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g G RE B Z 2t & LC, F /1 v RIPUH HE garenoxacin mesilate hydrate (GRNX)200 mg
1 H 1G5 Leatks X a2 2%, 400 mg 2% 5L, Wik 5HICB T 2 %ets X UHR)
P2 RRINMRES Lz T 72, BIRIICIAE AP 2 52 L 72,

1. ERRZDR 58T F 7213 H IR RO ERRZI 1% 200 mg #%5-T 96.0% (24/25), 400 mg #:5-T
875% (21/24) TH o7z Tz, BHHRT 7 HEOEKRRIFIE 200 mg #%5-T100% (19/19), 400 mg

B5T947% (18/19) THh -7z,

2. MIEFRRIE - Pe G TR F 7213 IEFF O W 22313 200 mg $5-T 100% (16/16), 400 mg #%45-
T700% (7/10) THotzo T72, HGKT 7 HEOHMEEIZ 200 mg %5-T 100% (11/11), 400 mg

%5 T6/8 THho’

3. el AERROI L, FHH EORRMRPTRETE 2VEIER (BEHER) FE3E1E 200 mg
45T 9.7% (3/31), 400 mg #%5-T 65% (2/31) TH V), WiRMAME I H FEBLA1T 200 mg % 5-T 26.7%

(8/30), 400 mg #¢5-T194% (6/31) THh -7z,

4. BEWIEFEE © b T 7 ¥R E 200 mg 5 T 0.89 £ 042 pg/mL, 400 mg 5T 1.71 %046 ug/mL T

HY, HEIZHFIL TV,

VLEX Y, GRNX 200 mg #¢5-8 & 08400 mg ¢ 5- ORI e h o 7225, AUC/MIC OB, S
EEHETHVARPYFETE L2050, ENRERICET 2 BRHEE N &2 Jot7 L 7S ERER & 1H]
L400mg 1 H1HEFTHIENRYBTHL LEZ LN,

Key words: garenoxacin, des-fluoro(6)-quinolone, respiratory infection, clinical study

Garenoxacin mesilate hydrate (GRNX) X8 111{1b22 T34
REFICI VARSI EFA 7 vFas ) 0y JHETDH
B o ARFITNEKR, F /0 v RITWHE QPRGN FIE O 72 0L
EENTWAF ) arBRo6M7 vy ER2KETEEL, 7
MA VA Y FY VI Sy 7t A b IREET
ZHH MR- TH S (Fig. Do

REIZ 7T LB HR, 75 2BMEB X OIEERRERE %
EOIZMREPUREIEYE % A LTV %, H#IC Streptococcus preu-

moniae Z1E LHOET BT T LEHRPR=V) VHH i<
7074 FIHHAEMRIRE I LT BEF29miEE%2 R LT
w57,

HHENZ 331 2 W 23 e |2 i3 5 GRNX 03 & 13,
TR TR S N7z MR E B X U S. preumoniae 125
F % MICw 5 b AEDOHHIEDIEEETH 5 FAUC/MIC % 5
L, 1 H# 400 mg 25N S N, s s L OBHESE
KOBNEHE S EOWRIREGSE 2 R & U CRIRSE I

R = )1 6-20-2
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RERDSFENE S N, PK/PD i & &0 HEOZ USRI N
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HARTORBBERAL T2 02 & L2BKRE THRRT
GRNX 100, 200, 400 3 X U° 600 mg & Hilul# 52597 b i, &k
WT200mgl H1IM7HE®» 5wix400mgl H 111 14 H
B CREBRSPE/mSI N, FTORBTN SR EMEE 2
LREIVERIZED HNT, o HETORED DM WERR
ahiz,

HAR Ot e A3 7T 0 BT 35% 5- 5Bk 0 400 mg $% 5-
2B % AUCot3 1007 pg - hr/mL T3 ), #E DR
AT oM 53R 0 600 mg #5-# T D AUC,-104.0
ug - hr/mL IZEM L Tz 2 AU T HUIE T OB ERE DR E
FIZE D0 EHEE SN, 400 mg $ 5B W o LB Gl R4
EIC & D HERL L 72 3B REAUR Sz,

Z 2T, KRBT AR R GE 2 % 12 GRNX 200 mg 1
H1lBl&®»2wiE400mgl H 1S TORZEEL L OAER)
PEIZOWTERMISRET L, &b T, BRI ML PR EE A
SHEOHRZRD L Z % HINIZER E 7,

B, RRBIIZZROBBRFEERES (IRB) 0KEES
el BT, TR E S H 27 HITHAT 2 7z TERSES DR
HEROE RO ILHE (GCP) J (FEZ 44 28 ) % M5F L THEMi
X (A

L &R E&EFE

1. %

BHED O HPEEOM%K (R4 37 F7ABLV7 73
DT Rk Et) B L CEBEMFRIFRE (8RS LK
O F AR SE ST 98, SUESCHRTRAE, TiSUE, s
IE, REXME, BRHMEFHZ R L) O RE % x4
kL7

