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LW RESRIIEHR T-3262 1200 C, ERM O ICERIRN 2TV AT o257

1. T-3262 150 mg A F 5 90~210 S EOKBEAB~DOBITER (HEEMNIBE/MFEE)
13, 56.8~251.9% THh - 710

450mg (43) EFEETIR7HE, 10 AH TOHEES 0.8, 0.9 ug/ml, FFAKAILE
2.5, 1.43 ug/ml T, BTRL 312.5%, 158.9% TH -1

2. BRBEERBE LB 211 fid, EZH 88 4, B 95 4, HF% 17 4, &% 11 fiTF
BN EDEZHEIL 86.7% Thotleo Tl HEMAOELEIZ, I8 8L.0% (34/42), IFE 90.9
9 (50/55), W& 100% (5/5), NEf 84.69 (22/26), Vit 85.79% (54/63), VIE 90.0% (18/20)
THo 1o

3. AHEEZEAIIL 165 LIt B R Hh, RHRFIEFEER 127 o KRz, 95.3% 121/
127) Thotoo Fho, DBEHEEDSH - 1o Staphylococcus aureus 64 ik, Coagulase negative
Staphylococci (CNS) 42 ¥k, Propionibacterium acnes (P.acnes) 58 #fiz i3 5 T-3262 o

MIC o¥—7ix, Th%h 0.05 0.05 0.78 ug/ml TH b,

(OFLX), enoxacin (ENX) X v R T\ 70

norfloxacin (NFLX), ofloxacin

4. EIffAE 2236UF 961 (4.0%) i bh, BR TRl S DHILBERYE TH - 10

BRRAERE L, FERRHES 34

Vv AL 14, GOT LA S#, GPT L7 34, ALP

tF 14 LDH EH3#, 7-GTP EF 34 LAP LR 1, KRESMD 14 RHERD 1#4,

FREDTUE 1 fF7c £ 10 PILICERD bRt

Key words : T-3262, &'V Vv VR v EERIEA, HEEKMEBE REECEEES

BEEMERRED LS X TENERGEELTIREERE
DYDY, HLRBARBEC I ZBEREI TS
LHRFAKMEAGS L T K & 2, B Methicillin
resistant Staphylococcus aurveus (MRSA) o HEB L
Wik, Staphylococcus aureus % X iR ABEET 5
EABBRRIC ST, #REQ €7 = aF T BEE
ELTRREBRERL, KEAERYELRBICE S,
BIMEZACS LTHBELA=2—%/ r vi3, MRSA
CAHEHRBOMEAD L LT, ZoFRT B TIRE
ERESCBESNT, RxLFHURZOERATHhR oD
H5%, $EED 35 D 1> T-3262 (Fig. 1) o<
BT 8& v BroTcRET 5,

I. HREBAOBIT

L Nk IOHE

FRAI61 12 AA LB 62 £ 4 B ¥ TiT, FHRAL,
BEER AR ®Hpoky, BEY SRR SMER KL
FNMAEOKEE DO ABES LU RES 19 Gla 5t

F
| N /N] N| -cm—@-sosH-Hzo
H:
2N’ FWCOOH
0

Fig.1. Chemical structure of T-3262.

RE Lo BEZE TR/ X, A%Z 150 mg
5L, EGHkS Tz 150mg 1 5 3EERKICES
L, &5%R 75~240 S it X O A 2T L,
BEWMEETE B EAM RN TRENE % 1T - o

BENEIL, mMiEr & OCKREHEBKE L Escherichia
coli Kp. #BEHEL, _—R—F 4 A2HKCTT»
foo EEER DT, T-3262 % 0.1N NaOH 1582
L, EEWNEERER L LT 1/15M Phosphate buffer
THER MBEFREMNERELLT 2 v+ STERL,
100 ug/ml 2% 0.025 ug/ml T2 fEHFRRT % fE5
L7

2. O

T-3262 BEZO#HE L2Eo T-3262 b &
O BEAAMPBE, Tablel, 1oRT k5, HEE
L TRREHE 75~240 4 T KEAKPEE R <0.1~
1.6 ug/ml, % ORFOMAPEEL <0.039~1.0 ug/ml
T -ic (Table 1), ¥ -#EHRLE T, KMEGLAR
BEQERES% 135 &, 225 4T, BEHEGNEREL
2.5 ug/ml & 1.43 pg/ml, MmiEdrgEz, 0.8 ug/ml,
0.9 pg/ml & B IBEHKPIBE DI EH - = (Table 2),

II. BRERMHR O

1 &L IV0HE

FERN 61 56 AN BEM 62 4£7 B TIiEZR0 17 i
BREBT2HEHOARS LUNRZREELET BAEK
EIREREOZYT % ZF 3 7o B & 223 fla & s Ui
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Table 1. Skin and serum concentrations of T-3262 after oral single 150 mg administration

