHFRELR GEMELE
2, WHEHL) wFHE £E L, BIZBRRCIT ex-
pressed prostatic secretion (EPS) DEE#%# THIEY
tEZ LRI 1L F (8K 10 61, 16D &S
L 205b6flick LTHROHERToTo 1HE
58 < {3 R 150mgx3 ¢, 3 H~ 14 BT -
<o

(b) ZHRHE

LFERl & EREIC X BRHRHTE LT - oo HERE
R BR MEREOBEECI -, Z0ffiic UTI X

Table 3. Daily dose and duration of T-3262

D ) Daily dose Duration (days) Total
t
iagnosis (mg time/day) | 3 5o s . ota
75X2 7 1 1 9
75X3 3 1 4
AUC 150X 2 10 10 25
150X2—75X2 1 1
150X 3—75X3 1 1
AUP 150X%2 2 2 2
75X2 1 1 2
75X3 1 1
CC-UTI 150X2 1 17 2 20 34
150X 3 1 2 2 5
300%2 5 1 6
75X2 1 1
Prostatiti
rostatitis | 150x3 3 1 4 2 o | B
75X3 1 1
Urethritis 150X 3 1 1 3
300X2 1 1
Total 27 27 12 9 75
AUC  : Acute uncomplicated cystitis

AUP
CC-UTI : Chronic complicated UTI*

. Acute uncomplicated pyelonephritis
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Fig.1. Serum levels of T-3262 and NFLX in
6 healthy volunteers(T-3262 150mg po vs
NFLX 100mg po).

HpmEERE (LITFUTI %) &K LICER 52 flic
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Fig.2. Urinary recovery of T-3262 and

NFLX in 6 healthy volunteers (T-
3262 150mg po vs NFLX 100 mg po).

MR Fig.1 1T/R Lz, T-3262 D& — 713 4 FF
BT, 0.76+0.10 pg/ml CTLIER 4 A LT 12 B
R4 T 0.1940.02 pg/ml THhot, hiI LT
NFLX o MEED v©— 71k 2BHE#% < 0.31+0.03
pg/ml T, [ 8 Beffi#icit 0.07+0.02 pg/ml 124>
Lico = DEEM S T-3262 @ Ty (3 4.29 FRS,
NFLX ® Ty (3 2.78 BERI& T-3262 DYFEAAN

. & = NFLX K HRTEWVZ & RARE K oo RPEIREK
1. EEfoket (Fig.2) ¥ 12 BRI TORETE T-3262 2% 89.9%
(a) IR & Bk T, NFLX % 24.7% Th -t RHEE (Fig.3) &
Table 4. Serum levels of T-3262 and NFLX
Time (hrs)
Method Volunteer
No. 1 1.5 2 4 6 8 12
1 0.43 0.65 0.77 0.72 0.51 0.40 0.195
2 0.51 0.78 0.73 0.59 0.37 0.26 0.12
3 0.53 0.62 0.63 0.45 0.36 0.30 0.185
T-3262 4 <0.039 0.043 0.155 0.81 0.48 0.3 0.16
150mg 5 <0.039  <0.039  0.093 1.15 0.82 0.64 0.24
po 6 0.78 0.96 1.1 0.85 0.59 0.48 0.21
Mean 0.39 0.51 0.58 0.76 0.52 0.41 0.19
+SE | #0.13  £0.16  +0.16  +0.10  +0.07  +0.06  +0.02
1 0.43 0.39 0.24 0.135 0.08  <0.078 <0.078
2 0.56 0.43 0.30 0.17 0.11  <0.078  <0.078
NE 3 <0.078 0.275 0.34 0.19 0.115 0.085 <0.078
LX 4 <0.078  <0.078 0.21 0.27 0.15 0.098  <0.078
100mg 5 <0.078  <0.078  0.37 0.47 0.18 0.12  <0.078
po 6 0.155 0.38 0.41 0.235 0.15 0.11 <0.078
Mean 0.19 0.24 0.31 0.25 0.13 0.07 0
+SE | £0.10  +0.08  +0.03  +0.05  +0.01 +0.02