ERIE 20 UL L T4 PL T E L, MR, ABE - Sk
BNIAR E L7ze F72, MR TRERRER - A i
GEEERG-AGET (B5-BAAGET 48 FERILLA) ICPLF o
O~@HEHZMLO~@D 1HA U LEZH2T30
& L7zo OMEmEeT a7z 1B L7z Eik
SRR LNSL T L, @ CRPH#IN (1.0 mg/dL LLE), ®
G (WF 2 37C DLk F 213 H M ER £ £ 29,000
/mm®, OIF R IR S, FRREEER 10% Db F 7213/ ib T
7 EOZMERRERT R, Gk, W (R, Hd
IR R 8 7 & OIFIRZHER, @itk T &, OWEHER &0
AR SERFEHHERE - R IND D, HDHVILHERR
ENDLREOHCEELZRAENEONE Z L, ®IK
SEIR c FTREICLI VA T T IARHIEVIEIFIVT
B EEDND D D,

7z, BUEPRERE O ZRERE TR TR oO~D%
W7z L chE@zm T BB 2R E Lz O
JEE R W BRI (R R 7 12 & o TAaERE L2 B L
TEPEIFIR 2N DO BEEDTTERR SN A 2 &, @GNk - IR
D72 WD 2 IZER RN BIEEOEAL, O
CRP #41(=0.7 mg/dL, & %\ djtidk LREZER 5D

®), @FH W :37C Ul) FdxpmEkEgEs (=
8,000/mm’, & %\ dftiak FREZEZ % b D), GfEsk
WAHETHL Z L,

EHIT, F Uy RPUREEIREOL DB D B 5 E
H, BEF LI TAPADBREDOD 5 BH D 5\ EHT
ADAEEZRHL T2 B4, ik LRMEO 1.25 5%
A 5 AR RE R E i 2 R 3 BEFIEEI R SR 5
Zrr L7,

2. BEOMNE

RREBOERICH 2o TIE, HO5»LOBEZIEED
HiB X O, FHShaEB X OGBtR &ico
WCHIAEEZ FEL T3 L9 2T, BlRERIC
LB BHBBIM~OEEZXETRLIZEE L

3. BB X UG

1 %€ ¥ 12 garenoxacin200mg = & H § 5 7 4 )V A
I—F 4 Y 7EEEHWZ 1 H1M200mg $e% 188 % 72
28 KEEDIRFTAIEEL, AN - B2
bhwnZ bl L5 WML 7 B Lk 14 HE
& L 7zo ARBRIE 200 mg P 572 S BIG L, HESERFIEK
30 FEF DI G- AT L7z T, BFRHEMRDE L O
PR Rl CRERL & N IEBIMGT XIS CTRENB XL OERE%
a7z 9 2T, 400 mg %5- B~ DO BAT O W &K % MET
THZEE LT

4. BrHZEHA

EEREER G, odiREE, H7+ v #H), <
TAYTL, TIVIZT LA, HIVToAeEtlEE,
A7 NVT77—1b, RIBEEATEA FE, y»~7a7y
CELF], au = — IR A e SRR R KT
LIERINLEH], QTc ZHESEL I LAHEINT
W HEER], MMOBEBREOHIZEILET I E L &
B, VISIESE, HRMEEIED X OWREL - SRS B
DOHFICERE L TORHEHEEE L7z,

5. MAIEH B X OHRAR

1) BEER

EIREEY G- BIARNIC R, SEk, RE, AR - ko
B, BAYEZW 4B X OEERE, AR - S0HE, BF
%, MEBROFELR EICOVWTREL 2.

2)  BERARHEEIR

JEIR - FTROBISEE I, Rl WEEEIR, KR
BEbk, e, MR T, MR, BIAKRER, 77—
YL, H&hui, %57 Bk, H5E TR 23RN
(LLF, #&EGH&TH) BL3EfTs2db0E L, %53
H#%EB L OHEGRT 7 HRELECS U TEBT S0
kL7

3) MRS

Mgz oW TIdPeGi, %57 Hik, 5#TRIES
FTEBL, %53 HEB X OHRGKT 7 HEIZLEIS
UCEETAHbDE L BHMRIFRE O RIEG: X
Behmi LG T RIS ERL, %5 3%, &57
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Fig. 1. Chemical structure of GRNX.

HEBL ORGSR T 7THRBLEIS U TERT DD
L7

4) SRR

(1) MR M

MW ENRA RS, FE, WEE) 35
ELTCHRBREGEREEICBOWTHIETAZ EEL
720 BEHFERIIC BV OB S N HEER R H B X O
B M BLI (LM 2 A S TP SR T H B = H AL
U— Y —T VIR L, BREB LSRN T 5
GRNX # &L B HEPREOKZME (MIC) % H AR b5
R AHEHE - THIET A2 & L7

(2 =RA4aTFR=, ¥I3IVTHAE
~ATATTAY, VIIVTREREORERHERT A7
DI H BRI B T I3k 2 BRI L IS4 032
WizEidsrirs Lz, I/ A3 75X<, 75
I VTS DS BE I LTI, MR Z BRI L
MW ZRA AR R L, B2, B, Mg, K
ZHENET LI L L L7

5 KA

(1) HEgmA

R OE HIE, —MIEFARE RInERE, ~
ErUuvCy, A~ bh2Yv b, HIMERE, HIERH,
MR, AL 1A (AST, ALT, y-Z V% IV b
7 VA7 x9—¥(y-GTP), ALP, &YV VY, HE
vyovey, AEeBKFEREEFE (LDH), BUN, 7L 75 =
v, MEEMBENa, K, Cl), 77—+, Ik 7L
7F U FARAKRF—E(CPK)], CRP, #it(1 M),
FEGEELUS, R (RAE, R&EH, vaey 27y,
ki GRimBk, Fmek, M) & L.