Concentration Ratio
Time
No. (min.) Skin Serum ( Sampling ) Skin/Serum
(ug/g) (ug/ml) \time : min. (%)
1 75 <0.1 0.135
2 2 <0.1 0.38 (120)
3 90 0.21 0.26 (120) 80.8
4 95 <0.1 0.11
5 100 0.53 0.93 (145) 57.0
6 105 <0.1 <0.039
7 110 0.25 0.34 73.5
8 120 0.25 0.44 56.8
9 120 1.33 0.84 158.3
10 130 0.43 0.63 68.3
11 135 <0.1 <0.039 ( 90)
12 135 <0.1 0.066
13 135 <0.1 0.078 (150)
14 150 0.58 0.59 98.3
15 180 <0.1 <0.039 (210)
16 180 0.34 0.135 251.9
210 0.2 0.15 133.3
17 210 1.6 1.0 (240) 160.0
Table 2. Skin and serum concentrations of T-3262 after continuous
oral administration (150 mgX3/day)
Concentration Ratio
No. Duration Sampling -
(day) time : min. Skin Serum Skin/Serum
(ug/g) (ug/ml) (%)
1 7 135 2.5 0.8 312.5
2 10 225 1.43 0.9 158.9

(Table 3), = © 5 LHFAFER 6 B, EATE THEA
RS LTOR2 A ENSMES (BRERTRE 1
IO 9 BixBRS L, BIfFR OIS 1EF foik 2 = TH
Lgdhil Lic3 i, ARABORERE Lico Thb 12
Pk fo 211 flic o TERIRBIRHFIE 217 - 16
NERBIL, RECEBLBROEVEZEELDN
5, RO 6FTHBILT
EIF:EDYR (BELK),
B, BHEER

HIRE R WIEE X5
HIMEE - ERAERGE, B tgs

BVE  BEML PR REEY v BFEDL L
BB e, SE, ROkt iRz

BVE RTRE, (CEBHETFRS REnE £5

IRAEEE, J[IWEE

P, IRENREEE, RLFIREIRS
SEVITE : S5 - BB - FHTAIC & O RN RRE

EE

2. BEFHki L URE R
14edhic T-3262 75 mg 3 X UF 150 mg % &7H T 58
HA{EA L, 1E 75mg » 5 300mg #1H2~3H
Fogs L,
PEMEY, EAlE LTI~V X O UBRT7A
Bl VEX 10 BRI & L7
3. FHERAE

D B-hEFR

S EEBRRNOFEHEE L, ROLEY & LK

1R B B B RBFE

U WA ARS EM R6 B
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HIBE: K8 U'BHA, Rk REFE

EVE T BRE Em XS ER

EVE B BRER BB BF ER

EUE: ARA R RERER BR BEGSE
BH&

2) B-MEMRORE

FTRTOFERIZDWT, KD 5 EHE Tl L7,
0:7%L
1:BE
2 REE
3:mE
@: BEIVHE

3) EIfem

EifEB oL bhIHER, ToBE BE RBEAH,
EH L OBk AE B LEAERCERTLIIL
&L

4 BER&#E

BEBAR R O TRICTT B & ), ROBERER
ExTo5zEE LT

My : ROERE mMERE ~~<r27Vs b B
MmERY, BmERSE (FhER FEmeR FEER Vv
SRR, OBED, mMRE 7R ey VR

BFEgBesk 2% : S-GOT, S-GPT, AL-Pase, LDH, r-
GTP, LAP, =2 vAsymr—), 73i5—+ E)YrE
v (BE# HE ©

TstERZE : BUN, mE7s v 75=v

RFEiR:pH B’e H vecy/—rv, LE Gk
ImEk, AMmER)

Foff: mMHFEMEA (Na, K, CD), 7—-»s2 (HE#-

M), CRP, ik (1K)

5 MEEMRE
MBEFOBRE L, 50K, KTHRTE ¥
752 & & LT

4. BHEAZE

1) BREBRSEE
BERTRICEREBHEECOVT, RO 7ERS
X OHISEAEE THRME L 7o

1. BE

ELLHE

HE

oY E

E

HE

ELIHE

2) REHEKRHDHE
BERTER, EROEBR IVRKLBHEELY
YRR L, RO 4 BRE & HEHE THHE L7

1. ZH

2. B

3. B

4. EH

3) HFHAk
WREFERLE LEIER, BRREBYHELT KO
5 BxbE CREE Lo

1. BHTEHR

2. BR

3. 2PHH
4. FRLBbhitw

N oo s o

Table 4. Sex and age of patients treated with T-3262

Age (9) Sex Male Female Total (%)
15~19 1 10 21 (10.4)
20~29 31 24 55 (26.1)
30~39 25 19 44 (20.9)
40~49 18 6 24 (11.4)
50~59 19 11 30 (14.2)
60~69 8 9 17 ( 8.1)
70~79 12 5 17 ( 8.1)
80~84 1 2 3(1.4)

Total (%) 125 (59.2) 86 (40.8) 211
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Table 5. Daily dose and duration of T-3262 treatment

Daily dose Duration (days) Total
(mg) 1~4 5,6 7,8 9~11 | 12~16 | 17~26 (%)

150 0 0 6 5 6 1 18 ( 8.5)
225 0 0 1 0 0 0 1(0.5)
300 4 12 24 12 26 4 82 (38.9)
450 8 7 45 17 10 3 90 (42.7)
600 1 2 3 7 4 0 17 ( 8.1)

Changed 0 1 0 0 1 1 3(1.4)
Total 13 22 79 41 47 9 211
(%) (6.2) (10.4) (37.4) (19.4) (22.3) (4.3)

