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Fluwe7z aRiiamKE T-2588 DRI & BE s TR
R RIE I 5 5 A REDRN

BAR=Z -HAY R
AR R MBI R

FHER M) B-EHFA-NEER
R R KF U R LR E

EEMNE - TEHARRA
I 1+ B R 88 Bt

Flt7 = aRBEOEDHR T-2588 1> TLUTFOHR %187,

1) BUREHEM . KFORF L H 7 A H] 200mg 2RBRA S Li-onFREDO Y~ 2
12 2 BRI T 1.60~2.00 pug/ml (n=5) TH~»To 8HME TORPEMNRIIBLE 22% TH-
Too FEH & 7 e VFICRIN & Bt i XA b ek o T,

2) EEPRRECX : T-2588 % 55 B0 REABHIE (UTD) DMt Lic, UTI EEDOFRE Tidl
MPERERES IR LT, 23 fidh 22 B, 96%, (&Mt UTI & 23 fik 15 1, 65% oXh*%
hOBEREY B, BB EL, MZECNLTLIHASSOmg #2EH, 38MH, #HFCHLTXL
H100mg #2[E, 5K TH 5, £ED> L8HAKH LT, 14 BLU EDOEEXTTi\ 5 ANREMY
BEOFERERZRD I,

3) ®&Mk: BEMEIER L LTBEOH/LBMEY 2 6l (REHE, 3.6%) wBdl, Th
LRIEERBARCERCHE Lic, BRAETI 1 ARNRRD & 1 AOBRRERORE LA, &

Bod 0 THIRB L ILbich -

4) #E3E T-2588 HFH LWEA L7 = 2H L LTOHRYL D, #H#HE UTI 20 UTI ©

BRCHEREOBVWERTHD LEL DRI,

T-2588 (I EBIUEFETIHR (B s\ THLLE
RENILBEOR=AT VB L7 = ARAEHETH 50
KA E, BEHOBRREZh, =ATF7-¥RXs
THKSREEh, AEEELRT T-2525 L5 (Fig
1), &#H| D4 Eix cephalexin (CEX), cefaclor (CCL)
X LDETHREORRABA L LK LT, E. coli,
K. pneumoniae, P.mirabilis ¥ 2 UL T5 771K
R E (GNB) st LTELL in vitro HFIE AL H1E
Shiz tofic, HEAR? 5 ARKKINT,
Citrobacter, Enterobacter, Indole positive Proteus
% Serratia FL LHEFERE LR TE VLA TV BY,
B-5 7 s =—€ bHVWEHRKERL, ChieX 3¢ HE
HECLAEBTHSY,

25 LickERY b -7 T-2588 iwow T, XBHRE
ELTRERBRATRIE Hlt 2 et L, BRI,
55 B0 RBERE (UTD oBBe L, xHOFY
HERSHEERN LI,

I. #HEF X
L BRIXE B
T-2588 DA 7 A Fl L &HIO 2 >20RBxLhEh

Fig.1 Structure of T-2588 and T-2525
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200mg, A 30 FICBRMEABFS5KIC 7 v At -
—CHRY L, M, RPRE L8R ¥ CoORPEILK
YRIE L REHEE K. pneumoniae ATCC 10081
EREBETHER—=F 4 A2ETH 5,

2. BERREUSR

BIEGBIL 55 AITH 5o MREBRERCEBRE
Brbicic\ EMi UTI (simple UTI, S-UTI) 2125
B, EWEBLX L OWMH UTI (complicated UTI, C-
UTD) 2% 30 I TH B, EFTXHME 10 flicx LT,
T 45 BIT, BERHZBIE1INS THoto F Wil
BITESE, WHE BB iEycosfiLTui
(Table 1), 1 B 5K, 5N Table 2 1Z/R L1,
o b AVIREASE, S-UTI Tix 25 fiH18

23% THoteo 14 RLALORMCEE21TIe~» 1ER
284lT, C-UTI 0 27% TH-1

BERZ BB EREHB TR, T05b UTI
EHFPE XM (UTI X900 &K T50Zhicks
SCHIB XTI - 10

KW ORME: B RAEIER & IR & DR
DTS~ o REMMEIRMEM, AT - W 8 € B oo
T, SHEECERAYE/KICLT 22 fl TR E 2T~
o

Fig.2 Serum concentrations of T-2525 in 5
healthy volunteers
—T-2588 200mg, Capsule v.s. Tablet—