NFLX : norfloxacin
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Table 5. Urinary concentration and recovery, rate of T-3262 and NFLX
—T-3262 150mg po—
Time(hrs)
Volunteer ( 0~2 2~4 4~6 6~8 8~12 Total
No.
U. conc*(xg/ml) 122.5 130.0 80.7 26.8 22.0 —
1 U. volume**(ml) 55 90 100 170 370 785
R. rate***(%) 6.61 11.5 7.91 4.47 7.98 38.5
U. conc 147.5 117.5 17.0 16.4 5.6 -
2 U. volume 60 110 400 325 750 1,645
R. rate 8.7 12.7 6.67 5.23 4.12 37.4
U. conc 157.5 142.5 82.5 73.0 34.3 —
3 U. volume 75 70 90 95 140 470
R. rate 11.6 9.78 7.28 6.80 4.71 40.2
U. conc 11.2 65.3 24.3 14.6 22.8 -
4 U. volume 365 220 280 430 310 1,605
R. rate 4.0 14.1 6.67 6.15 6.93 37.9
U. conc 1.2 58.8 90.8 85.7 48.9 —
5 U. volume 300 200 130 100 240 970
R. rate 0.35 11.5 11.6 8.4 11.5 43.4
U. conc 82.5 162.5 66.7 45.9 43.8 —
6 U. volume 90 60 130 130 240 650
R. rate 7.28 9.56 8.5 5.85 10.3 41.5
Mean U. conc 87.1£27.7 |112.8+17.2 60.3+13.0 43.7+12.3 29.6+ 6.5
+SE U. volume 157.5+56.2 | 125.0+27.9 | 188.3+50.8 | 208.3+£56.3 | 341.6+87.5
C. R. rate**** 6.4+ 1.6 | 17.9+ 1.4 | 26.1+ 0.8 | 32.3+ 0.8 | 39.9%+ 0.9
—NFLX 100mg po—
s Time(hrs)
Volunteer 0~2 2~4 4~6 6~8 8~12 Total
No.
U. conc 69.9 36.7 21.5 18.0 9.5 -
1 U. volume 150 156 150 120 320 896
R. rate 10.5 5.73 3.23 2.16 3.04 24.7
U. conc 9.3 29.9 21.3 19.0 6.3 -
2 U. volume 110 190 195 135 340 970
R. rate 10.4 5.68 4.15 2.57 2.14 24.9
U. conc 26.9 4.8 23.8 22.2 9.8 -
3 U. volume 340 220 175 145 430 1,310
R. rate 9.15 9.86 4.73 3.22 4.21 31.2
U. conc 3.2 27.5 28.9 20.9 28.1 -
4 U. volume 320 280 140 135 130 1,005
R. rate 1.02 7.7 4.05 2.82 3.65 19.2
U. conc 6.7 110 44 56.3 5.4 -
5 U. volume 130 80 120 60 160 550
R. rate 0.87 8.8 5.28 3.38 0.86 19.2
U. conc 56.4 152.5 117.5 76.3 34.5 -
6 U. volume 100 75 35 55 110 375
R. rate 5.64 11.4 4.11 4.40 3.80 29.4
Mean U. conc 42.9+£14.9 66.9+17.2 44.8+15.33| 35.5%+10.1 15.6+ 5.1
+SE U. volume 191.6+44.4 | 166.8+£32.8 | 135.84+22.9 |108.3+16.4 | 248.3+54.0
C. R. rate 6.3+ 1.8 14.5+ 1.7 18.7+ 1.7 21.8+ 1.7 24.7+ 2.0

* Urinary concentration

NFLX : norfloxacin

** Urinary volume

*** Recovery rate

**** Cumulative recovery rate
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Fig. 3. Urinary concentration of T-3262 and
NFLX in 6 healthy volunteers (T-3262
150mg po vs NFLX 100 mg po).

HEF LS E— 2122~ 4BRHE%T T-3262 (3 112.8
pg/ml T NFLX % 66.9 pg/ml TH-7c (Table 4,
5

(b) PF ~DBfT

4EHIE Lz EPS D#EE % 0.02~0.04 pg/ml (148
it <0.02 pg/ml) T, g 0.027 pg/ml (n=3) T
Bt MAEER 0.22~0.34 ug/ml (n=3) TFH
0.265 pg/ml TH»1:o #-T PF &m0kt (P/S
ratio) (¥ 0.11 THAEBEDH 10% HBITLTWAZ
L Hdods o 7o (Table 6),