(2)  IE - BRIB X OWFIREK

PeGmn, P05 7 OB X OG-8 TR IE (DU /
ERID), WRHAB L OB A N ET S 2 L & Lz,
(3) LEH

Be G0, e G TR RE 2 BR D 12 FEL0TE M 2 il
THZEELTS

6)  IILHE S O

57 HtkB L OBGH TR ETH RN Z AT
W, BRI 2 AERE L, MRS X D RILETH £ 72134 H
DNRFERHN 2 BT HZ & & LT

6. ST

D ERREHR

e 7 B8, B G-HT R ERRSEIR, B ST i,
HIMEkE, CRP % &% b &I [PRZHESIEIC B 58
BT AW 35 O ERIAR G (52) 1o AR b 2 1 %
SEICOER), @B L UOHERIED 3B THE
THZEE L, T2, EEIZERLZVHEICOWT
1 200 mg B &£ V400 mg & 5- 8 TOREFIMEFTSITTE
DE YV L AR, EEHEMFEISTHEL .
BHHT 7 HROFHlEHRGRTRICER e S h
TREBNZDWT, BRAREEIR - BT, MR &Ik 2%
FAEIZHEVEET H 2 & & L7z (Tablel)s

2) MIWFRRYR
EEROHEEZ D LI UTO 0EBTHETSZ L
EL7zo MK, OftwiEdk, G—IHEEk @Offk, G
FHBL(—FRER), @A, OEBIEG:, @OWRBIL
O ZAUE, WHEARE,

3) AEHZ

A EBASRE» R G&T 7T HBE CIIHzIcs8HlE -
(ZEAL L 7 BEPEEIR & BRI A O R 2 HEHR L5
HZlEL7,

(1) BEAEEIR

BEAEREIR DRREEIL, TRERFEMEET I IR L 72 2k,
WaPEHEED 7 L — P38 IR L7 4 BRECHIE
FTHZEE L7, T2, AELORRMFRIE [HEEHLR
OHEIEE ] 25EIC [1. HOPERDY ], (2. £
SERH O], 13 BRI L], (4 BFR%
WHLW] BXO[S BRELITHETS I EEL,
KEBELRATL, 2, 3OO ZEWERHE LTHOIHS 2 &
& L7

(2)  BRIRMAAAE

RO RE MDD SN, A, Ha
PFED 7 L — AT e ] 2 2Z IS FRAHE O
BOBKEMEE 2230TH50EHETAIZEEL
720 BRR RRTE L 72 5 BEZHHFRD SN2 E1E, K
EORFEEMBENEL, MAHE, %IH, HE K
HHE, BE LEOFEBITCZONEZMET S
Ll L7z B, BELRSOCICHREBBIIBEEEREIR & H
RICHET A L L L7z

I % ES

1. FEBIERE

JEFI ORI (Fig. 2) B X SN R G0 & OB/ L
R L7z B ERIESIE 62 51T, 200 mg #3141, 400
mg #f 31 Bl TH o> 720 LEMEMHTITREFIZ 62 #I T,
GRNX # 1 M CHRA LESIRAE Lz 209 B
T GAVE R 3 B (200 mg B 161, 400 mg 2 B1), Bt
FeAEE 5 B (200 mg #F 3 B, 400 mg #F 2 ), Er4lE
HESE S+ TR - I EGERC 11 (400 mg #), Broisk
RN PEHEE B X OB EK 26 (200 mg B 1
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11, 400 mg #£ 1 %), {GEREE A - H iR+ Bl At
Hi X ORI R T 285 1 4 (200 mg #F) % 50
(RS H I E AR 160 (400 mg £F) oAEF13 1
(200 mg % 6 B, 400 mg & 7 B1) D3RIV S N7z BRIRET
fili i b5 42650 (PPS) 13 49 1 (200 mg #¥ 25 51, 400 mg
T 24 B1) Td o 72 o MR Z IR BT G501 26 51 (200
mg #f 16 1, 400 mg #% 10 B) TH o7z,

2. BEERNT

PPS \2B1F 5 BFH W RN ORI, i, KE, APt -
SRk, EEEFAERE, JERERE - SHEOA R, B
HIEOH M, BB GA OLFHREOH I, HHED
A WEDFEBI AT 2 BRI (MigE, 1R VERPIR 2R 48 D K
&Ye) (TR L7z (Tables2, 3).