#l, 72% 71 H 50mg % 2 @ ETH -z, C-UTI T o —s ClpsuleT(;AQ(gr’)
12 30 Gl 18 B, 60% 23100mg ¥ 1 H 2@ K& L I b—o Tablet 0.98
THDH, KWT, 200mg %* 2 @HE LAFERH 7 4, = 1.op
E L
Table 1 Background of patients treated with T-2588 ®
= 0.5+
Sex § i
Age No. of cases (%) T
Male Female §
16~24 4(7.3) 4 §
25~34 12 (21.8) 1 11 5 or
35~44 10 (18.2) 10 @
45~54 6 (10.9) 6
55~64 12 (21.8) 2 10
65~74 8 (14.5) 5 0.02 . ) l , [ . .
75~ 3(5.5) 2 1 1 2 3 4 5 [ 7 8
Total 55 (100) 10 45 Time (hr.)
Table 2 Daily dose and duration of T-2588
Daily dose Duration (days) Total
. t
(mg X time/day) 3~ 5~ T~ 14~ ot
50X 2 12 1 5 18
50X 3 1 1 2
Simple
UTI 100X 2 2 1 3 25
100% 3 1 1
200X 2 1 1
50X 2 1 1
50X 3 1 1
100 2 1 10 4 3 18
Complicated
X
UTI 100X 3 1 1 30
200X 2 6 1 7
200X 2—100X 1 1 1
200X 2 100X 2 1 1
Total 17 18 12 8 55

*® No. of cases
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Table 3 Serum concentrations of T-2525 in 5 healthy volunteers
— T-2588 200mg Capsule —

Time (he) Serum concentrations (ug/ml)
A B C D E MeantSE.
1 0.95 0.95 1.65 1.15 0.35 1.01£0.21
2 1.90 2.05 2.10 2.45 1.50 2.00+0.15
3 1.55 1.40 1.15 2.05 1.80 1.59%0.16
4 0.78 0.59 0.90 0.53 1.05 0.77£0.10
6 0.24 0.19 0.15 0.245 0.45 0.26£0.05
8 <0.10 <0.10 <0.10 <0.10 0.145 0.0310.03
* Volunteer
— T-2588 200mg Tablet —
Time (he) Serum concentrations (ug/ml)
A* B C D E MeantS.E.
1 0.65 1.30 1.25 1.10 0.125 0.89+0.22
2 1.80 1.35 1.65 2.05 1.15 1.60+0.16
3 2.35 0.80 0.9 1.35 1.45 1.39+0.27
4 1.50 0.45 0.49 0.80 0.80 0.81+0.19
6 0.40 0.14 0.125 0.25 0.275 0.24+0.05
8 0.115 <0.10 <0.10 <0.10 0.105 0.0410.03
* Volunteer

Fig.3 Urinary concentrations and recoveries of T-2525 in 5 healthy volunteers
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Table 4 Urinary concentrations and recoveries of T-2525 in 5 healthy volunteers
—— T-2588 200mg Capsule —

Urinary concentrations (yg/nﬂ)/Uririax‘y recoveries (%)
Time(hr.)
At B C D E MeantS.E.
0~2 68.0 103.7 153.3 88.3 27.5 W
9.7 5.7 13.5 8.3 2.6 8.0+1.8
93.3 y 137.0 226.7 115.2 W
2~4 13.3 8.1 8.2 11.6 A 9.6:1.2
25.5 49.7 18.0 38.0, 112.3 48.7+16.8
4~6 4.2 3.5 1.6 4.2 3.9 %
19.5 16.2 18.5 2.7 30.5 22.5+2.8
6~8 1.3 1.0 1.0 1.0 1.7 A
Total P / P / P /
. 28.5 18.3 24.3 25.1 15.0 22.242.4
¢ Volunteer
—— T-2588 200mg Tablet —
o ) Urinary concentrations (ug/ml)/Urinary recoveries (%)
Time(hr.)
A* B C D E Mean+S.E.
64.3 4.2 98.0 74.3 45.2 65.2410.0
O_~ 2 5.4 8.7 9.2 8.0 1.9 A
95.0 38.2 140.5 y 46.2 88.6+20.3
2 ~4 17.2 9.5 9.6 8.6 6.5 10.3£1.8
57.5 17.7 67.2 50.8 17.3 42.1£10.4
=8 6.6 2.0 2.9 3.6 2.6 A
11.3 4.1 19.7 7.9 2.5 13.9+4.1
6~8 1.5 0.7 0.7 1.1 1.0 A
Total P / P P / /
30.7 20.9 22.4 21.3 12.0 21.5%3.0
* Volunteer
II. & E DT Lic (Table 5),
1L BIR LR # 72 LFD Cmax OFHMEE 2. 06 pg/ml, FHTIX

