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Table 1, Collaborating institutions

The First Department of Internal Medicine, JR Sapporo Hospital

Department of Internal Medicine, Sapporo Shakai-Hoken Hospital

The Third Department of Internal Medicine, Iwate Medical University School of Medicine
The Second Department of Internal Medicine, The Jikei University School of Medicine
Department of Internal Medicine, The Jikei University Kashiwa Hospital

Department of Internal Medicine, Tokyo Women’s Medical College

Department of Infectious Diseases, Institute of Medical Science, University of Tokyo
Department of Allergy and Respiratory Disease, Doai-Kinen Hospital

The First Department of Internal Medicine, School of Medicine, Kyorin University
Department of Internal Medicine, Kanagawa Prefectural Nursing and School of Hygiene Hospital
The First Department of Internal Medicine, Yokohama City University School of Medicine
Department of Internal Medicine, Tane General Hospital

The Third Department of Internal Medicine, Paculty of Medicine, Tottori University
Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School
Internal Medicine (II), Kawasaki Medical School, Kawasaki Hospital

The First Department of Internal Medicine, Faculty of Medicine, Kyushu University

The Second Department of Internal Medicine, Medical College of Oita

Department of Respiratory Diseases, Oita National Hospital

The Second Department of Internal Medicine, Nagasaki University School of Medicine
Department of Internal Medicine, Nagasaki Municipal Hospital

Department of Internal Medicine, Institute of Tropical Medicine, Nagasaki University
The First Department of Internal Medicine, Faculty of Medicine, University of the Ryukyus
Department of Respiratory Diseases, Urazoe General Hospital

Department of Urology, Sapporo Medical College

Department of Urology, Faculty of Medicine, University of Tokyo

Department of Urology, Tokyo Kyosai Hospital

Department of Urology, School of Medicine, Tokai University

Department of Urology, Hiratsuka Municipal Hospital

Department of Urology, Fujita Health University School of Medicine

Department of Urology, School of Medicine, Gifu University

Department of Urology, Kobe University School of Medicine

Department of Urology, Hyogo Prefectural Kakogawa Hospital

Department of Urology, Hyogo Prefectural Kaibara Hospital

Department of Urology, Okayama University Medical School

Department of Urology, Faculty of Medicine, Kyushu University

Department of Urology, National Fukuoka Central Hospital

Department of Urology, Kyushu Kouseinenkin Hospital

Department of Urology, Faculty of Medicine, Kagoshima University
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BRRER, REMROKB B L CUMNEZMNMR &
D, #%h, BR, OOHEY, MR, HETKED 5 B
7. BEREER

REPEER S RE L @S 2 OER, BE, R85
H, #%H, QB8 L VBERICOLTREL o, BE
W, BE, DEE, REOIBRETRMEL . &8,
FRRIE LT, fERHEKT 2 CEBFREL . 35
W, BERIE L RAER L OERRMIZ, BHohIZDH
D, TeBABY, HrhbLhnky, ZHLsLL, &
L, TBHD 6 EXRETHIE L 72,

II. & n
A, RRKES

1. fEFIMEL

RESIBIZ0FTHD, DD 5B REAN
XU SR MR HAE 85 B35 & A E DLDBIRIE 2 BITH
-7z (Table2),

2. ERERZHR

%85, FREFIOMKRR Iz Table2 ICRL 7z, M
#24FIhRZ 6B, H217H, MERELLAH
hR 14, BHHFATHYEIEENRETN 95.8%,
85.2% ThH oz, WRBBRELEL LTI 85 Mp
7541 88.2%, *DMOKBERUABLEE L Tik
87 Bk 75 B 86 . 2% DHHET H > o