2. BRIREBGE

(a) AUC & AUP

27 EICT A IEABOFE L L, UTI &2
S RBOKE L, Table 7, 8 125 L, W% T~
o b, HEEEO MIC ZHIE LICESIL 22 fITh -
oo ¥ 7o, UTI e TRRMAFTRE/CEECNIL 25 B TH »
foo BABRBUL 25 Fish 25 PUAERE IXER) LHE
h, BHXR 100% ¥Bi, TONEIXER 19 6l (F

Table 6. Diffusion of T-3262 into prostatic fluid
—150mg, po, 1hour—

Sample Concentration (ug/ml)
N PF/Serum
0. PF Serum
1 0.02 0.235 0.09
2 0.02 0.34 0.06
3 0.04 0.22 0.18
4 <0.02 <0.039 -
Mean=+SE* | 0.027+0.007 | 0.265+0.004 | 0.11+0.036

* Excluding sample No. 4
PF : Prostatic fluid

R 76.0%), B 6 PTH Do 5%, ZOFITIX2H
o AUP 2i&gh, Wwihiy Ecoli &AL, 1H
150 mg x 2 % 7~14 BRI TEEA LTV 5o HEFHHR
it roLBHEAET 77 AANE2E 23
D 30 HOPEI R, ThhE THEBREERRES I
BEZ 100% TH- o (Table 9, FEEED MIC 13,
Lo L HEHRAED S ot Ecoli i 2uThoE
<0.00625~0.78 pg/ml =M LT H bH, ¥~ 71
0.025~0. 05 ug/ml Th » 7= L5 HHEE L Table 10
R Lick iz Candida 1#k% 8138 3BRDOKRTH
- 7z (Table 10),

(b) CC-UTI

FEASIZE 34 BITH Do LHITHT HIEROBRR
Table 11 175% Ltzo 7 7 — 7 VEBHNL 8 BB b, &1k
D 23.5% #t, BMBERERAI 14 0, ERER
W@ 20 GIC FOHIZWIX4THY, HRELT
BRABEONE L &bic, Ao h EEEE L LTREE
BERY b -7 db OMSEM o1, UTI EEEI R
SRR, SEMERTAETS 29 fish 18 GIARLLE G
106, ARH8H), &R 11 FITRABFLHER 62 1%
< - 7= (Table 12), RAEBEAI A B RIL, BMERRX
9@ T Al, 77.8% HVE%R, BEERAwcL 20 fIF
11 . 55.0% »EM TS » o 77 —7 VEBBG (G-
5) ORI FIh 2B, 25% OHEMELHRIS >
(Table 13), g% EL Table 14 TR L7 77
LPEMENZOME 28 B 7T AlEtEEIT 14 F 38 Ko
5t 66 BEAARATICABE I s, BB TR 7 2[5tk
B2t 26 B 92.9%, 77 LJEMEE A 26 Bk 68.4%

PRE I N, 77 s BEESERCE T 5 BREDR
ERT LA, 7T A EEEIC /LTI Pseudo-

monas aeruginosz \ZxtT HERE RN 9B 38k 33.3
Y LlED 5Tl Eah SBEOBHENENC LI ERE
2T, BEHEEEL EEE3EX & U 15 &
17 BEAVH & fL7z (Table 15), MIC AT R%
25 L, <0.78 pgiml OREZMRTTMEL 47 B
44 Bk, 93.6% MBREIN7, Ly L =1.56 pxg/ml O
MIC #®7% 19 i3 8%k 42.1% LBREHR P D2
% 51:o P.aeruginosa \ZOWT B &, £ 9k,
0.39 pg/ml DOREFHAR L7z 4 BRIZ3ERPBRE S 7%
LasL =1.56 pg/ml @ MIC %R L7z 5 BRI
T Lico = DfEE#ay7 T &1, Enterococcus faecal-
is #E LT B 77 ABEEC ABRE  BEhTws 2
L, roAEEO S b, Eocoli 1Ty, B2 6FkF SR
7% £0.025 pg/ml LMVGHEFEE R LI EETHS
(Table 16),
(e) #EHEERHR
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Table 8. Overall clinical efficacy of T-3262 in acute uncomplicated cystitis
Symptom Resolved Improved Persisted Effect on
Pyuria Cleared | Decreased | Unchanged| Cleared | Decreased | Unchanged| Cleared | Decreased | Unchanged | bacteriuria
Eliminated 18 2 1 21 (91.3%)
Decreased .
L 2 2 (8.7%)
Bacteriuria (Replaced)
Unchanged 0(0 %)
Effect on pain 2 (95.7%) 1 (4.3%) 000 %) Patient
on micturition
total
Effect on pyuria 21 (91.3%) 0(0 %) 2 (8.7%) 23
Excellent 18 (78.3%)
5 (21.7%) Overall elfectiveness rate
Moderate 7 23/23 (100%)
Poor 0
(including Failure)