AEREIC B LRl 2860 C U 65 R DIEBI A% <, 200
mg %45, 400 mg &5 TENZN 506+16.6 %, 443+
19.2 3%, MEPERFIEHINZE O — RIEHBI T3 65 i Ll L dsE
BlA% <, 200 mg $¢5-, 400 mg $5-TENEN 63277
i, 64.6+124 K Tdh o 720 EASETERELE TIIMi%E, 121
WP E 28 D —RIEHe & b ISP ED S o 720

3. HRRADAR

D) BRREDR

PPS 2B F BB 58 TR DA R 2 7R L 7z (Table 4)
ERTOARFIL 200 mg $ 5 T 96.0% (24/25), 400
mg #5-T875% (21/24) TH o720 TD ) BllikB &
ORI 29 28 D R IEH X3 2 A AR 13 200 mg
BETENZN938% B LT 100%, 400 mg 5 TZh
TN 833% BLUILT% ThH o7z,

BGRTTHROEERETOHAMHIL, 200 mg #5T
100% (19/19), 400 mg #¢5-T 94.7% (18/19) TdH - 7=
XA AT TAT 7T IV TRISRD 400 mg 5O WA
1Bl ZBR&E §XTHA TH o7z (Tableb)o

2) MIBERRR D X ORI LR

PPS TO#5-# TR OB £ R 2 /R L7z (Table
6)o W JA1E 200 mg 5T 100% (16/16), 400 mg
5 T700% (7/10) TH o7z, 4226 B, BRE SNz
2o 72 DI PEIFIR 8 2L O —RIEGRE O 400 mg #%5-
T[] 2618 X THBBL 1HITH o720 46
D 260 1%, ¥ % W 2% Haemophilus influenzae & Pseudo-
monas aeruginosa, [ FHHBLID 1 HUIHEIE A Streptococ-
cus intermedius 3 & ¥ Klebsiella oxytoca {5 &G HIT, K
oxytoca D ARG T HIZHIBHL 2FTHY, ThbH
3BIL b SAETHLRIEDIEBI TH - 720

PPS BT G T 7T HROMBE AR RZRL
7z (Table 7)o Hi{HJ:513 200 mg $%45-T 100% (11/11)
BLUO4A00mg# 5 T6/8TH o 720 [Fhe] 161 (P.
aeruginosa) 3B X [FHIBL 161 (K oxytoca) 1&, W
B MERVEIPIR 295 28 D KIS D 400 mg $5-7F T D5
EHIRIER TH - 720

Table 1. Evaluation criteria of clinical efficacy at the 7th day of
post-treatment

Evaluation Criteria

Effective No antibiotic therapy required

Poor Additional antibiotic therapy required

Unevaluable Clinical response not evaluable. An other anti-

microbial agent was used in therapy for concur-

rent infectious disease.

3) BEBMNOBOHEDS X OWLR

PPS x5 & LC, G TROBRENHOMNES
X O IR L7z (Table 8) . M SNz JEHIX, 7
T AR 10 ¥k (200 mg 3% 5- 1 9Bk, 400 mg ¥ 5@ 1
), 7J nEEPEW 16 ¥k (200 mg 2 5- : 6 £k, 400 mg
BhH 108 BXO~wAf a7 X< 18 (200 mg #%5)
DFEL 2T CTH 72,7 T LHHRBLIOY A I T I A<
T RTHEL A%, 400 mg $%5- T D K oxytoca, P.
aeruginosa 3 & " H. influenzae D45 1 ¥RAME#E L 720

4. 7tk

AABROAERGIL, 77 4 (200 mg £ 5- : 40 £, 400
mg #5371 ICHH L, B EIZ200mg K5 T
54.8% (17/31), 400 mg #%5-T 484% (15/31) TH - 7=,

HEREDH L, HH L ORPEBRIEETE R VE
e (BERERER) F8BEIE 200 mg 5T 9.7% (3/31),
400 mg $% 5T 65% (2/31) TH VY, HEHRA MR 5B
#3200 mg % 5-T 26.7% (8/30), 400 mg #%5-T 194%
(6/31) THo7zo HBIFHEBED R - 72HLIE, 200
mg ¥%5-TiE ALP 89, ALT 84003 X O AST #lnasv
Ty 100% (3/30, $XTZL—F1) Tho7zo 400
mg 5 TIZ ALT 8B X O y-GTP ¥ A°9.7% (3/
31)C, ALT IZ2oW T 2B 7 L—F 1, 160537 L—
F2 yGTPIZZL—F1, 2, 308%1BIALNT,

5. JEYyiERE

PPS Z X4 & LT, IMUHE 3R EE 2 R 1 AR 7
Ty b L7zEREZRLZ (Fig.3)o X7 b5 7IBEIZOW
T, G ROERXHEHE (Table 9), T 71 & HRK
ROERER L7 (Fig.4).

bS5 7BERZMETE 1760 (200 mg #%5- : 12 41,
400mg %5 :561) O+ S5 7iEEIX, 200mg x5 T
0.89+042 ug/mL, 400 mg $£5- T 1.71+046 ug/mL T
HY, HEICHBE LT 72, 2o 17 BIOERRR)
RiIZ 400 mg G50 1 EZREETRXTHEIMTH - 72,

nm. = =

ALERGER T, PRSI GSE AT % GRNX O iR HE
TBHEREIZTTIZ400mg & ENTBY, ZOHEOHAK
NCHHT B2 B3 2 BEDH - 720 ARRERITIE
W B R A 14 & LT, GRNX % 200 mg % 7213
400 mg % 5- L -0t B L OH M 2 J|EWITHR