3. MR

Table 2. Clinical efficacy in internal diseases

Daily d No. of . Efficac.
Diagnosis ally dose o0 Excellent Good Fair Poor y
(mg) cases rate (%)
acute pharyngitis 400 6 2 3 !
acute pharyngolaryngitis | Change 1 1
te b hiti
acute bronchitis subtotal 7 2 ‘ 0 1 85.7
g 400 12 2 10 100
8 600 10 3 6 1 90.0
E | bacterial pneumonia
‘g Change 2 1 1
jo]
> subtotal 24 6 17 1 0 95.8
o
[ 200 2 1 1
a
g 400 40 34 4 2 85.0
chronic respiratory
tract infection 600 10 1 9 100
Change 2 1 1
subtotal 54 1 45 5 3 85.2
subtotal 85 9 66 6 4 88.2
300 1 1
Others 600 1 1
subtotal 2 0 0 0 2 0
200 2 1 1
300 1 1
400 58 4 47 4 3 87.9
Total
600 21 4 15 1 1 90.5
Change 5 1 3 1
87 9 66 6 6 86.2
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HHERROBHAER /77 2BEETIR

2.9%EHETHD, bokbBH{IMANT: Strep-

tococcus pneumoniae DHAEIZ 1006 TH - 7to L
L, 77 5ABEBEOMAEIZ60.7%THD, K
Pseudomonas aeruginosa D% XK It 18.2% L EX T
Ho 1 (Table3),

B. RBEMEE

1. fEGUHRR

BEFABIIZ101BITHD, T35 BFIcO>VLT
FHREICL2ERPML 2 351, At
BERE % 27 B3 & UMMM RBBRE 46 HIc > T
UTI ERIFHnERE (3 3R ic X 2HE (1T 5 720

2. EBER%hER B & UHIEFhR

1) MRS 5

(1) FHREHE

MR EX 276, BEXH6 P THEHEIZIT.1%TH
-7tz (Table4),

27 BUch ) 21 Bl, B 5 PITHYEIZ96.3% TH
ST, WD 11 B AES100mg % 1 ATH
D, MOBEGR IZEMEIEL 7008, BIWER & MESTET
Ho 1 (Tables),

(3) MWEHZR

AMEIOKIZS T LR, BERL bTTH
%L (Table6),

2) MMM R B RGSSE

(1) FHEHE

WER L 1 FITE 30, BR3H, BERtsk 52 4l
bR 195, BER 2P THREIZE TN 54.5%,
78.8%Th D, kL LTI 65HhEL 226, Y
25 BT 74.6% DHMETH > 72 (Table 4),

(2) UTI 3Rl K] E

46 BIhERN 198, B0 P TEYEIZ84.8%T
H -7 (Tables),

BAlTIRE 4, 6, IHDIHERNBHSE L, FEIE

(2) UTI Feshapiis e fg? i, £h€hn9.7%, 81.8%, 62.5%T H - 7
Table 3. Bacteriological efficacy classified by causative organism in internal diseases
i i No. of . Eradication
Causative organisms Eradicated | Decreased | Unchanged | Replaced
Cases rate (%)
S. aureus 2 2
MRSA 1 1
GPB S. pneumoniae 11 8 3 100
g subtotal 14 10 1 0 3 92.9
g B. catarrhalis 3 3
= E. coli 1 1 0
.-"é K. pneumoniae 3 3
E S. marcescens 1 1
g GNB P. aeruginosa 11 2 3 6 18.2
= H. influenzae 6 85.7
H. parainfluenzae 1 1
GNR 1 1
subtotal 28 17 3 8 [1} 60.7
§
° 5
L2 9 GNB+GNB 3 3
g &
-]
= &
¥
Total 45 30 4 8 3 73.3