Table 6. Status of disease at the beginning of treatment and type of disease

Status of dise(;zw of disease) 1 mo| v v v Total (%)
Tendency to remission 0 0 0 0 1 0 1(0.5)
Stationary 9 6 0 3 8 6 32 (15.2)
Aggravated 33 41 4 20 47 11 156 (73.9)
Remarkably aggravated 0 8 1 5 7 1 22 (10.4)

Total (%) 42 55 5 28 63 18 211

Table 7. Severity and type of disease

. Group of disease| 1 i v v VI Total (%)
Severity
Mild 12 9 1 1 8 5 36 (17.1)
Moderate 27 41 4 21 50 13 156 (73.9)
Severe 3 5 0 4 5 2 19 ( 9.0)
Total 42 55 5 26 63 20 211
5. fFE L rws 2. TFTEROERMN 0TI KAER
4) HWEFHBHER HIR:BAE
MEFOREERCESE, KD 4B IHERET BI, vV, VH#:HRER BB ER
FHE Lo BB : A UHA
L Mk E et g REME BHEK
2. BAERZ—INE 5. EERBURE
3 Ry D BEOER
4 ERR £, BRI oV-Tit, Table 4 1Tk Lico MBI,

TR, HERTEICHESIRET ¥ ER LT B 125 4] (59.2%), &tk 86 ] (40.8%) rE#M %
ERTH-TH, kb DMEEHDHEY [HEE &<, FEiT 15~84 5T 20 s 55 F (26.1%)

R & L, ERBEL, RUT 30 AL 50 A 40 BADIET
L BE LR ot
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Table 8. Final global improvement rating classified by diagnosis
No. of Final global improvement rating Efficacy rate
Group Diagnosis ~ :2Good
cases Excellent Good , Fair Poor (%)
Folliculitis 36 16 3 3 © 83.3
Acne pustulosa 4 1 100
1 Sycosis vulgaris 1 1
Acne vulgaris 1 1
Sub total 42 17 4 4 81.0
1 Furuncle 41 16 2 1 92.7
Furunculosis 9 2 . 1 1 77.8
IL. Carbuncle 5 3 : 100 -
Sub total 55 ol 3 2 %.9
Impetigo contagiosa 2 ) 100
hilg Impetiginous eczema 3 2 100
Sub total 5 2 100
Phlegmon 9 3 1 1 77.8
Erysipelas 1 1 100
Superficial lymphangitis 3 1 100
v Suppurative paronychia 9 2 2 77.8
Panaritium 4 1 100
Sub total 26 8 3 1 84.6
Subcutaneous abscess 1 2 66.7
Suppurative hidradenitis 1 0
Infected atheroma 47 28 1 3 91.5
v Acne conglobata 7 2 71.4
Chronic pyoderma 1 1 100
Periproctic abscess 1 100
 Sub total 63 34 6 3 85.7
Vi Secondary infection 20", 13 1 1 9.0
Total 211 95 17 1 8.7

2) HERR IUCREHM

1 B#EERE, 450mg (43) 7390 f] (42.7%) T
&y %<, kT 300mg (4r2) »82 @) (38.9%),
150 mg (43 2) 718 {7 (8.5%), 600 mg (43) 17
il (8.1%), 225mg (43 3) A 14l flic@h TOHIEK
BEZXE (300 mg—150 mg, 450 mg—300 mg, 300 mg
—450mg £ 16 34 (1.4%) TH-to

¥, BRI 1~26 AR TH BA% T~8 HA 79
B (B7.4%) TRILEL, KWT, 12~16 B 47 B
(22.3%), 9~11 F 414 (19.4%), 5~6 H 22 £ (10.4
%), 1~4 B 13 fi (6.2%), 17~26 B 9f (4.3%) T
% - 1= (Table 5),

3) JREBITARRIZN:, EfbdAi156 4 (73.9%) T
BL %<, ROTETIEL 326 (15.2%), SRELF
220 (10.4%) THh v, BRBHRAZEVHO LAOL
T#H - 7= (Table 6),

%o, BAEEIIREEN 156 f (73.9%) Thold
%<, k\TERIE 36 fI (17.1%), EiE 19 81 (9-0%)
Thotoo BACHEBE, LWTHOBICEWTHHEE
hi%hs otz (Table 7), :

4 BERHPHE

2853 X OB RIEEHR A B2 Table 8 KR Lico B
B EOREBHRE Bz 4kT8L 0% (34/42), KE
ST ED 5 % 83.3% (30/36), MR HLIER 100% (¢4
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Table 9. Global clinical efficacy by daily dose and type of disease
Daily dose Group of disease Total
(mg) I I i v v v (%)
150 2/3 (66.7) | 5/5 (100) - ]‘ "‘2/v2 (100) | 4/5 (80.0) | 1/3 (33.3) | 14/18 (77.8)
225 - - - - - 1/1 (100)| 1/1 (100)
300 21/25 (84.0) | 21/22 (95.5) | 1/1 (100) | 6/8 (75.0) | 13/17 (76.5) | 9/9 (100) | 71/82 (86.6)
450 7/10 (70.0) | 20/23 (87.0) | 3/3 (100) | 12/14 (85.7) | 30/33 (90.9) | 7/7 (100) | 79/90 (87.8)
600 3/3 (100) | 4/5 (80.0) | 1/1 (100)| 1/1 (100)| 7/7 (100) - 16/17 (94.1)
Changed | 1/1 (100) - - 1/1 (100) | 0/1 ( 0 ) - 2/3 (66.7)
Total (%) | 34/42 (81.0) | 50/55 (90.9) | 5/5 (100) | 22/26 (84.6) | 54/63 (85.7) | 18/20 (90.0) | 183/211 (86.7)
Table 10. Global clinical efficacy by severity
Severty No. of Global clinical efficacy Eff:iczaccyoszte
cases Excellent Good Fair Poor (%)
Mild 35 21 13 1 0 97.1
Moderate 157 58 76 13 10 85.4
Severe 19 9 6 3 1 78.9
Total 211 88 95 17 11 86.7