120 H A& b % &k 52 & M 6 OCT. 2007
Registered patients
200mg:31 400 mg: 31
Safety analysis set Clinical efficacy analysis set
200mg:31 400 mg: 31 200mg: 25 400 mg: 24
Bacteriological efficacy analysis set
200 mg: 16 400 mg: 10
Fig. 2. Subject disposition.
Table 2. Background of patients with pneumonia
200 mg 400 mg
Mycoplasma Mycoplasma
Item Bacterial pneumonia/ Bacterial pneumonia/
. . Total K R Total
pneumonia Chlamydia pneumonia Chlamydia
pneumonia pneumonia
Male 6 1 7 6 0 6
Gender
Female 7 2 9 4 2 6
= 20-< 30 0 2 2 2 1 3
=30-< 40 2 1 3 2 1 3
= 40-< 50 3 0 3 1 0 1
= 50-< 60 2 0 2 2 0 2
Age (ym) = 60-< 70 5 0 5 1 0 1
=70-<75 1 0 1 2 0 2
< 65 8 3 11 7 2 9
= 65 5 0 5 3 0 3
< 40 0 0 0 1 0 1
= 40-< 50 3 0 3 5 0 5
= 50—< 60 5 2 7 3 2 5
Bod ight
ody weight (ke) =60-< 70 2 0 2 0 0 0
=70 2 1 3 1 0 1
Unknown 1 0 1 0 0 0
In 1 1 2 2 0 2
In/outpatients Out 7 0 7 5 0 5
In = Out/Out — In 5 2 7 3 2 5
Mild 2 1 3 3 1 4
Severity of infection Moderate 11 2 13 7 1 8
Severe 0 0 0 0 0 0
Underlying disease and/or No 4 3 7 6 7
complication Yes 9 0 9 4 5
N 6 2 8 6 1 7
Medical history ©
Yes 7 1 8 4 1 5
L ) No 8 0 8 6 0 6
Antimicrobial agent just
Yes 5 2 7 4 2 6
before the study
Unknown 0 1 1 0 0 0
. No 0 0 0 2 0 2
Concomitant drug
Yes 13 3 16 8 2 10
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Table 3. Background of patients with underlying respiratory disorder

Item

Category

200 mg

400 mg

Underlying disorder

Chronic bronchitis

Diffuse bronchiolitis

Bronchiectasis

Pulmonary emphysema

Pulmonary fibrosis
Bronchial asthma

Old inactive pulmonary tuberculosis

Other

Gender

Male
Female

Age (yr)

= 20-< 30
= 30-< 40
= 40-< 50
= 50-< 60
= 60-< 70
=70-<75

<65
= 65

Body weight (kg)

< 40
= 40-< 50
= 50—-< 60
= 60-< 70
=170
Unknown

In/outpatient

In
Out
In = Out/Out — In

Severity of infection

Mild
Moderate
Severe

Underlying disease and /
or complication

OO AN O ~-[IOOWHE WN [ A |ODWN O FHO|GL]|ONO = T~ N

—
no

Medical history

—
S N

Antimicrobial agent just
before the study

Yes
Unknown

[*23

Concomitant drug

No
Yes

P = | O = ® | |0 OO ® =[N - |O &K WOMRFI I RN WODODO| WO |OONOFKON

10

HIsZEzEME LTERL A,

ZOREE, FEMEEH T 5 A% F58 T I3,
PPS ® 200 mg #% 5- T 96.0% (24/25), 400 mg #% 5 T
875% (21/24) TH o720 EETDH - 7246 (200 mg
e 161, 400 mg#% 51 360) 1, 400mg 5 D1
Bz X, (AiE=386T (200 mg 45 : 1 61) 3 X O
Ej$0=20,000/mm® (400 mg % 5- : 2 Bl) 7 EEFEICFEY
TAHRBEHENGZEIN TV, 2, Iho 460ks
W d 3~4 HRHFG THIE & Il o 3 53 38
(5~12 H#) 253N THBY, HRMIERIEERD
R A2 726 & SRl Sz,

BT 7T HHROMETOEEIE, 200 mg %5 T
100% (19/19), 400 mg $%5-T 947% (18/19) TH Y,

~AaFT A~ - 753 TVTHi%D 400 mg $i 5O ER)
1BIZBRE, TRTHNTH 072 G TTHERTHE
WERIEATREN, TORDITBWTHIE, B4,
WhnEEZ b,

B GRTHRORMEFIE, 200 mg 5T 100% (16/
16), 400 mg #¢5-T 70.0% (7/10), #5#7T 7 HAOW
H231% 200 mg $%5-T100% (11/11), 400 mg #5-T
6/8 TH o720