GPB: Gram-positive bacteria

GNB: Gram-negative bacteria

MRSA: Methicillin-resistant Staphylococcus
GNR: Gram-negative rods
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Table 4. Overall clinical efficacy as rated by the attending physician
Diagnosis I::;e:f Excellent Good Fair Poor :;ﬁc(a;:)
Acute uncomplicated cystitis 34 27 6 1 0 97.1
pyelonephritis 11 3 3 1 4 54.5
Complicated UTI | cystitis 52 19 22 3 8 78.8
subtotal 63 22 25 4 12 74.6
Other 1 1 0 0 0
Total 98 50 31 5 12 82.7
Table 5. Overall clinical efficacy according to UTI criteria
Diagnosis & type of infection I;J:;;f Excellent Good Poor :Zic(a;::)
Acute uncomplicated cystitis 27 21 5 1 96.3
_ group 1 (indwelling catheter) 1 1
% @ | group 2 (post-prostatectomy) 1 1
= 'E § group 3 (upper UTI) 8 1 4 3 62.5
; $ * | group 4 (lower UTD 23 u 8 1 95.7
E subtotal 33 16 13 ‘ 87.9
§ g w | group 5 (indwelling catheter) 2 1 1
g 8
-‘é ;8‘ group 6 (no indwelling catheter) 11 3 6 2 81.8
s = subtotal 13 3 7 3 76.9
Total 46 19 20 7 84.8
(Table5), Teo KBUBEUE L H X SNIERM L ER T VvAX—L
4. MEHFHHR FrohlEROERRTRL (Figs. 2, 3),

75 LBME KRB L RS 27 BkO L ¥E L,
FhENn91.2%, 85.2% CH -7 (Table?),

C. MfHERS & UHKRREMER Y

1. BEMHERK

Bl A FE R ARATT O SRAE BV 013 N BRI 89 B, iR 38
BHES 101 M0 190 Bl TH - 1o REBEE L, Fh
Fh23.6% (2140, 12.9% (134) THH, £4&
T2 190 Flck 34 B 17.9% TaH - 7z (Table 8),

EROBEE U TIIHEFERK 1.6%, HIL|RER
3.2% Thoteds, FE, M7 VALVX—ERH
P 13.2% L BEECED SN, TV —fER
DOBREIR, BE6H, PEE108, EEIFITH-

FHEAER & LR EEWR (3 BRIE 3 B AP O LBy
WRBRLLY, 7rvrF—HERIE, BEALDEMAS
6 HHLRCRBL, HRENBRTRICEDSNL
bDbHo/: (Table8), £/, 1BEAERFITR
200mg DEFARTHLEDSNh T (Table9),

2. BRKREMBERY

BRKREMBRYE I, 1016 cED ol
(Table 10),

D. HEWERREH T 2 EWRIEER

HAABEE L F X SN2 KMERBRBELI-Z Lo
5, ERARELT, ABUBIURTLVALX
WKOWTKE L7z, B35, b FADOHNEDOBAD S
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Table 6. Bacteriological response in acute uncomplicated cystitis

No. of Eradicated
Isolates 0.0 radica Persisted
strains (%)
S. aureus 1 1
CNS 2 2
GPB | S. saprophyticus 1 1
E. faecalis 1 1
subtotal 5 5 (100) 0
E. coli 23 23 (100)
K. pneumoniae 1 1
GNB P. aeruginosa 1 1
subtotal 25 25 (100) 0
Total 30 30 (100) 0
GPB: Gram-positive bacteria
GNB: Gram-negative bacteria
CNS: Coagulase-negative Staphylococcus
Table 7. Bacteriological response in complicated UTI
No. of Eradicated A
Isolates . Persisted
strains (%)
S. aureus 1 1
MRSA 1 1
CNS 6 6 (100 )
S. epidermidis 9 8 (88.9) 1
GPB | E faecalis 14 13 ( 92.9) 1
E. faecium 2 1 1
Enterococcus sp. 1 1
subtotal 34 31 (91.2) 3
E. coli 15 15 (100 )
K. pneumoniae 3 2 1
E. aerogenes 2 2
P. vulgaris 1 1
GNB P. mirabilis 1 1
A. calcoaceticus 1 1
P. aeruginosa 3 0 3
P. putida 1 1
subtotal 27 23 ( 85.2) 4
Total 61 54 ( 88.5) 7