Table 9. Bacteriological response to T-3262 in acute uncomplicated cystitis

Isolate No. of strains Eradicated (%) Persisted*
S. epidermidis 1 1 (100%)
S. haemolyticus 1 1 (100%)
E. faecalis 4 4 (100%)
Other GPC 1 1 (100%)
Ecoli 21 21 (100%)
K. pneumoniac 2 2 (100%)
Total 30 30 (100%) 0

* Regardless of bacterial count
GPC : Gram positive cocci

Table 10. Strains* appearing after T-3262 treatment
in acute uncomplicated cystitis

Isolate No. of strains (%)
C. xerosis 1 (33.3%)
Other GPC 1 (33.3%)
Candida 1 (33.3%)
Total 3

* Regardless of bacterial count
GPC : Gram positive cocci

UTIS4 ] (AUC & AUP25 fj& CC-UTI29 £
DEEEROBRE B3t Lic (Table 17), AUC &
AUP 0 25 iz THvERBU EORETHB DT, &
BEDOZEE LT AT, ZDFERE 1H 75mgx2 A
62.5% LoRREAL BEEELH A, ThiETi,

FEAEZENICL, T5mgx3 A% 100%, 150 mgx2 7%
76.9%, 150mgx3 »% 100% <T#H 7=, CC-UTI
1%, 150mgx2 &£ 150mgx3 L DEITOWTH S &, §j
EN 4447, BEN66.7% OFMFET, ERFuEN
HHLDOD, EFHEOENEIE -1,

(d) ®izhgz

11 GREERTT>705 D MEE & Z2 bhi-6 flico
WT, EFRER XY HREHAT LT - 22 (Table 18),
BEWTED 0, B0, &2 mT BHRi
502 THoteo B 1PN KB %4k LD TAES 3
BT#EEEFIE L, BHRHEL BRI LI,

(o) R

SBIDREL D 5 b Chlamydia trachomatis 1= A
2P EER) THh > 7o Neisseria gonorrhoeae =k 7%
18I TixELTH - 7 (Table 19),
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Table 12. Overall clinical efficacy of T-3262 in complicated UTI
Pyuria .
Efficacy on
Cleared Decreased Unchanged o
bacteriuria
Bacteriuria
Eliminated 10 2 3 15 (51.7%)
Decreased 2 2 (6.9%)
Replaced 1 1 2 (6.9%)
Unchanged 2 8 10 (34.5%)
Effi ria 14 3 12 Patient total
icacy on pyu (48.3%) (10.3%) (41.4%) 29
Excellent 10 (34.5%)
Overall effectiveness rate
0,
Moderate 8 (27.6%) 18/29 (62.1%)
P includi
oor (including 11 (37.9%)
Failure)
Table 13. Overall clinical efficacy of T-3262 classified by the type of infection
Overall
. of (Sh
Group Ilj:tieont (fa;red) Excellent Moderate Poor effectiveness
rate
1st group o
(Catheter indwelling) 0 (0 %)
2nd group o
(Post prostatectomy) 0( 0 %)
Monomicrobial | 3rd group s
0,
infection (Upper UTI) 2 ( 6.9%) 1 1 50.0%
4th group o o
(Lower UTI) 7 ( 24.1%) 3 3 1 85.7%
Sub total 9 ( 31.0%) 4 3 2 77.8%
5th group o 0
(Catheter indwelling) 8 (127.6%) 2 6 25.0%
Polymicrobial | 6th group
. . .49, l )
infection (Catheter not indwelling) 12 (41.4%) 6 3 3 75.0%
Sub total 20 ( 69.0%) 6 5 9 55.0%
Total 29 (100 %) 10 8 11 62.1%