AR ORI, 79 LBMERE TIE 200 mg %5
T9/9 3 X 17400 mg %5 Tid 1/1 B[k TH Y,
77 ABEER T 200 mg $5- T 6/6 B X 18400 mg #%
5.T700% (7/10) TH > 720 HGHETHEOHREB LV
WIHZLEIL, 400 mg 5 12H~T 200 mg %5 CTHEd o
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Table 4. Clinical efficacy classified by disorder

inica * 95%
. . Dosage Clinical efficacy Efficacy °
Diagnosis Cases % Confidence
(mg) Effective Poor rate (%) Interval
200 25 24 1 96.0 79.6—99.9
All cases of respiratory
X X 400 24 21 3 87.5 67.6—97.3
infection
Total 49 45 4 91.8 80.4—97.7
200 16 15 1 93.8 69.8—99.8
Total cases of pneumonia 400 12 10 2 83.3 51.6—97.9
Total 28 25 3 89.3 71.8—97.7
200 13 12 1 92.3 64.0—99.8
Bacterial pneumonia 400 10 8 2 80.0 44.4-975
Total 23 20 3 87.0 66.4—97.2
200 3 3 0 [3/3] —
M 1 ia,
ycop as.ma pneumo.ma 100 ) N 0 [2/2] —
Chlamydia pneumonia
Total 5 5 0 [5/5] —
Secondary infection of 200 9 9 0 100 66.4~100
chronic respiratory 400 12 11 1 91.7 61.5—99.8
disorder Total 21 20 1 95.2 76.2-99.9
* At the end of treatment
Table 5. Clinical efficacy classified by disorder
Clinical efficacy * 95%
. . Dosage Efficacy
Diagnosis Cases Unable to Confidence
(mg) Effective Poor . rate (%)
determine Interval
200 21 19 0 2 100 82.4—100
All cases of respiratory
X X 400 19 18 1 0 94.7 74.0—99.9
infection
Total 40 37 1 2 97.4 86.2—99.9
200 13 11 0 2 100 71.5—100
Total cases of pneumonia 400 9 18 1 0 88.9 51.8—99.7
Total 22 19 1 2 95.0 75.1—99.9
200 11 10 0 1 100 69.2 100
Bacterial pneumonia 400 7 7 0 0 100 59.0 100
Total 18 17 0 1 100 80.5—100
200 2 1 0 1 [1/1] -
M 1 ia,
ycop as.ma pneumo.nla 00 N 1 1 0 [1/2] —
Chlamydia pneumonia
Total 4 2 1 1 [2/3] —
Secondary infection of 200 8 8 0 0 100 63.1~100
chronic respiratory 400 10 10 0 0 100 69.2—100
disorder Total 18 18 0 0 100 815100

* At the 7th day of post-treatment

720 25 400 mg BETO 3, & HICERE IR %
HL, JEIZT T ABEREPER L TOI2BNIARIEDMS
HanbortEZ 5N,

EPMBREICOWT, P TREZNETELZDXLT
BIThHole TNHD T 7i#EEIZ, 200mg %5 T
0.89+042 ug/mL, 400 mg $5-T 1.71+046 ug/mL T
HY, HRIELEL Twiz, 17810 9 HREKZR RN &
NEF O bS5 7%, 200 mg %5 B X 07400 mg

5 & HEEEICHT S GRNX » MIC B2 Tz,
—fEIZ, 7hFax s a s RPTEE OB RO
X AUC/MIC £ 8NTEY, FAZVFux/urii
WIHETH L AREIIBWTH AR S AUC/
MIC SRR A I b B 2SR DT w720, AR
DB R & THREB O 200 mg B X 08400 mg AEH 5-
®D AUC IZZNZEN 59760, 1109+98 ug/mL T, &

AR CHRONIRERO ) Bikd EW MIC X078 ug/
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Table 6. Bacteriological effect classified by disorder

Bacteriological effect *
] 95%
. . Dose 32 = 3 - 5 g 2 Eradicated ?
Diagnosis Cases b e = 51 3 = = Confidence
(mg) S E S 2 2 2 g rate(%) .
kst 25 % o < 5 interval
g g g 3 5 S 3
3 [y ~ ~ SRS
200 24 13 3 0 0 8 100 79.4—100
All cases of respiratory
. . 400 23 4 3 2 1 13 70.0 34.8—93.3
infection
Total 47 17 6 2 1 21 88.5 69.8—97.6
200 16 6 3 0 0 7 100 66.4—100
Total cases of
i 400 12 2 2 0 0 8 [4/4] —
pneumonia
Total 28 8 5 0 0 15 100 75.3—100
200 13 5 2 0 0 6 100 59.0—100
Bacterial pneumonia 400 10 2 2 0 0 6 [4/4] —
Total 23 7 4 0 0 12 100 71.5—100
200 3 1 1 0 0 1 [2/2] —
Mycoplasma pneumonia,
i ] 400 2 0 0 0 0 2 — —
Chlamydia pneumonia
Total 5 1 1 0 0 3 [2/2] —
Secondary infection of 200 8 7 0 0 0 1 100 59.0~ 100
chronic respiratory 400 11 2 1 2 1 5 50.0 11.8—-88.2
disorder Total 19 9 1 2 1 6 76.9 46.2—95.0
* At the end of treatment
Table 7. Bacteriological effect classified by each disorder
Bacteriological effect *
] 95%
. . Dose 3 o 3 = e s 2 Eradicated ’
Diagnosis Cases 3 e = 51 3 = = Confidence
(mg) 31 E S 5 2 2 g rate(%) .
b=t 25 7 = < 5 interval
£ g g g 5 =S
3 [ ~ = SRS
200 18 5 6 0 0 7 100 71.5—100
All cases of
. . . 400 18 3 3 1 1 10 75.0 34.9-96.8
respiratory infection
Total 36 8 9 1 1 17 89.5 66.9—98.7
200 11 1 5 0 0 5 100 54.1-100
Total case of pneumonia 400 8 1 2 0 0 5 [3/3] —
Total 19 2 7 0 0 10 100 66.4— 100
200 9 1 5 0 0 3 100 54.1—-100
Bacterial pneumonia 400 6 1 2 0 0 3 [3/3] —
Total 15 2 7 0 0 6 100 66.4— 100
200 2 0 0 0 0 2 — —
Mycoplasma pneumonia,
. X 400 2 0 0 0 0 2 - -
Chlamydia pneumonia
Total 4 0 0 0 0 4 - -
Secondary infection of 200 7 4 1 0 0 2 [5/5] —
chronic respiratory 400 10 2 1 1 1 5 [3/5] —
disorder Total 17 6 2 1 1 7 80.0 44.4-97.5