GPB: Gram-positive bacteria
GNB: Gram-negative bacteria

MRSA: Methicillin-resistant Staphylococcus aureus

CNS: Coagulase-negative Staphylococcus
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Table 8, Clinical adverse effects (1)
Department Onset (days)
Symptoms ; 1 Total
mtef‘fa urology | 1~3 4~5 6~7 8~14 | 15~32
medicine .
insomnia, drowsiness & 1 1 1
-5 numbness of both palms
E‘ dizziness 1 1 1
% insomnia & loose stools 1 1 1
4
subtotal 2 1 3 0 0 0 0 3
(%) (2.2 (1.0) (1.6)
eruptions 8 7 1 2 10 2 15
papule, erythema & purpura 1 1 1
photosensitivity 2 2 1 3 4
a redness & bulla 1 1 1
2 redness & itching 1 1 1
< erythema 2 2 2
dermatitis 1 1 1
subtotal 13 12 3 0 2 14 6 25
(%) (14.6) (11.9) (13.2)
nausea 1 1 1
diarrhea & loose stools 1 1 1
diarrhea 1 1 1
@ loose stools 2 2 2
ﬁ sensation of
2o X 1 1 1
(=] abdominal fullness
subtotal 6 0 5 1 0 0 0 6
(%) (6.7 (3.2
Total 21 13 11 1 2 14 6 k7]
(%) (23.6) (12.9) (17.9)
No. of patients 89 101
evaluated for safety 190

AT = ADERBEICOWT ORI L 72,

1. XHHHAR

BESYBIURBE' OFKCELT, w7 A (ICR
%) BXUENLEY b (Hartley %) i, #BLSY
PEOLRSL, 300, 2BMcb> T, %4
## (=8 FL 20-BLB, 300~430 nm, BA#E 352
nm) 2EHL 7z, BEKRTHO, 24 B8 X 48 6M
i, BEROAMEHEEL L THEMERSBEL 72,
Table11 iz "3 &8, Y-26611 i 300 mg/kg DK
BEERFbVATRBYETH- I, ELEY TR

BBETH o 7bt, £ DOEE I lomefloxacin (LFLX)
CHEL TRV EHLOh IR TH o7z,

2. ¥T7VvLF-HRR

EXRBOBYEBREY 1 F 714 > 0 MLERIESER
E& (Adjuvant and Strip ¥*) ¥ U T, ErEY
(Hartley %) TR L. ELEy P HBEMCH
BRIEEVMDT 2 ) VWA % 846 30 Sz KR
ML D 10cm OERED S ENBR%E 70 FIRH L TR
fEL 120 ot

48 RERIMIRR T 5 BIRIEL, BEBfED S 13 HELI
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Fig. 3. 42yrs, Female, Complicated pyelone-
phritis.

BAE L ERO B ETENRBHIC L VER LI, FH
BTH 24, 48 B X U 72 Bz Chung 59D HkIHE
> THEEEREHEL 2, Tablel2 iZ/RT LB D,
Y-26611 ix LFLX [EfEICTFHAT VLV F —H0BF
Hohlz, L, KETIHEINFIEBEEAIIC 4T
HBBEEINZ s, BuiBeERT7T v —
DESEHNTRBEN, LFLX £ DHEANED s/,
28, BEEX CORSFTREBEMRBIEEY (TCSA)
PEDTROBRECROTROAET VA —HIEED
Shixznoiz,

3. AT=v~AOEMM%

Hfa> v b (SDXR) LHFEGBI Y+ (BNR) THR
L7

Fig. 4cR¥T 8D, Y-26611 HHBAT v b+ DIF

Y-26611 OERHIERR M 17
Albino rat Pigmented rat
—O0=— Serum = == Serum
~0O= Skin —M— Skin
w 10 —aA— Eye —a— Eye
5 A
'E /
¥ 1 \A
g l\.
.a \
g [ ]
§ 01
8
"]
/
& 0,01
0
Time (h)
Fig. 4. Tissue concentrations of Y-26611 after

oral administration to albion and pigmented
rats in a dose of 100 mg/kg (fasting) .