Table 11. Global clinical efficacy by status of disease

Global clinical efficacy Efficacy rate
. No. of
Status of disease I 2Good

cases Excellent Good Fair Poor (%)

Tendency to remission 1 1 0 0 0 100
Stationary 32 11 13 6 2 75.0
Aggravated 156 62 75 11 8 87.8
Remarkably aggravated 22 14 7 0 1 95.5
Total 211 88 95 17 11 8.7

O, BEKREE 0% (0/1), BHHETE 0% O/ <h
2R TRILART 90.9% (50/55), FERIBIC L 92.7
% (38/41), @R 77.8% (7/9), X 5 100% (5/5) T
Boto BT ERUEBHS 20, BRASEED 3
ARCTRIEDUETH > 7o NEHILIAT 84.6%
(22126), BB 2B S 77.8% (7/9), FHE 100
% QUD, kWY v <% () % 100% (3/3), 1L
BMERZE 77.8% (7/9), BE 100% (4/4) TH o1
VEIRHET 85.7% (54/63), H BRI X K& T RS
66.7% (4/6), fLEB 4 7F iR % 0% (O/1), WRHMEHIE

91.5% (42/47), S£ERMIEE 71.4% (G/7), BUEBKE
1007 (1D, KLFIEEIRE 100% (1/1), M#iz, =K
RPIFEDA T 90.0% (18/20) TH -, FHOFIHR
1 Whd 80% MEDBEWEHRARL, k&L
Tix 86.7% (183/211) THh »tco

1 B 5BHIRE B K% £, Table9 oiRkT &%k

n, HHHEix 150mg T 77.8% (14/18), 225mg T
100% (1/1), 300 mg T 86.6% (71/82), 450 mg T

87.8% (79/90), 600mg T 94.1% (16/17) THh,
&SRB ERT TEE LIER T 66.7% (2/3) T
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Table 12. Global improvement rating classified by type of disease

Global improvement rating Efficacy rate
Group Total 24
H# H# + + 0 X (%)
I 15 11 10 2 3 1 42 85.7
1T 23 22 7 1 0 2 55 94.5
m 2 2 1 0 0 0 5 100
v 13 5 6 1 0 1 26 92.3
A 21 21 15 3 3 0 63 90.5
Vi 8 3 7 1 1 0 20 90.0
Total 82 64 46 8 7 4 211 91.0

## : Cured, 4 : Remarkably improved, 1 : Moderately improved
+ : Slightly improved, 0 : Unchanged, X . Aggravated

- 7o

EREENR AR E L Table 10 RT3 &Bh, A
FHRITBAETI 97.1% (34/35), whiEfE 85.4% (134/
157), EfE 78.9% (15/19) TH -7,

12 EBAIARE R B DI A BE R 2 R Table 11 12/R3 &
kb, BHRIEREHRFC1x 100% (1/D, #fTEE
75.09 (24/32), Wftreh 87.8% (137/156), &yE L+
95.5% (21/22) THh» 1o

5) mAeMSEE

BERE ML MgeEK L Table 12 (TRT &6 h, &&E
PEoHERIIRYEREE, WThoBok Ty 9%
UEDBEVSERYR Lo $ro2fke L Tk 91.0%
(192/211) DHERTH » 1o

6) B MEFFROTEE

ZHUDKERDOBE XL 58T L &5 B 2B LT
B 2k AL BEO4BECIHEL To#BY
Table 13~18 {ZiR L1z RFL LOTERIL, IHT
(3ISE, REFEN3HE EE2SHE, BEREATH
Bzt 7Th 80% Ll EnetzER4 iR Lic (Table 13),
LIETIIERME FEfMm EE»38B8T 9% UEos
VWHRERAT L, FERE3AHE BEHEXSHBIC 80%
P Eo#ERYR Lt (Table 14), MEE TIXERIZSD
oAy, FH/RD T B BUIMITXT100% OHEREYR
L#: (Table 15), NETit, W05 HBEHUMELT
hi 80% LiEoerzz®R%u/x L f= (Table 16), VE T
%, 3HBrRVWTHREM Bk 0% UEosxE
RAT L, L TR FEF 80% LEo#ERY
i~ L7 (Table 17), I TiX, 3 BERKS\VTHEM,
FEdE ERA 90% L EoBuaEREY/RL, FE%
o IBEAE BHIY 80% UEosEREYR L

(Table 18),

7 HEFENHR

ARBICH VT, HEEEOKE S h 1165 flicowT
DHBEEHIZI R % Table 19 R Lico D5 bEHRH
FEREEEFNL 127 T, T OEMPERIT 95.3% (121/
127) Thotco DEEEINCHEARELD L, HERR
BTt S. aureus 97.8% (45/46), Coagulase negative
Staphylococci (CNS) 100% (9/9), Propionibacterium
acnes 90.0% (18/20) ic& THbh, HIMBRMLHED
WMERIT 96.5% L@ - Tco HHERAGITIL S auv-
reus St HENBERLM T 100% (14/14), CNS »&
LHPERYT 93.8% (15/16) 7e&T, £l LT
92.7% (38/41) TH 1o