200mg Dh 7 A FEHR LIcREO MgED ©—
713 2 BE46 ¢ 2.00+0.15 pg/ml (n=5) T, LI 8
R CHIR L, 12 fishh H4% Ui (Table 3, Fig.
2), ZEFTOE—27RALCL 2B M T, 1.60+0.16
pgiml (n=5) LA 7L AFLABTH 70 RDBE
B 7 KL ERD 2~4 Bl — 225D, »7
+ AHC 148.2+23, 3 ug/ml (n=5), 4&HTit 88.6+
20.3 pg/ml (n=5) TH -1z, 8FME CORFEIUER

1.77 pg/ml T, 7 7erZRBE LIHEMYETL 145
TH AN Eh ot AUC DHEETIES 7 e A FIN
6.35 pg-hr/ml b LC, $FITix 5.75 pg-hr/ml T,
BT e ERBE LICHENBE £ X 9.4% TH S erdh
B4R Lico L L paired-t-test OfEE, HEME
BEERBDOhIch o1, ek T2 1k» 7w A FT
1.01+0,08 B5[S, §e#0-C1.07+0.10 B¥RY L HEZE12T.
Dot h ot

BEVRZSLIRY, » 7 eAHT 22.2+2.4%, &HF T 2. BEERE
21.5+3.0% T» - 7- (Table 4, Fig.3), i) S-UTI

T enH b EREOZEYZ B3 Cnax & AUC 12

25 SEG DEIRBR DK IE L Table 6 1R Lico 16
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Table 5 Comparative study of Cmax and AUC in
5healthy volunteers
— T-2588 200mg, Capsule v.s, Tablet —

Cmax (ug/ml) AUC (ug-hr/ml)
Volunteers
Capsule | Tablet | Capsule | Tablet
A 1.90 2.35 6.19 8.14
B 2.05 1.35 5.28 4.51
C 2.10 1.65 6.63 4.93
D 2.45 2.05 7.05 6.40
E 1.80 1.45 6.58 4.78
Mean 2.06 1.77 6.35 5.75
. t=1.491 t=0.877
fi’e'etd df.=4 df=4
s N.S. NS.

DB B Mt W & (chronic simple pyelonephritis,
CSP) T, fiho 24 Flii 2 EBMMERBIBES (acute simple
cystitis,” ASC) TH -1z, > TRAE DS 13 E.coli
Thbo SEIDOKRE T E.coli wX nRHT, 2MLL
LDORSIREXHRL B-7 7 5 v —HE L BILE
MNhoTtoHE, HEEL L TRV Boko DX 5 KIE
PEEDTRED LA T2 b L, BEERR18HT,
ZD5H Ecoi X B D16 Fl, 89% Th 720 H
BEREFAII TR TH T B-5 7 & = — ¥ EEKIT
13 fih 6 13 KBS hic,

UTI E¥EC X hFHERIHETH » FofERIL 23 BT, &
D EHFIL Table 7 iR L1 23 AP 22 BB %
CE% 14 6, BR8HD T, LAEPHRILIY ThH-
Too B 2 DI|EWC DOV TH B &, FERIEH LTix100%,
IBRizx LTk 83%, MERCH LTk 91% ERHR
TH- T

Table 8 (3 ASC DFEGIH b2 LB TR+ 5%
BERLICODTHD. £ 32 BD5H 298, 91% »
BEXhi, BEIhR» 3KV Th b E. coli
T T-2588 i3 % MIC A% 0.1~0. 2 pg/ml T - 12,