CHEMOTHERAPY DEC. 1988

958
Table 14. Bacteriological response to T-3262 in complicated UTI
Isolate No. of strains Eradicated (%) Persisted”
S. aureus 1 1 (100 %)
S. epidermidis 4 4 (100 %)
S. simulans 1 1 (100 %)
S. haemolyticus 5 4 ( 80.0%) 1
S. hominis 3 3 (100 %)
S. agalactiae 2 2 (100 %)
E. faecalis 10 9 ( 90.0%) 1
E. faecium 1 1 (100 %)
E. avium 1 1 (100 %)
Sub total 28 26 ( 92.9%) 2
E. coli 6 5 ( 83.3%) 1
C. freundii 2 2 (100 %)
K. pneumoniae 6 5 ( 83.3%) 1
E. cloacae 1 0( 0 %) 1
E. aerogenes 1 1 (100 %)
P. vulgaris 2 2 (100 %)
M. morganii 1 1 (100 %)
S. marcescens 2 1 ( 50.0%) 1
P. aeruginosa 9 3 ( 33.3%)
Pseudomonas sp. 1 1 (100 %)
A. calcoaceticus 1 0( 0 %) 1
A. faecalis 3 2 ( 66.7%) 1
A. xylosoxidans 2 2 (100 %)
Alcaligenes sp. 1 1 (100 %)
Sub total 38 26 ( 68.4%) 12
Total 66 52 ( 78.8%) 14

* Persisted : Regardless of bacterial count

Table 15. Strains® appearing after T-3262
treatment complicated UTI

Isolate No. of strains (%)
S. haemolyticus 1( 5.9%)
S. hominis 1( 5.9%)
Staphylococcus sp. 1( 5.9%)
E. faecium 1( 5.9%)
Micrococcus sp. 1( 5.9%)
Corynebacterium sp. 2 (11.8%)
E. coli 1( 5.9%)
K. pneumoniae 1( 5.9%)
S. marcescens 2 (11.8%)
P. diminuta 1( 5.9%)
A. xylosoxidans 1( 5.9%)
A. dentrificans 1{( 5.9%)
C. albicans 1( 5.9%)
C. parapsilosis 1( 5.9%)
T. glabrata 1( 5.9%)

Total 17 (100 %)

* Regardless of bacterial count

(f) THRECIIPHBHE

B4t 5 Btk MNERABR O XREHE R E 3L
B, BZh 21 g, oRE%h2f, & 16 FIT KA
ZhER L 74.3% Th »1c (Table 20),

(g) Z=&£tk

1) EakREfE (Table 21, 22)

FERBAEEO BEIL 3 AR bht, NBIL, I
EOREHMN 1, RPBEEOHEMN LML RBLORE
(BmER, FHEk mMRED) » 1 PRD bl 20
5 HETE 2 PliahIEE OBIF CEFHCHELTWHE &N
Do tehy, KMo RE R TIXBYHLTETH -1

2) BEMEIEAR (Table 23)

BENEIER X 3flT4ic Zbhi, RRAER
75 Blh 3BT 4.0% ThHo ABE, HERLA T
FILERS 12 FORB 1T oo SO DR
HORE Y Zic 1 Pl BEY Pk Lico WThidlk
% BERCELBTEERHE L,

II1. % %
RER AT ARIN & BEfta NFLX & cross over
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Table 16. Relation between MIC and bacteriological response in ccmplicated UTI

No. of strains eradicated/No. of strains isolated

e <0.025( 0.05{ 0.10 0.20 [ 0.39 | 0.78 | 1.56 | 3.13 | 6.25 [ 12.5| 25 50 | 2100{ ND*| Total(%)
Isolated organisms