BERBZVBBEI Y P TREWN, BERAOBITEHNE
<, B2, HRIBFEEIGRL 2 5= v OB I
{gant,

II1. =# 3

PR RRE S X CIREEBSE RN RELT, Y-
26611 OFIMEL X VLRLWERETL 72,

BERABFTEMLE I HEAR BT 2%y
BB, Rt X CHESH (MIC) » 5 1 [E 100
mg, 200mg %7213 300mg 2FEAIE LT 1H2ER
Eiszkkli,

FRIRZh R ARAT I SRAE B H0X 185 B (PIRI4EIS 87 1,
WREBRIER 8 B) THo 7z, BRITILERILBY
ETIX88.2%, REEBIETIZ2.7% LB WEER
Lize TRIEBED=2—F o HfiFEs-19 L Dt
BBWTHEATWODOEEXSNZ, £/, 1H
BERAEE LT3, WRISESKIZ400mg (532), 770
600 mg (53 2), WRMBBIEIE, BMEBHMMEREDE L
T200mg (532), ## MR ¥R $E T 1% 400 mg
(432) EFRBRLEZ NI,

MEZRRE CRARE 2 BEE LB - ERIx, WRIE
BTIERE S S T 87 At 45 6, WRERHER T
XD HE BB BEDE 4 13 34 B 33 ), MR ESRRG
FEIX 66 Bl 57THITH - 7o, BWIHEEIINRIES T
73.3%, WRBRESOBMHMMBED A B L U8
MREBRETENRETN100%, 88.5% ChHoT *
BEHEBEIC DWW TR, AREE TS preumoniae iz
100%, Haemophilus influenzae 1X 85.7% D% E T
Holdt, BEIERLETE S HE S iz Pseudo-
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Table 10, Abnormal laboratory findings

Items No. of No. of patients with
patients abnormal findings (%)
Eosinophils t 134 3 (2.2)
Neutrophils | 134 1(0.7)
Monocytes 1 135 2 (1.5)
GOT t 148 3 (2.0
GPTt 148 4 (2.7
ALPt 147 1(0.7)
BUNt 147 1(0.7)
Urinary urobilinogen 1 133 1 (0.8)
No. of patients with abnormal findings 10

:increased |: decreased

Table 11. Phototoxicity testing of Y-26611 and lomefloxacin in mice and guinea pigs

Skin reaction score®
Dose . .
Test drugs mice guinea pigs
(mg/kg, p. 0.)
Oh 24h 48 h Oh 24h 48 h
100 0 0 0 0.2 0.2 0
Y-26611
300 0 0 0 2.6 1.2 1.8
30 NT? NT NT 1.4 1.2 1.2
LFLX 100 2.0 1.2 1.2 2.0 3.4 2.4
300 2.0 3.0 3.6 NT NT NT
8-MOP" 40 0 1.6 3.8 0 4.0 4.0

* Skin reactions were observed at 0, 24 and 48 h after exposure to ultraviolet rays, and each value
represents the mean score (N=5) calculated based on the following scale:

0: no erythema (normal) 1: very slight erythema
2: slight erythema 3: moderate erythema
4: severe erythema with edema

1 8-MOP: 8-methoxypsoralen

2 NT: not tested

monas aeruginosa DIHKFEIX 18.2% L 2 D {Eh >
720 WRBEIFEH OB HMMEBEM A TIRESBKRHL
L, EHEMERBSRESE TIX Escherichia coli 100%,
Enterococcus faecalis 92.9%, Staphylococcus epider-
midis 88.9%, Coagulase negative Staphylococcus
(CNS) 100%THbh, mWiHEEE2R LT, Thid
BEO=—2—F /0 rF-9r L THLLRIEL
rEzoh3, UEDLBHERIES X UHIEEN
BRCBOTIRENRIEEEZRL 2,