Table 9 X EEBBRERX RIS D TH B, 75 11
HEE (GPC) 5%, GNB 1061 HLR
1o

i) C-UTI

C-UTI 30 fliz 2Tk o T, 1G4 UTI
(chronic complicated UTI, CC-UTI) TH %, D5 b
UTI % X h AN TTRE TH - 1oEFIL 23 FITH -
7o (Table 10), &AL 23 Fidh 15 G HR (ER
66, BZIBD T, KEBHEKRL 657 Thoi, B
A2 DIBTHBHE, BRI 57%, MEF <X 70%

(WEZREGY) ORHETH - (Table 11),

Table 12 I ZHMBBFOBLHRE AL D TH D, ¥
MBS T2 55% OMBICH LT, HBEEBLR
TiX 75% DRHMHBER LI, #BTHADE, 4K, 5
BEORMA 25%, 0% LERNE»1chs, 3BHL6BT
2 100%, 90% LEhI-BMTH -1,

Table 13 (ZHIFEFEHPHREYAICODTH S, GPC 4
f 10 Bk, GNB 10 M 26 #, JB§ 2 %Dk 38 KkHiHH M
Eht, 2D b 29 ¥k, 76% HBREEhic, T EH
Z2oWThbE, GNB Tit E.coli 10 ¥, K. pneumo-
niae 6k, P.mirabilis 2 ¥, Indole positive Proteus
28, A.calcoaceticus 2B\ ThiLTBREZh
7:o GNB D#tkTAh % & 26 #keh 23 ¥, 887 »iffik
Lizo CThiCH LT GPC TiHSAIC RN LD, 10
B 4Bk, 40% DK LIcicE L ¥ ot TOS5BE
Saecalis /i XBIRHE D, 7¥P 2K, 29% DREERIC
L ¥ o1, Table 14 R EHHBARYAIcLOTH
o 43 14 ¥0 5 b E.faecalis %13 U 15 GPC
POkk, 64% L& BT, 5 HRHBEEMNK (10
) DB, FMEAR (23 M) XL T43% Th
-1

Table 15 (2 CC-UTI 72 65K LIl 3 5 MIC
LREHREXRIDDTH B, MIC 3 £3.13 pg/ml ©
STMEFT 20 Bk 19 Bk, 95% DREERI-DIHL,
26.25 pg/ml OB T2 11 #kh 4 ¥k, 36% DBRERT
BHoNYHRICENBD LI, EicEMD MIC ¥4
% &, E.coli 1243 0.1~0. 2 pg/ml, K. pneumoniae Tit
0.2~0. 39 ug/ml, P. mirabilis i3 <0. 05 pg/ml, Indole
positive Proteus (Zi3 <0.05~0,1 pg/ml & \Fhicd
HOHENERL, chookizeThREIhI, Th
X LT E. faecalis y2i3 5 #k23 =100 pg/ml Dttt %
AL, BDRLKEETTHRP2EROBREICL L E T,

CC-UTI m» 5% T-2588 % 14 AL k5 Li-fEf 8
PO AEIEIE Li-b D% Table 16 iZx Lz, 2D
LRERE LIz 20 BT, $HE5ERI126.0g Tho
1o ShHDEFTHEBHEIOWT, 5~7 H H LBER
TREYHEETS L, 1 AORAGIZER  THEHE DN
PEESLLDOIN (BH-EH2 B, CORYFD
15D, BHRAETIALTH, FLH5ALLEER-
LM 2 TH 1o ZORER, FHETHENL 7 FF5
B, 71% » 5~7 HB X b 14 B LoHBEREHIER
TeZ LAURENTS,

UTI M R Ieh » ERACHT2E B ER LS
RHRYITE # R Licd 02 Table 17 TH 3, KR,
BRH3IG, XEH1E, E16, FH2M T TH
YRLEHLUEOBSIZS BlR 3 M LI b, AR 60
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Table 7 ‘Overall clinical efficacy of T-2568 in acute simple cys.. «
Symptom Resolved Improved Persisted Effect on
Pyuri Clear- | Decre- |Uncha- | Clear- | Decre- | Uncha- | Clear- | Decre- |Uncha-| bacteriuria
yuria ed ased [nged ed ased |nged ed ased |nged
Eliminated 2 3 19 (83%)
Decreased
- 2 (9%)
Bacteriuria (Replaced) o
Unchanged 1 1 2 ( 9%)
. o 1002
Effect on pain on micturition 23 (100%) Patient total
23
Effect on pyuria 16 ( 70%) 3 (13%) 4 (17%)
I::] Excellent 14 (61%)
8 Overall effectiveness rate
Moderate 22/23 (96%)
Poor(including Failure) 1