S. aureus 1/1 1/1 (160 )
S. epidermidis 2/2|1/1 1/1 4/4 (100 )
S. simulans 1/1 1/1 (100 )
S. haemolyticus 1/1]2/2 1/1 0/1 4/5 (80.0)
S. hominis 2/2 1/1 3/3 (100 )
S. agalactice 1/1|1/1 2/2 (100 )
E. faecalis 1/1{5/6|1/1]1/1 1/19/10 ( 90.0)
E. faecium 1/1 1/1 (100 )
E. avium 1/1 1/1 (100 )
E. coli 5/5 0/1 5/6 (83.3)
C. freundii 1/111/1 2/2 (100 )
K. pneumoniae 1/11]2/2 1/1 0/1 1/1|5/6 (83.3)
E. cloacae 0/1 0/1 (0
E. aerogenes 1/1 1/1 () )
P. vulgaris 1/1 1/1 2/2 (100 )
M. morganii 1/1 1/1 (100 )
S. marcescens 1/1 0/1 1/2 (50.0)
P. ceruginosa 3/4 0/1(0/2 0/1 0/1 3/9 (33.3)
Pseudomonas sp. 1/1 1/1 (100 )
A. calcoaceticus 0/1 0/1(0)
A. faecalis 1/111/1 0/1 2/3 (66.7)
A. xylosoxidans 2/2 2/2 (100 )
Alcaligenes sp. 1/1 1/1 (100 )

Total 6/610/101 5/5|5/5|14/17| 4/4|3/5|1/5|0/2| 2/4 0/1(2/2 52/66

(Eradication rate %) (100) | (100) | (100) | (100) | (82.4)| (100) | (60.0)](20.0)| ( 0 ) {(50.0) (0)](100) (78.8)

* ND : Not done

Table 17. Clinical efficacy by daily dose of T-3262

Diagnosis Daily dose No'. of Excellent | Moderate Poor Efficacy rate
patients (Excellent)
75mgXx2 8 5 3 100 % ( 62.5%)
Acute ) 75mg><3 3 3 100 % (100 %)
uncomplicated| 150 mgxy | 13 10 3 100 % ( 76.9%)
cystitis and | 150 g3 1 1 100 % (100 %)
pyelonephritis
Total 25 19 6 0 100 % ( 76.0%)
75mgXx2 2 100 % (100 %)
Chronic 75mgXx3 1 1 100 % (100 %)
! 150 mg X2 18 5 3 10 44.4% ( 27.8%)
complicated | 55103 3 2 1 66.7% ( 0 %)
UTI 300mgx2 5 2 3 100 % ( 40.0%)
Total 29 10 8 11 62.1% ( 34.5%)

THRE LIc@E 4 5 &, T-3262 oRIiz NFLX 1=
AR, mFBEN Y- 27 ET 2 TOBER (Tmax)
AR &, NFLX b RT 2 B Bu o ¥ folah i
DE=7 (Cmax) DHBETIX T-3262 7%0.76 pg/ml,

NFLX A% 0.31 pg/ml T 506 T-3262 OEEITE &

% 2.5 f£5THBY, SEDKRHTIE, HTFEDOHE
5, T-3262 150 mg & NFLX 100mg »i&& L oE
% TZ D& TR #fT- 7 (Table 24), T-3262 150
mg & NFLX 200 mg DT, ZIERAU L 5 2igE
EBEYTRTZ LD - T DY, bhibh DR L, dose
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Table 18. Clinical efficacy of T-3262 on prostatitis
Treatment Response* on EPSY
T f i Bacteriology . | Evaluation .
No. Case| Age . YDEIO Daily Duration Symptoms (Dr) Side effects
No. | Sex | infection dose (days) ) Count MIC? | Leucocytes T
(mgx fday) Species (/ml) | (ug/mi)
33 S. mitis 10¢ 0.39 H# +
1] 62 Chronic | 150x3 1 Moderate -
M Negative H# -
50 E. faecalis 10 0.39 + +
2| 63 Chronic | 150%3 12 Poor -
M E. faccalis 10° | 0.39 + +
&% E. faecalis 10° 0.39 + +
3| 64 Chronic | 150X3 7 Moderate -
M Negative + -
59 Staphylococcus sp. 10° 0.20 + + ‘
4| 65 M Chronic | 150%3 13 Saplyloroccss sp. " 0.2 R N Fair -
Corynebacterium sp. 1.56
58 E. coli 107 | 0.025 H# + Neutropenia
51 66 Chronic | 150X3 14 Moderate | Leukopenia
M Negative + - Thrombocytopenia
65 Negative +H +
6 | 67 Chronic | 150X3 14 NE -
M Negative + -
37 Negative + +
71 68 Chronic | 150X3 7 NE -
M Negative +
31 E. faecalis 10° 0.20 + +
8| 69 M Chronic | 150%3 4 Poor -
E. faecalis 10° 0.20 + —
40 Staphylococcus sp. | <10 0.10 + +
917 ) Chronic 150X3 6 NE -
1 Negative - -
20 ND** ND 1
10 71 M Acute 75X2 7 NE -
ND ND -
49 E. faecalis <10° 0.39 H# +
11| 72 M Chronic | 150%3 3 Excluding | Skin rash
Negative + -