7, DEBEDED - 1o S.aureus, CNS, IV
P.acnes 1zo\T, T-3262, norfloxacin (NFLX),
ofloxacin (OFLX), enoxacin (ENX) o 108 cells/ml
B B DRE My A% Fig. 2~4 1278 Lico S. aureus
a5 T-3262 o MIC o ¢ — 7% 0.05 pg/ml i
n, OFLX o 0.2 ug/ml x b 34%@pE, NFLX, ENX
I SEBELNEFRER T 7o (Fig 2), CNS 2
4% MIC wx\wTd, T-3262 0 MIC D€ =7k
0.05 ug/ml iz b, OFLX X b 3 45f2gs, NFLX, ENX
I aBEEBN T o (Fig.3), P acnes KHT5
T-3262 o — 743, 0.78 ug/ml b h, OFLX X
1%, NFLX, ENX lh3~4BBELhLhERT
\io (Fig. 4),

8) B

B REOIHEES 214 flicisyt 5Bty Table 20
(R Lo 214 Bl 5 b M THAL 2% 82 f (383
%). T #5100 i (46.7%), [=*HA] 1164
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Table 13. Efficacy in symptoms of each group

Group I
. Efficacy Efficacy rate (%)
Evaluat y °
Symptom va dua on Total | Unknown
ay + + 0 X + =+
3rd day 5 12 6 0 23 14 21.7 73.9
5th day 8 16 3 0 27 10 29.6 88.9
Papule
7th day 11 20 5 0 36 1 30.6 86.1
Final day 16 14 7 0 37 0 43.2 81.1
3rd day 9 13 2 0 24 15 37.5 91.7
5th day 15 11 2 0 28 11 53.6 92.9
Pustule
7th day 19 12 6 0 37 2 51.4 83.8
Final day 26 9 3 1 39 0 66.7 89.7
3rd day 3 9 11 0 23 11 13.0 52.2
i Sth day 7 12 8 0 27 7 25.9 70.4
Induration
7th day 1_2 15 6 0 33 1 36.4 81.8
Final day 15 15 3 1 34 0 4.1 88.2
3rd day 9 1 0 19 12 47.4 94.7
Cessation of S5th day 11 1 0 21 10 52.4 95.2
new eruption 7th day 14 14 1 0 29 48.3 9%.6
Final day 19 10 2 0 31 0 61.3 93.5
# : Resolved, + :Improved, 0 : Unchanged, X : Aggravated

Table 14. Efficacy in symptoms of each group

Group II
. Efficacy Efficacy rate (%)
Symptom Evaluation Total | Unknown
day i + 0 X + =+
3rd day 2 29 10 1 42 13 47.6 73.8
. . S5th day 7 35 6 1 49 6 14.3 85.7
Irduration
7th day 11 41 1 1 54 20.4 96.3
Final day 16 37 1 1 55 0 29.1 96.4
3rd day 23 13 4 0 40 13 57.5 90.0
Spont . 5th day 30 15 2 0 47 6 63.8 95.7
onl
pontaneous pain 7th day 42 1 0 52 80.8 98.1
Final day 45 2 0 53 0 84.9 96.2
3rd day 10 28 2 1 41 13 24.4 92.7
Tend 5th day 21 24 2 1 48 6 43.8 93.8
enderness
7th day 38 14 0 1 53 1 71.7 98.1
Final day 45 8 0 1 54 1] 83.3 98.1
3rd day 1 33 7 1 42 13 2.4 81.0
5th day 9 34 5 1 49 6 18.4 87.8
Redness
7th day 29 23 1 1 54 1 53.7 96.3
Final day 35 19 0 1 55 0 63.6 98.2
3rd day 7 30 3 1 41 12 17.1 90.7
i 5th day 17 28 2 1 48 35.4 93.8
Swelling
7th day 37 14 0 1 52 71.4 98.1
Final day 43 9 0 1 53 0 81.1 98.1

+ : Resolved, + :Improved, O : Unchanged, X :