Table 9 Strains appearing after T-2588 treatment in

Table 8 Bacteriological response to T-2588 in acute simple cystitis

Isolates No. of strains Eradicated (%) Persisted®
S. epidermidis 3 3 (100)
Staphylococcus sp. 2 2 (100)
E. faecalis 2 2 (100)
a-Streptococcus 1 1 (100)
E. coli 20 17 ( 85) 3
K. pneumoniae 1 1 (100)
P. aeruginosa 1 1 (100)
X. maltophilia 1 1 (100)
C. albicans 1 1 (100)

Total 32 29 (91) 3

* Regardless of bacterial count
B THoteo

acute simple cystitis

SEDERRN TR 7 R LEROTE DS b

Thhr ks LicoT, FoFE O B (UTI ¥

Isolates No. of strains
— FHEFTREAEGIDZ) % Table 18 1R L7z, S-UTI, C-
S. epidermidis 1 .
E. faecalis 2 UTI W#ho UTI et LTh, BRARMoERRCE
GPC 2 EZRDIE oI,
K. pneumoniae 1 iii) =&k
6

Total

FRZFC L Y E L LBbh s BENEIERIINHL

BREFE D26 ThH -7 (Table 19), 1 i 67 &KXt
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668 CHEMOTHERAPY APR, 1986
Table 11 Overall clinical efficacy of T-2588 in complicated UTI
Pyuria ! ] : Effect on
Bacteriuria Cleared Decréased Unchanggd bacteriuria
Eliminated 6 1 2 9 (39%)
Decreased 1 1 2 ( 9%)
Replaced 4 1 5 (22%)
Unchanged 1 6 ? (30%)
Patient total
Effect on pyuria 11 (48%) 2 (9%) 10 (43%) e
[:] Excellent 6 (26%)
Moderat 9 Overall effectiveness rate
roderate 15/23 (66%)
Poor(including Failure) 8

Table 12 Overall clinical efficacy of T-2588 classified by the type of infection

Overall effecti
Group No.' of (Shared) Excellent {Moderate| Poor erall ellectivencss
patients \rate rate
1st group (Catheter indwelt) 2( 9%) 1 1 50%
2nd group (Post prostatectomy) 1( 4%) 1 0%
Monomicrobial |y "ot oup (Upper UTD) 4 (11%) 1 3 100%
infection
4 th group (Lower UTI) 4 (17%) 1 3 25%
Sub total 11 ( 48%) 2 4 5 55%
‘5th group (Catheter indwelt) 2( 9%) 2 0%
F‘)ly"?'cmblal 6 th group (Catheter not indwelt) 10 ( 43%) 1 90%
infection
Sub total 12 ( 52%) 4 5 3 75%
Total 23 (100%) 6 9 8 65%
Table 13 Bacteriological response to T-2588 in complicated UTI
Isolates No. of strains Eradicated (%) Persisted®
S. aureus 1 0( 0) 1
Staphylococcus sp. 1 1 (100)
E. faecalis 7 2 ( 29) 5
Streptococcus sp. 1 1 (100)
E, coli 10 10 (100)
C. diversus 1 0( 0) 1
K. pneumoniac 6 6 (100)
E. cloacae 1 0( 0) 1
E. agglomerans 1 1 (100)
P. mirabilis 2 2 (100)
P. vulgaris 1 1 (100)
M. morganii 1 1 (100)
A. calcoaceticus 2 2 (100)
X. maltophilia 1 0( 0) 1
Fungi 2 2 (100)
Total 38 29 ( 76) 9