»

Before treatment

After treatment
** VBi1: K. preumoniac 10°/ml

D EPS culture made by seed swab method
2 108 cells/ml

ND : Not done

NE ! Not evaluated
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Table 19. Clinical efficacy of T-3262 on urethritis
i Bacteriuria*
Case | Age . . Trearment S .| WBCin Evaluation| Side
No. | Sex Diagnosis | Dose | Duration | Smpioms discharge* Species Count MIC (Dr) effects
(mgX/day)| (days) (ug/ml)
49 + H# C. trachomatis + ND P
7 NGU 75X3 3 oor -
Blm ° + # ND
13 + H# C. trachomatis + ND
74 NGU 300%2 3 Poor -
M + H# ND
30 + H N. gonorrhoeae Hi ND Heavy
75 GU 150X3 7 Excellent | head
M - - - 0 feeling
NGU : Non gonococcal urethritis ND : Not done Before treatment
GU : Gonococcal urethritis After treatment
MIC : 10%cells/ml
Table 20. Overall clinical efficacy by the investigator's judgement
inical effecti
Diagnosis | Total No. Excellent Good Fair Poor Unevaluable Clinical effectiveness
rate (%)
AUC 25 21 4 100
AUP 2 1 1 100
CC-UTI 34 8 13 1 12 61.8
Prostatitis 11 3 1 2 5 50.0
Urethritis 3 1 2 33.3
Total 75 31 21 2 16 5 74.3
AUC  : Acute uncomplicated cystitis
AUP . Acute uncomplicated pyelonephritis

CC-UTI : Chronic complicated UTI

response A3 bR B, Ty DHBITIE T-3262 75 4.29
Fridizxt LT, NFLX A32.78 Befg] &, T-3262 Ak
ERMARWC EAVRERT WA, L L, FEY Y
How A LORE T, T-3262% NFLX & ofClis
BEL T REHVENRWEIRTE Y, SEbLADL
hOBBEDERED L H5KEL TLIVITHASLA T
Vo RAPBE LEIRRITERICED oL, T-3262 5
39.9%, NFLX 24.7% <Ta& b, ofloxacin (OFLX) iz
HRD LEHETH B2,

PF ~0®BFI1 T-3262 150 mg #H5 1< Fh
0.027 pg/ml THIFEEL DA KL% 0.1 THBM»
b, HEEOEY ER®LTY OFLXY % enoxacin®
(ENX) EHNB LEWZ EMNEZBRB, Ll T-
3262 13MAFIBE Xt X B & PF ~OBTIRER%
BT enFEh, £EER 1B TR, TREEL
E—7Th54REBRICUET 2 LELD 5,
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Table 22. Laboratory abnormal values
Case | Age Relation
No. No. | Sex Total dose Item to the drug Follow up
1 08 79 1.5 GOT 15 (before)— 77 (6 days) Probable 28 (15 days)
M & GPT 21 (before)—132 (6 days) Probable 46 (15 days)
2 30 ’;l 1.5¢g Albuminuria (—) (before)—(+) (5 days) Possible (=) (21 days)
Neutropenia .
Possibl
72 (before)— 53 (7 days)— 28 (14 days) ossible
58 Leukopenia .
. Possibl -
S 1% |y 6-32 5,100 (before)—3,400 (7 days)—3,100 (14 days) | ~ oo 0¢
Thrombocytopenia .
Possibl
30.3 (before)—> 23.5 (7 days)— 16.6 (14 days) | ~ oo
Rate of occurrence (No. of cases/No. of examined) 3/43 (7.0%)

Table 23. Frequency of side effects

Type of side effect Severity of symptoms Relation to the drug
Heavy head feeling + Probable
Diarrhea* + Definite
Urticaria* + Definite
Skin rash H Definite
Total No. of side effects 4
Total No. of cases with side effects (%) 3/75 (4.0)

* Same case

Table 24. Comparative study of Cmax, T12 and AUC in 6 healthy volunteers
—T-3262 150mg vs NFLX 100 mg—