Aggravated
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Table 15. Efficacy in symptoms of each group
Group II
. Efficacy Efficacy rate (%)
Symptom Eva(liuatxon Total | Unknown
ay + + 0 X ‘ + =+
3rd day 1 0 0 0 1 2 100 100
5th day 1 0 0 0 1 2 100 100
Bulla
7th day 3 0 0 0 3 0 100 100
Final day 3 0 0 0 3 0 100 100
3rd day 1 1 0 0 2 3 50.0 100
A 5th day 2 2 0 0 4 1 50.0 | 100
Erosion
7th day 4 1 0 0 5 0 80.0 100
Final day 5 0 0 0 5 0 100 100
3rd day 0 2 0 0 2 3 0 100
5th day 1 2 0 0 3 2 33.3 100
Redness
7th day 1 3 1 0 4 1 25.0 75.0
Final day 2 3 0 0 5 0 40.0 100
3rd day 1 0 0 0 1 3 100 100
Cessation of 5th day 2 0 0 0 2 2 100 100
new eruption 7th day 3 1 0 0 4 0 75.0 100
Final day 4 0 0 0 4 0 100 100
+ : Resolved, + :Improved, O : Unchanged, X : Aggravated.
Table 16. Efficacy in symptoms of each group
Group ¥V
. Efficacy Efficacy rate (%)
Symptom Evaluation Total | Unknown
day + + 0 x + 2+
3rd day 7 5 3 0 15 10 46.7 80.0
Indurati 5th day 8 6 3 1 18 7 44.4 77.8
n
nearatio 7th day | 13 7 4 1 25 o | 520 | 80.0
Final day 15 7 2 1 25 0 60.0 88.0
3rd day 8 6 2 0 16 12 50.0 87.5
Spont ) 5th day 11 8 2 0 21 7 52.4 90.4
ntane
pontaneous paimn 7th day | 20 7 1 0 28 0 | 74 | %4
Final day 22 5 1 0 28 0 78.6 96.4
3rd day 5 8 3 0 16 12 31.3 81.3
Tend S5th day 7 10 4 0 21 7 33.3 81.0
nderne:
encemness 7th day | 15 10 3 0 28 o | s36 | 89.3
Final day 19 8 0 1 28 0 67.9 96.4
3rd day 5 8 3 0 16 12 31.3 81.3
5th day 6 12 3 0 21 7 28.6 85.7
Redness
7th day 11 15 2 0 28 0 39.3 92.9
Final day 12 15 1 0 28 0 42.9 96.4 )
3rd day 9 3 0 16 12 25.0 81.3
. 5th day 7 12 2 0 21 7 33.3 90.5
Swelling
7th day 14 13 1 0 28 0 50.0 96.4
Final day 18 9 0 1 28 0 64.3- 96.4
+ : Resolved, + :Improved, 0 :Unchanged, X : Aggravated



VOL. 36 S—9 T-3262 KW EBARE LEERYHROKRE 1321
Table 17. Efficacy in symptoms of each group
Group V
. Efficacy Efficacy rate (%)
Symptom Evaluation - Total | Unknown
day + + 0 X + z+
3rd day 1 39 8 1 49 12 2.0 81.6
5th day 5 45 5 1 56 5 8.9 89.3
Induration 7th day 13 42 3 1 59 2 22.0 93.2
10th day 17 39 4 1 61 0 27.9 91.8
Final day 24 35 2 0 61 0 39.3 96.7
3rd day 16 24 2 1 43 11 37.2 93.0
5th day 26 20 1 2 49 5 53.1 93.9
Spontaneous pain 7th day 33 16 0 2 51 3 64.7 96.1
10th day 39 12 0 3 54 0 72.2 94.4
Final day 46 7 0 1 54 0 85.2 98.1
3rd day 5 36 6 2 49 11 10.2 83.7
5th day 14 36 4 3 57 3 24.6 87.7
Tenderness 7th day 25 29 3 2 59 1 42.4 91.5
10th day 34 22 2 2 60 0 56.7 93.3
Final day 43 15 2 0 60 0 71.7 9.7
3rd day 1 42 7 1 51 12 2.0 84.3
S5th day 8 45 4 1 58 5 13.8 91.4
Redness 7th day 15 42 3 1 60 3 25.0 95.0
10th day 23 34 5 1 63 0 36.5 90.5
Final day 34 26 3 0 63 0 54.0 95.2
3rd day 6 41 3 1 51 12 11.8 92.2
5th day 13 41 2 2 58 5 22.4 93.1
Swelling 7th day 26 31 3 1 61 2 42.6 93.4
10th day 37 21 4 1 63 0 58.7 92.1
Final day 4 16 3 0 63 0 69.8 95.2
+ : Resolved, + :Improved, 0 : Unchanged, X : Aggravated
(7.5%), THRExBhicv] 2136 (6.1%), TFz II1. # =

LT 23301 (1.4%) TH Y, BALIE 85.0%
Th-1,

9 BEfEARLUEREEERE

EIfffBiz, Table21 wim3 & 3 b, 223 Gisk 9l
4.0%) RRFA L, HERE LT BK 26, LES
# BERTHRE Boburok, FR. THA 22 AE
R RBENEMRD R,

BRI ER%E: Table 22 1R+ Lk b, FEERE
%38 Vv bR 14 GOT LRS54 GPT LR
3# ALP -& 14, LDH k853, r-GTP LR3
¥ LAP LR 14, RESERS 14 REERD 14,
DT 1 4% 10 FlzZRDd Shtco