* Regardless of bacterial count
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(fE6I 32) T1 B 200mg PYAREE 11 BEH X b DREPIRG
EAERBERYTDIH, E0E EHUMTAMH 16
ARG LI, PLEEH B CRARCEN L
oo D 1 Bk 78 Rtk (FEGIS7) T2 HRE X h A
THREBYF L, Fic2 BRBREET N, ERIEFEL
70T, 4HBERFEL, COfATIR2ZEELLRAR
DHREXITIE> 1o PLEBRIITERICHE L, &5
FERNTHRBBBL 55 k26, 3.6% H-1,
BRREMRY I, KEMT 46 Ritko 1 flicam
BB (6,200—8,300 ; FEG 12) & 1 QUi BIRIBEORE
B LH (BUN 29-35, S-Cr. 1.5—1.9) AR» bt
(FER 36) = DRITIIEEMD HBRE DO WA HE

Table 14 Strains appearing after T-2588 treatment
in complicated UTI

Isolates No. of strains
S. epidermidis 1
E. faecalis 5
GPC 3
Enterobacter sp. 3
P. aeruginosa 1
GNB 1
Total 14
l‘{o, of cases with strains
appearing af%f 10/23 (43%)
treatment cases evaluated

BoohicbDThs, WTHLBEET, BRACISE

ML BBED b D Tiis vy EIRMARM L7

22 FERliCR T 2 RBAR L 9% TH-f= (Table 20),
III. = »

RAL & PHltic o\ TOMB IR, T-2588 DfEKlL H 7
L AFD 2HBITDONWT 2 r At — R = CF iR T,
XORROPMEDO L~ 7 (Cmex) XWWThoFE T
L2RMITAD, £ Ol » 7L T 2.00£0.15
pg/ml, §EFT 1.60+0.16 ug/ml CH oo Cmex (27
7 € LRI A THRFIN 14% {EVVETH B 4%, paired-
t-test ORR, WEMCHEERZIBDOhihoTc, ¥
7o AUC T4 9.4% » 7= A FI DM RGD - 155, R
Eixiehots, WTRLDEOEOKTH BT, bio-
availability DXL R IZAED ST, BBCIIER B
BREOH AL TEREE YR THLENRDS LED
hap, BHEMC 2B L b URIX - St Th -
T EEXTIVe RPEURKIT 8B E TR $20%
BMTHBHMD, FHED CEX, CCLEBL\\ ottt = 4
FEHAD LBV RPMER 200mg 5D 2~4 B
MK Tk X & 100 pg/ml I TH B 5, —HMOKHES
B< GNB @ MIC ¥+ EE- Tl 3,

b T-2588 & HROHIEHF| & LT Cefixime (CFIX)
BFARE S A, RIR & BEtOE T LTI, T-2588
D T1/2 2349 1 B TH 5 Dkt LT, CFIX (1 2.5~3
REf® & MR AR R RE» T T-2588 (3, &0
Fl& LTz %< ORRA & AR SR DORE

Table 15 Relation between MIC and bacteriological response in T-2588 treatment
MIC (zg/ml) Inoculum size 10° cells/ml Not
Isolates =0.05| 0.1 0.2 {039]0.78 1.5 |3.136.25|125| 25 50 100 | >100 | done Total_
S. aureus 0/1° . |0/1
E. faecalis 0/1|1/4 |1/2|2/7"
GPC 1/1]1/1 2/2°
E. coli 3/3|5/5 2/2110/10
C. diversus 0/1 0/1
K. preumoniae 4/4 1 1/1 1/1(6/6
Entetobacter sp. 1/1 0/1 | 1/2
P. mirabilis 2/2 2/2
Indole positive Profeus | 1/1 | 1/1 2/2
! A. calcoaceticus 1/1|1/1 2/2
X. maltophilia B 0/1 ] 10/1
.Total 3/3 | 4/5110/10| 1/1 1/1]1/2 1/211/1|0/1|1/5{4/5]|27/36
“ (%) 7 (100) | (80) | (100) | (100) (100) | (50) (50) | (100) | (0) | (20) | (8B0) | (75)

i * No. of strains eradicated/No. of strains isolated
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672 CHEMOTHERAPY APR. 1988
Table 18 Comparative study of clinical c¢fficacy between capsule and tablet of T-2588
Evaluation x*-test
U-test
Excellent( ) |Moderate(+)| Poor(—) |Total(Efficacy rate) + 2+
Capsule 8 3 1 12 ( 91.7)
Simple - N.S. N.S. NS.
UTI Tablet 6 5 0 11 (10 ) (x*=0.028) [ (x2=0.001) [ (r=0.359)
Total 14 8 1 23 ( 95.6)
Capsule 3 6 7 16 ( 56.3)
Complicated [ N.S. N.S. N.S.
uTl Tablet 3 3 1 7 ( 85.7) (x*=0.483) | (22=0.791) | (r=1.458)
Total 6 9 8 23 ( 65.2)