Volunteers Cmax (ug/ml) Tz (hr) AUC (zg-hr/ml)

No. T-3262 NFLX T-3262 NFLX T-3262 NFLX

1 0.77 0.43 4.29 2.52 6.89 1.4

2 0.78 0.56 3.68 2.76 5.26 1.89

3 0.63 0.34 6.27 2.97 6.08 1.60

4 0.81 0.27 3.73 2.74 5.07 1.58

5 1.15 0.47 4.22 3.65 8.54 2.27

6 0.96 0.41 3.55 2.03 7.77 2.20
Mean=SE | 0.85+0.07 | 0.41+0.04 | 4.29+0.41 | 2.78+0.22 | 6.60+0.57 | 1.83+0.14

NFLX : norfloxacin

28 Bk 26 £ 92.9% DOFVRERE B Thix L
T/ 7 LEMEE T 38 #h 26 ¥k 68.4% ORER L
77 ABHEEICHEANT, RREVHRTH - o Thi
P.aeruginosa »'9 1 38k 33.3% OBRERITL L%
S EBKRESHE LT B, Zoficiizdicnd
DDEYRH Y HEE L LT, Enterobacter cloacae, Ser-
rutia marcescens EHHF b B, 1980 42 NFLX »%
FAZZh, Whbwd=a—%/ e vy RPEFVEEIR

T, H8EXEBT 55, B TIXERELYTHENT,
#1z P. aeruginosa, S.marcescens Bizii3 b EEE
DAHEDLT E T3 HANRZRSN DY, &5 Ll HBER
T-3262 iITH\Th 77 sfatEEiS ko LT, BRER
DETCHEYEL T AAHEENREL bh b, MIC L
BESELYH B L 0.78 ug/ml DREIT 1 DODEELD D,
U TFTORZHE CRRERIED TH 2, ThE
Mx 5 ELBERY R
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T-3262 IN UROGENITAL INFECTION

KEerzo Suzuki and Masaki Horisa

Department of Urology, Hiratsuka City Hospital
1-19-1 Nanbara Hiratsuka-shi, Kanagawa 254, Japan

Yorio Naipe, Masavukr Suinopa, Masanorr YaNaoOka,
Katsuo Takanasur and Ryoicur SHIRAKI
Department of Urology, School of Medicine Fujita-Gakuen University

We studied the utility of T-3262, a new quinolone antibacterial drug, by examining its transfer
into human prostatic fluid (PF) and evaluating the clinical results 75 patients with urogenital
infections.

1) Transfer into PF

Concentrations of T-3262 1 hr after a 150 mg administration were 0.027+0. 007 #g/ml (n=3) in PF
and 0.265+0.004 z#g/ml (n=3) in serum.

2) Results of clinical application

(a) Urinary tract infection(UTI). 1) Simple acute cystitis : Patients were given 75 mgx2, 75 mgx
3, 150 mgx2 or 150 mgx 3 daily mostly for 3 days. The treatment was found to be markedly
effective in 18 cases and effective in 5 of 23 cases assessed by the Japanese UTI Committee’s
criteria, thus proving it effective in 100% and markedly effective in 73.3% of the cases. 2) Chronic
complicated diseases : Patients were given 75 mgXx2, 75 mgx3, 150 mg x 2, 150 mgx 3 or 300 mg x 2 daily
mostly for 5 days. The treatment was markedly effective in 10 cases, effective in 8 and not effective
in 11 of 29 cases which satisfied the criteria of the Japanese UTI Committee, a response rate of
62.1%. Therapeutic efficacy was examined according to the type of infection, and the drug proved
effective in 7 (77.8%) of 9 patients with monomicrobial infection and 11 (55.0%) of 20 patients with
polymicrobial infection. Twenty-six strains (92.9%) of 28 GPC isolates were eliminated by the
treatment.

(b) Urogenital infections : Of 3 patients with urethritis, treatment was ineffective in 2 with non-
gonorrheal urethritis, and markedly effective in 1 with gonorrheal urethritis. The treatment was
effective in 3 (50%) of 6 cases of prostatitis which met the criteria.

3) Safety of the drug

Side effects such as a heavy feeling in the head, urticaria, diarrhea and eruption were noted in 3
patients, an incidence of 4.0%.