L L, BEAEERIZARHESS 23.6%, WK FHH
$12.9%, 2 LTIR1I7T.9%LEERICALNT,

ZD3 b, HREERS L UHLBERE, FhEh
1.6%, 3.2%ThH o705, 7V V¥—ERH13.2%
RN, BEFEO=2—F a0 r¥~199D (.3~
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Table 12, Photoallergy testing of Y-26611 and lomefloxacin in guinea pigs
i Ultraviolet Skin reaction score*
Test drugs
exposure 24 h 48h 72h
Y-26611 without 0.3
10% ointment with 0.8 0.8 1.0
LFLX without
10% ointment with 0.8 0.8 0.8
TCSA" without 0 0.7 1.3
10% ointment with 1.8 2.3 2.8

* Skin reactions were observed at 24, 48 and 72 h after exposure to ultraviolet
rays, and each value represents the mean score (N=5) calculated using the

following scale:
0: no erythema (normal)
2: moderate erythema

1: very slight erythema
3: severe erythema with edema

Y TCSA: 3, 3, 4, 5-tetrachlorosalicylanilide

BEThoIEiR3vwi, 6F5F28CRK, RELH
SN EREELFFRTHY, FHAROFME %
IDEBIITOIRETHoT, 12, 7VIF—ER
DORBEF DY S (Table13) T, ARIL L VR
BRESTHICERED ST, BEFAETIZ1,900
mg AT CHHERIMLTEY, 1H200mg DIEFET
bRB oSN, HAHTREEDFBPPELBDHON
7oH8, R, ABT - Sk, BEKE, SO0HE, BEE
DEEIZL2ERBED SN R o, 72, BRER
BT (MIR) IS EBANTVFHKREL BRPoT, T
DIz, TVLF—ERETFHTE ERORE IXH
BThorrEzohl, £, RERTEZOT7 VLY
—EREL2FAED S, 2055 7HIXMO
HEE Iz I-ERTH- 7> (Tableld), 2h

SDIEFD I I/ FTAMEEBLIZ4HDS S
3BITRFFTHERE %2R LIz (Tablel5), 5
iz, o 1 FICHIRES AR R EB L 2R, Rk
B RIGTRD Sz,

HEPEART R T Y-26611 iz~ 7 XA OXBEURER
CBOWTRUETH -0, BERBITLEZOTH S
23, FOBODEIRITIZEL D ELEY b TIIEELH
SHEMLBED St, TDI EIZEBRRITICE WL
TEHMEORIRPEETHSH I L E2RELTWVS, L
L, LFLX B L ThEM IS, SEOE b
TORBERKEBO—RTIIH 5, ¥-2FEATIK
BVREEZTVS, 3517, LRIEHRBROBE, X
Tvi¥—te2HL, LFLX L 3R R 3EHT7 v
F—PEEL T LARESEBNTRB I N, ZhostE

BEOMEEERRROFELRA TR VL EF I 6N
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Table 13, Background characteristics of patients with allergic responses

Items

No. of patients

No. of patients with
allergic responses

No. of patients evaluated for safety 190 25 (13)
internal medicine 89 13 (15)
Department
urology 101 12 (12)
out 157 21 (13)
Outpatient/Inpatient in 28 4 (14)
out—in 5 0
male 92 7 (8)
Sex
female 98 18 (18)
-9 3 1
20—-29 19 2 (11)
30—39 9 0
Age (yrs) 40—49 21 7 (33)
50—59 30 4 (13)
60—69 50 5 (10)
70— 58 6 (10)
—1,900 50 4 (8
2,000—3,900 95 13 (14
Total dose (mg) a0
4,000-5,900 31 6 (19)
6,000— 14 2 (14)
no 183 22 (12)
Episode of drug allergy (
yes 7 3
Episode of non-drug no 188 23 (12)
allergy yes 2 2
Chemotherapy immediately no 170 22 (13)
before test drug yes 18 3 (17
Chemotherapy after no 151 18 (12)
completion of test drug yes 39 7 (18)
(%)
Table 14, No. of patients with allergic responses during
treatment with other antibacterial agents
Drugs 2 3 4 5 8 14 day*
Enoxacin 1
Ciprofloxacin 1 1 1
Lomefloxacin 1
Cefixime
L-627 1
Total 1 1 1 1 1 1