— IR D = o —F v IRBES LR
I IVCHBEOHMBIY > TIIBERIR © [ £ 255
» HEHYALEIREND2O0HANLELEL L
honny, T-3262 TRBEEOHELZFA LTV, Zh
OFBEY R I8 5 MIRCENS LEIER 2T
T ENBRGREY ET B UKD LS ERE
LT3, BRI DRHOERIEFE~OAKBTHIE
WA D B, SEO e b ORE LB RT B RE
ik unwtd REAMIEE/ MPBERE 12 K& 251.9%
LRERDETIRIVEWLERET L, KFIVEERSE
RERCET 2EETH 52 EXERTRE LTV 5,
Lb FhEREEICL > T, X YEE LA BEAM
» 5o
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Table 18. Efficacy in symptoms of each group
Group VI
. Efficacy Efficacy rate (%
Evaluat y rate (%)
Symptom vauation Total | Unknown
day + + 0 X + >+
3rd day 6 1 0 11 6 36.4 90.9
. 5th day 6 5 1 0 12 5 50.0 91.7
Spontaneous pain
7th day 8 8 1 0 17 0 47.1 94.1
Final day 12 4 1 0 17 0 70.6 94.1
3rd day 3 8 1 0 12 7 25.0 90.9
5th day 8 1 0 13 6 30.8 92.3
Tenderness
7th day 8 8 3 0 19 0 42.1 84.2
Final day 10 8 1 0 19 0 52.6 94.7
3rd day 9 2 0 13 7 15.4 84.6
5th day 4 9 1 0 14 6 28.6 92.9
Redness
7th day 8 10 2 0 20 0 40.0 90.0
Final day 10 9 1 0 20 0 50.0 95.0
3rd day 0 0 12 7 25.0 90.9
. 5th day 0 0 13 6 46.2 100
Swelling
7th day 8 10 1 0 19 0 42.1 9.7
Final day 11 7 1 0 19 0 57.9 94.7
3rd day 4 2 0 10 7 40.0 80.0
5th day 4 1 0 11 6 54.5 90.9
Pseudomembrane
7th day 9 6 2 0 17 0 52.9 88.2
Final day 12 4 1 0 17 0 70.6 9.1
3rd day 3 8 2 0 13 7 23.1 84.6
. 5th day 4 9 1 0 14 6 28.6 92.9
Oozing
7th day 6 11 3 0 20 0 30.0 85.0
Final day 10 8 2 0 20 0 50.0 90.0

+ . Resolved, + :Improved, 0 :@ Unchanged,

BEERZh BT RER DO TR » T I FED B UBFILH T T
A 211 it oW THT 5o #5221 H 150 mg A
b 600 mg, #HEHARIIER 26 BT, 7~8 RRE&EEH
& oo BRERAED X 5 s BREBREMBR OB FE
Bizks TS HER ORBOBE 2 B R OFIE IR
LTHEEREHRTH 57, KRBEILF L E2WELFDOIE
Dlkdhed e 84.3% LB L CTHUEEI N RIES
ELTHEIRINIL H TH Do

FERBHNOHRIT TR 81%, IH 90.9%, MFE 100
%. NPt 84.6%, VI 85.7%, VI 90% VRN R
FAHI D RVWHREZRTZ Efst 2B, £65&
LTTNT 80% #MTRVGEEMSRELRL, LItk
EHRIEORELEB L L VLB IEFIZRE\T 90% %
BT EYR LTS, Bizhh 2BEEEROHEITH
5% 3B H CHRICEDLN B S TAFOELED L

X . Aggravated

ZERBMFTVE EBbR S,

L EDBERER AR T 54 #0 MIC itk
WTHED SR, S aureus it LTi% 0.05 ug/ml T
C—s%E L, LadMEE L BDbhh R
EEWTLREED =2 —F /v v I W BIHEELT
VWhe IBOEERKE THS Pacnes TRHLTHE
FORBBANRCAXERT 5 LEKRHRE 81.0%
LI LTRB LS ERTHHRAXEMT T2

BEIfER O TIARIICE R B PR R ERHED
Sh¥, MEBERYELT AT FARDFRED
ER X p MIC 0LE#%it- FfEEMNBR TV ARMY
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Table 19. Bacteriological response classified by isolated organisms

Bacteriological response Elimination
Isolated i No. of rate**
solated organism il
cases Eliminated Ptar.tla ly Replaced | Unchanged| Unknown (%)
eliminated
S. aureus 55 45 1 9 97.8
CNS* 11 7 2 2 100
g Pseudomonas sp. 1 1 100
S | P. magnus 6 5 1 100
E | P micros 1 1 100
.—g P. anaerobius 1 1 100
‘?, P. asaccharolyticus 1 1
E | F varium 1 1 100
=}
Eo P. acnes 28 18 2 8 90.0
P. granulosum 1 1 100
Sub total 106 80 3 3 20 96.5
I S. aureus+ others 19 14 5 100
S § | CNS+others 25 15 1 9 93.8
53
€ & | Others 12 8 2 1 1 81.8
> S
& Sub total 5 37 3 1 0 15 92.7
Unknown 51 . 51
Total 213 117 3 4 3 86 95.3

CNS : Coagulase negative Staphylococci
Eliminated + Replaced

Elimination rate (%)=———— - -
i Eliminated + Partially eliminated + Replaced+ Unchanged

X100

Table 20. Global utility rating classified by type of disease

Grou I\i :_S e(;f ) Global utility rating Utﬂ:it; ;ate
1 + + 0 X (%)
I 42 16 18 4 4 0 81.0
II 55 28 21 3 3 0 89.1
5 2 3 0 0 0 100
27 14 9 2 1 1 85.2
64 19 35 6 3 1 84.4
VI 21 3 14 1 2 1 81.0
Total 214 82 100 16 13 3 85.0

4 : Remarkably useful, + : Moderately useful, + : Slightly useful, 0 : Useless, X : Undesirable

Shic LaEx fte T, AHDEIERA, DI BKE X 53
ROVBC LRERBNT bR L DR EEIT T, D #MEER: 25> ) YEHEY VY RERRED (L

FRE, BEHRAE 45: 565~570, 1987
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=40 —s T-3262 3 40 —e T-3262
3 5 o—-—0 NFLX = 30 o—-—0 NFLX
=1 =
3 20 a---a OFLX ) a-——--a OFLX