Table 19 Incidence of side effects

No. of side effects Relation to the drug
Type of side effects Severity of Total® Probabl. Definitel
symptoms ota Definite | Probable | Possible | 020 nitely
(%) not not
# |+ | +
Stomatitis 1 1 (1.8%) 1
Gastric discomfort 1 1 (1.8%) 1
Total No. 2
of 2 2
Total No. side effects 2 0
of cases -
evaluated ’I‘fotal No.
55 of cases 2(3.6%)"* 2(3.6%)"" 0
with
side effects

* No. of cases with side effects><
Total No. of cases

100

** Total No. of cases with side effects
Total No. of cases evaluated

X100

# : Discontinued due to side effect.

4 : Treatment for side effect was necessary, but continued.

+ : Treatment for side effect was not necessary, and continued.

ExEbbDEELTIV,

FEPRBU IO\ Tk 55 Bl UTI iwowWTRE %
75720 ASC Ti2 1 B 50 mg x2 D 5wl By
fTigo1ohy, UTI £#eT, 23 fish 22 ), 96% DEL
RBxBl, —cZ OxguL, E.coli ¥ & Li-Bitig
RYPSEI DT, MIC, BRI EFHHA X T OFVES
BRIZHBTHD, DD -5 7 &= — EEEE, 12
BEERhTHEHIZD5D 10 ABRE IR, itk
HFInt in vitro TR UICHELZEMT T2, 7tk E.
coli 20 Bgeh 3HABRE S Rich - Teht, Zhbd MIC
2 0.1~0.2 pg/ml DRZM R LT o BHRMITIT

BREShTIVIZTTH D, BREShich - BHRIA
PTHHY, BEMCERKESEBILERN D10
MHdihisy ‘o

CC-UTI o T, UTI XETLAHFHEN 23 A
15 fl, 65% Thoto ZDRORFEICHTHHEKEL
LTRERIb D TH B, o REE L LT E. coli,
K. pneumoniae, P.mirabilis, Indole positive Profeus
FIIIENBREZIRERL, 2 THBRE S —H, &
%0 8D 5% 5 i E. faecalis %3 Usb L35 GPC
DEMED L REBERE TH -0 S hbiitAH
DREEENLDDT, REELTRYRTLLDEVR
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OF URINARY TRACT INFECTIONS
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The following results on T-2588, a new oral cephem antibiotic, were obtained :

1) Absorption and excretion : The maximum serum concentrations of T-2525 were 1.60 and 2.00
pg/ml each at 2 hrs after administration of T-2588 200 mg tablet and capsule to 5 healthy volunteers.
The urinary recovery (0-8 hr) was approximately 22%. No significant difference was observed between
tablet and capsule in absorption and excretion.

2) Clinical results : T-2588 was administrated to 55 cases with urinary tract infections (UTI). In
acute simple cystitis and chronic complicated UTI, 22 out of 23 cases (96%) and 15 out of 23 cases
(65%) were evaluated to be effective by the UTI committee’s criteria, respectively. The main dosage
of the former was 50 mgx2 daily for 3 days, and those of the later was 100 mgx2 daily for 5 days.
Eight cases in the later were administrated for 214 days, and the usefulness in the long term admi-
nistration was observed in 5 cases.

3) Safety: As for the subjective side effects, 2 cases (frequency: 3.6%) of the slight digestive
impairment were observed, however, they disappeared in a few days after discontinuance of T-2588.
Leukopenia in 1 case and abnormal kidney functions in 1 case were observed in laboratory findings,
‘but those were no significant values.

. 4) Conclusion : We convinced that T-2588 was a new characteristic and useful oral cephem antibio-
‘tic for the therapy on UTI including complicated UTI.