* At the 7th day of post-treatment

mL Tdh o720 ZOFERFEM S 7z AUC/MIC &, 200
mg $ 5T 7654, 400 mg % 5- T 129.10 T - 725 400
mg H5-TH /0 VRIWETHI & Eh b AUC/MIC
M1 P E&ER L7722 &5, 200 mg #2512 HE L 400

mg HHTOFEREIT L VHEEICLLIEAELLNE
S0 F 72, T TIZHEM L 72 in vitro pharmacodynamic
model I2 B} % S.pneumoniae \Z X3 % R I R H D X Bk
FEED S 200 mg (2 L 400 mg % 5- TOH R EDITRE
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Table 8. Bacteriological prognosis by causative organism

o . Dose | Eradicated rate *
rganism
8 (mg) (%)
Gram-positive 200 [1/1]
b . S. aureus
acteria 400
200 [1/1]
MSSA
400
200 [3/3]
8. pneumoniae
400
200 [1/1]
PISP
400
200 [2/2]
PSSP
400
200
S. intermedius
400 [1/1]
200 [1/1]
S. constellatus
400
200 [9/9]
Subtotal
400 [1/1]
Gram-negative 200
b . K. pneumoniae
acteria 400 [1/1]
200 [1/1]
K. oxytoca
s 400 [o/1]
200
P. aeruginosa
400 [1/2]
/ 200 [3/3]
H. influenzae
400 [4/5]
200 [2/2]
BLNAR
400
200
M.(B.) catarrhalis
400 [1/1]
200 [6/6]
Subtotal
400 7/10 (70.0)
. 200 [1/1]
Mycoplasma pneumoniae
Jeop ’ 400
Chlamydi i 200
amydia pneumoniae
vaap 400
200 16/16 (100)
Total
400 8/11 (72.7)

* Eradicated rate (%) = Eradicated strains/detected strainsx100

ENTw5b (Yoshiko Fukuda 5: The 43rd Interscience
Conference on Antimicrobial Agents and Chemother-
apy. American Society for Microbiology, Chicago, Illi-
nois, 2003)

TR L TIE, EELAEFL 36, 34 (200
mg 45 1 261, 400 mg &5 1 1 B), MoOBEE LA EH
£H%200 mg & 5- 2 B 6 4 B & 18400 mg ¢ 5- 2 B 12
B BIL 720 HEE A EFHLRIE 200 mg x 5-/ET, Mgk
A L Bl sz 14, 400 mg $% 58 T3l

RIGTEAT ] Bl HNF2AT, 361 & A L o N BEER
BHREEINTVWD, WHhWLEELAEHGEDH B 400
mg $#5- T, LER QT #ilEMRERD 1 flicA bR
AL O REBRIIZ 5 BRD Y I TH - 7275, CHMP
(IHMFR CPMP) D44 54 Y VIhE2 13, QTc iERIC
EREY Lo 2o ARMBRCTIXIEBRFEMFT I QTc
BB L O QT IER O FIWi KA OV THEL T
Whholzlzo, BHEHEICIYVRELLERE Lo,
G QT HI B X U QTe &K o FI Wi Z#E 12>
WT, COMOEH IR E L 2005 4FI2FRKI N
ICH El4 4 FF54 202X 52 LN 5OM, B
%25

HEHG 326, 7774 (200 mg: 40 £, 400 mg: 37
)L, FEBEIL 200 me 5T 54.8% (17/31) B
X 400 mg ¥ 5-T484% (15/31) TH - /2o 200 mg
B G#TRT CIERIMGT R 2R L, AEHFRIIOVT
DIRFFTL72A, WIhd 7L —F1~2Th Y, KHEBEK
DBEETERVEERAERRPALN R o2 &
5400 mgHRG~NDAT v TT v TR TRIN. 400
mg F5HERC BT Y L — F 3 DR R A A
ENboO0, HERHLOH L, FHl L OREERIEH
ETEZVEITER (BfEREIR) 8B 200 mg % 5-C
9.7% (3/31), 400 mg %5-T65% (2/31) TH Y, MK
Mo AR il 528 FE BLFR 1 200 mg $5-T 26.7% (8/30), 400
mg ¥5.T194% (6/31) TdH Y, 200 mg H5-8 & 400
mg F 58 & B IR EMEC OV TREFAHETH - 122
AR STz,