10 a——aENX 10 a——a ENX
e B B LU MIC 0025 0 T 039 T.56.6.25 25 —J00%
(wg/mD| 0705 " "0.2" " 3.78' 3.13' 1257 50— [Jotal (pg/ml)| o.o?' 0.2 0.75' 3.13°712.57° 50 =[Total]
T-3262|10 42 6 5 1 64 T-3262| 5 24 7 5 1 42
NFLX 1 9 131812 6 3 1 1|64 NFLX 10197 21 21 42
OFLX 1 12 34 13 3 1 64 OFLX 9 28 2 2 1 42
ENX 11 9162 6 6 3 1 1| 64 ENX 1519 5 2 1 42
NFLX:norfloxacin NFLX :norfloxacin
OFLX:ofluxacin OFLX:ofloxacin
ENX :enoxacin ENX :enoxacin

Fig. 2. Sensitivity distribution of clinically isolated Fig. 3. Sensitivity distribution of clinically isolated
64 strains of Staphylococcus aureus (108 cells/ 42 strains of coagulase negative Staphylococci
ml). (108 cells/ml).

Table 21. Side effects

Relation to the drug Total
Symptoms Definite | Probable | Possible | (% Frequency)

Nausea 2 2 (0.9)
Epigastralgia 1 1(0.4)
Stomach discomfort 1 1(0.4)
Gagging 1 1(0.4)
Obstruction 1 1(0.4)
Diarrhea 1 1 (0.4)
Catarrhal symptom 1 1 (0.4)
Rash 1 1(0.4)
Total 1 3 5 9 (4.0)

(No. of cases side effect evaluated : 223)
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MI . . . .56 6.29 25 _100s). .
e 9% 08 10,203 7d 518 a5 2 50" Total
T-3262 5 26 22 5 58
NFLX 1 7 3 8 3 1 58
OFLX 2 1730 5 3 1 58
ENX 6 24 22 6 58
NFLX:norfloxacin
OFLX:ofloxacin
ENX :enoxacin
Fig. 4. Sensitivity distribution of clinically isolated 58 strains
of Propionibacterium acnes (108 cells/ml).
Table 22. Abnormal laboratory findings
No. of Relation to the drug Total
Item examined o -
case | Probable | Possible | Unknown | (% :Frequency)
Eosinophil 94 1 3 (3.2)
Lymphocyte 94 1(1.1)
GOT 112 1 3 5 (4.5)
GPT 112 1 2 3 (2.7)
ALP 107 1 1(1.0)
LDH 106 2 1 3 (2.8)
r-GTP 9% 1 1 1 3(3.1)
LAP 49 1 1(2.0)
Total protein 1 1 1
Urinary specific gravity 1 1 1
ESR 34 1 1(2.9)

No. of cases with abnormal laboratory findings : 10 patients

ESR : Erythrocyte sedimentation
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Koicuiro Muto and Kenjt MakinNo
Department of Dermatology, Minamata City Hospital

We carried out laboratory and clinical studies on T-3262, a new synthetic quinolon derivative.

1) The transfer rates of T-3262 into human skin tissues compared to serum concentration were
from 56.8%-251.9%, at 90-240 min after oral administration of 150 mg. The serum levels of T-3262
in two patients on clays 7 and 10 after continuous oral administration of 450 mg t.i.d. were 0.8 ug/
ml and 0.9 gg/ml respectively, and the corrosponding skin tissue levels were 2.5 pg/ml and 1.43 pg/
ml. The transfer rates of T-3262 into the skin tissues in cases of continuous administrations were
312.5% and 158%.

2) Of 223 cases, 9 dropped out and of 211 cases assessed for global clinical efficacy, 88 were
determined as excellent, 95 good, 17 fair, 11 poor, resulting in an efficacy rate (more good or better)
of 86.7%.

Clinical efficacy rates, grouped according to disease were : 81.0% (32/42) in Group I (folliculitis and
acne), 90.9% (50/55) in Group II (furuncle), 100% (5/5) in Group III (Impetigo), 84.6% (22/26)
in Group IV (phbegmon, erysipelas and lymphangitis), 90.0% (18/20) in group VI (secondary infec-
tion).

3) Bacteriologicaly clinically isolated organisms, were eliminated in 127 of 223 cases investigated,
an overall elimination rate of 94.5% (120/127).

The minimum inhibitory concentration (MIC) peaks of T-3262 against the major causative organi-
sms isolated, 64 strains of S.aureus, 42 of coagulase-negative Staphylococci (CNS) and 58 strains of
Propionibacterium acnes were 0.05 pg/ml, 0.05 pg/ml and 0.78 ug/ml, respectively. The antibacterial
activity of T-3262 was higher than those of norfloxacin (NFLX), ofloxacin (OFLX) and enoxacin
(ENX).

4) Side effects were observed in 9 (4.0%) out of 223 cases, most of them being gastrointestinal
tract disturbancies, nemely nausea and diarrhoea.

Abnormal laboratory findings were noted in 10 cases : eosinophilia in 3, elevated GOT in 5, eleva-
ted GPT in 3, elevated LDH in 3 and elevated y-GTP in 3.