* days after completion of administration of the test drug
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Table 15, Photopatch test

Test drugs Patient no. 0514 Patient no. 0507 Patient no. 0508 Patient no. 0515
& 57 yr, female 42 yr, female 74 yr, female 78 yr, male

concentration 72h |1 wk| response | 72h |1 wk| response | 72 h |1 wk | response [ 72 h {1 wk | response
20% + | + + | + + | + - | -

Y-26611 10% + | + | positive | + | + | positive | £ | + | positive | — | — | negative
1% + | - - - -1 - -1 -

Norfloxacin 20, 10, 1% — | = | negative| — | — | negative| — | — | negative| — | — | negative

Ciprofloxacin 20, 10, 1% — | — | negative| — [ — [ negative| — | — | negative| — | — | negative

Ofloxacin 20, 10, 1% — | — | negative | — | — [ negative | — | — | negative| — | — | negative

Control — | — | negative | — | — | negative| — | — | negative - |- negative

UVA was applied for 15 minutes at a distance of 30 cm (5.4 J/cm?).

Hospital
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Laboratory and clinical investigations of a new quinolone, Y-26611

—Problems in extrapolating laboratory data to clinical studies—

Rinzo Soejima
Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School,
577 Matsushima, Kurashiki 701-01, Japan

Hiroyuki Kobayashi
The First Department of Internal Medicine, School of Medicine, Kyorin University

Joichi Kumazawa
Department of Urology, Faculty of Medicine, Kyushu University

Masaki Takeuti

Toxicology Loboratories, Yoshitomi Pharmaceutical Industries Ltd.

A clinical study of Y-26611, a newly-developed quinolone derivative, was carried out to evaluate
its efficacy and safety in patients with infections in the fields of internal medicine and urology. An
animal investigation of the photoallergenicity of Y-26611 was also conducted. The following results
were obtained.

1) Asarule Y-26611 was orally administered in doses of 200 mg or 300 mg b.i.d. to patients with
pneumonia, chronic respiratory tract infections and complicated urinary tract infections, and in
doses of 100 mg or 200 mg b.i.d. to patients with acute uncomplicated cystitis for 3 to 14 days.

2) The total number of patients enrolled was 191, 90 internal medicine patients (87 evaluated for
clinical efficacy), 101 urology patients (73 evaluated on the basis of the criteria proposed by the
Japanese UTI Committee) .

3) The overall clinical efficacy rate was 84.3% (88.2% in respiratory tract infections and 82.7%
in urinary tract infections) .

4) The bacterial eradication rate was 73.3% in internal medicine infection and 92.3% in urology
infections. Y-26611 showed good bacteriological efficacy not only against gram-positive bacteria but
also gram-negative bacteria.

5) The clinical adverse effect rate was 17.9% (23.6% in patients with infections in the field of
internal medicine and 12.9% in the field of urology) . Allergic symptoms were observed in 13.2% of
the patients.

6) Phototoxicity testing of Y-26611 was performed by oral administration to mice and guinea
pigs. No phototoxic reactions were noted in mice at doses up to 300 mg/kg. In guinea pigs,
phototoxic reactions were observed at a dose of 100 mg/kg, but they were milder than those observed
after lomefloxacin (LFLX) administration.

In a contact photoallergenicity study, a slight photoallergenic respones was observed in guinea
pigs treated with both Y-26611 and LFLX. Furthermore, Y-26611 caused erythema without ultravio-
let-ray irradiation, suggesting contact allergenicity. Penetration of Y-26611 into skin was remark-
ably higher in pigmented rats than in albino rats, while its elimination rate was markedly slower in
pigmented rats than in albino rats. These findings showed that Y-26611 was very effective in both
respiratory tract infections and urinary tract infections. However, a high rate of clinical adverse
effects was observed allergic symptoms in particular, indicating problems in terms of the safety of

Y-26611.