400 mg G- THRIAL 2210 7 L — F 3 OFIHER
MAEOREEB IOV, HEHIVZIL—-—F1H5
WIE 7 L= F20ERFHEBALNT W22 EhE, R
ML EEZ h o705, HETHRBEOREIRKIL
TV Z L0 b5 RIRRE L FEii L T ) 2T, iE
ENLEEEZ T2,

Vb, SAECY TSR E R L ETw 5 400 mg
BHIFHARNCBWTO RN, AR AHpE T
ol T EAIIRBEE NI,

oo

RIEBOFEREIZEE L, TSI 7272072 TR 26 fitiak D
BERTEE O Je A IS R# 72 LE T,

ALBEEERL R 2R 3 M R s B 25 =N EE - IDH %, kil
T A RS R A A AL SR AR e« AR, SR
SEBE ARG, A tEARE N RS S A S I AR
ke o R, W50 2 be b [ W 5% 5l b © kT
Sz, BEMERSRRE - WEAMEE, ERAEBILEH
EHEAR AP P ARFERE, AR R A R
B A, ESLERSER L v 5 — S 2, AV
FUHG B o 0 B e BB, A 23 11 UL 5790 B2 25 W 1 23 9% & >
& — NHEER, FrR A FER SRR
AEH, SILRFESSREFEER © MELE, &b Rl
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Fig. 3. Plasma concentration of garenoxacin.
Table 9. Summary statistics of trough plasma concentration
Dose (mg) Cases Avg SD Median Mini Max
200 12 0.8938 0.4169 0.7155 0.469 1.75
400 5 1.7100 0.4618 1.52 1.28 2.46
@® 200mg
‘ O 400 m,
Effective - @ 0O @ ©O@ ® coe ® O 8
=
Q
<
Q
&
o
<
=
g
o
Poor | O

0.4 O.IE 0.I6 0f7 O:8 0.I9 1:0 1:1 112 1:3 1.I4 1:5 1:6 1.I7 1:8 119 2:0 2:1 212 2:3 2:4 2:5

Trough concentration (ug/mL)

Fig. 4. Relationship between clinical efficacy and trough plasma concentration.
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Clinical phase II study of garenoxacin in patients with respiratory tract infections

—open-label, multi-center, non-comparative—

Hiroyuki Kobayashi”, Akira Watanabe”, Nobuki Aoki”,
Shigeki Odagiri”, Yasuyuki Sano” and Atsushi Saito”

Y Kyorin University, School of Medicine, 6-20-2 Shinkawa, Mitaka, Tokyo, Japan

¥ Department of Respiratory Medicine, Division of Cancer Control, Institute of Development, Aging and Cancer, To-
hoku University
(Present: Reserch Division for Development of Anti-Infective Agents, Institute of Development, Aging and Cancer,
Tohoku University)

¥ Department of Internal Medicine, Shinrakuen Hospital

Y Department of Respiratory Diseases, Kanagawa Prefectural Cardiovascular and Respiratory Diseases Center Hospi-
tal
(Present: Odagiri Respiratory Disease Clinic)

¥ Department of Allergy and Respiratory Diseases, Douaikinen Hospital
(Present: Sano Toranomon Clinic)

9 First Department of Internal Medicine, School of Medicine, University of Ryukyus

(Present: Japanese Red Cross Nagasaki Genbaku Isahaya Hospital)

The efficacy and safety of garenoxacin mesilate hydrate(GRNX), a des-F(6)-quinolone antibiotic, with 200
mg and 400 mg administered once daily were evaluated in patients with respiratory tract infections. Plasma
concentrations of garenoxacin were determined preliminarily.

1. Clinical assessment: The efficacy rates were 96.0% (24/25) in 200 mg group and 87.5% (21/24) in 400
mg group at the end of treatment. The efficacy rates at the 7th day of post-treatment were 100% (19/19) in
200 mg group and 94.7% (18/19) in 400 mg group.

2. Bacteriological efficacy: The eradication rates were 100% (16/16) in 200 mg group and 70.0% (7/10) in
400 mg group at the end of treatment. The eradication rates at the 7th day of post-treatment were 100% (11/
11) in 200 mg group and 6/8 in 400 mg group.

3. Safety: The incidence of drug-related adverse events was 9.7% (3/31) in 200 mg group and 6.5% (2/31)
in 400 mg group. The incidence of drug-related laboratory abnormality was 26.7% (8/30) in 200 mg group
and 194% (6/31) in 400 mg group.

4. Plasma concentration: The trough concentration of garenoxacin was 0.89 = 042 pg/mL in 200 mg
group and 1.71 £0.46 p g/mL in 400 mg group.

Results indicate that a 400 mg daily dose of GRNX gives a favorable prognosis in treatment for patients
with respiratory tract infections.



