VOL. 55 S-1 FEEPERE 951209 % garenoxacin @45 I11 #H b R ER 127

[FEZ - BBFR]
T PEMG 9 2 0} 5 & L 72 garenoxacin OGRS 1T #H HL i a0 ER

A BAT L W R AR - NS
L e S ZXRE L SR
VMRS R B
# BRUIG R AP il P S F S8 T IR M 355 0 72 5
(ALK A7 i B 27 BF FE i DL g e e 26 B & F 72 8 1)
i AL SR S 5 BN BE R
VNI 2 ) =y
o ARRR A R AR R B 25— IR
(B A PRR AR A B RS E )
O VWG Ak G 27 i J A e P 2 P
(L BRI SR 22 B R R R &)
D EINERFEN RIGRFPRER - BRI N e A R
(B RWg RS R AP B B B R A TR e e 27 Gl AR o HE RS Tl B2 585 )
¥ BRERN 7 R 27 B d A e 25 — PR
(B HARA- A Rl RS T e )

CERE 1946 H 8 Hazfih - PR 1947 A 18 HZHE)

FHoORIFA 7V aFx ) ar RiFE#E TH 5 garenoxacin mesilate hydrate (GRNX) o :ll i P ili
R B AEES X Ot E MG 5 HI9T levofloxacin (LVFX) % & I8 & L € HER R
B FEMi L 720 ARRBIIRONS L Rk & (LUF, AEE) CHEHE L 72/ E R O R REBA~ 04t
FUREEA M T A LD HME L, BEHREREIMHEZ TE 2R ) AERBRICAEDETEmL, 5%
TR Z P 58T 7 HEOG RIS 53 L 720

GRNX 13400mg # 1 H 1 [/ (GRNX #), LVFX13100mg # 1 H 3 (LVFX#) L, wFhd
10 035 & Uize AROEEMNT S 199 B33 2 8558 TR O AR 1E, GRNX B 99.1% (111/112
%1), LVFX % 94.3% (82/87 1) T& V), GRNX #:D LVFX B 5 IS MWAME S izo HEGRT
7 HBEOHRHIZ, GRNX H: 949% (94/99 1), LVFX #: 928% (77/83 1) Tdh - 720 MK FWRN T
fifixt 4 99 B B1F 2154 TR OMAE R R (WHEE) &, GRNX # (59/59 #i), LVFX # (40/
40 1) &£ HIT100% TdH o720 H5ET 7 HRISBIT 2 HiHKFIE, GRNX B 100% (50/50 1), LVFX
# 86.8% (33/38 #1) & GRNX # i LVFX BEICHIK LA BISHETH - 720 REVEMAT IS 253 FlOF]
e B X OHR M R 31, GRNX B 35.6% (48/135 f1), LVFX # 27.1% (32/118 %), ¥ 5
WINOLAEEFROEHEBLOZORELEO L LICHBEMICAESIALN LD > 7,

HVET D GRNX ORI & OIIKICB VT, ZOEREFMEN TH 2% 5K T 7 HEO AR,
RIBTD 94.9% (94/99 B1) 12hf L, HHETORAEIX 89.9% (89/99 ) TH WFML Twize T/, HEl
TER DFIFIL 156% TH Y HERBETO 198% LB L TH Y, ZoHME BECBWTHR-FH
RIIA SN H o T,

PiE X GRNX400mg1 H 18 10 HE$ 5%, MR ZOBERISH L, myBENA A1
T& 2% & & ITHHERAR ORI OIE T REME D & 2 B iz,

Key words: garenoxacin, pneumonia, double blind study, levofloxacin

R = )1 6-20-2



128 H & fb % 3 % % & M ik

OCT. 2007
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Fig. 1.

Chemical structure of garenoxacin.
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Fig. 2. Dosage schedules.
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Table 1. Patient background
No. of subjects (%)
Item Test ®
GRNX LVFX Total
No. of subjects in analysis 112 87 199
Gender Male 58 (51.8) 52 (59.8) 110 (55.3) Fisher
Female 54 (48.2) 35 (40.2) 89 (447) | p = 03146
Age (yr) =18 ~< 30 11 (9.8) 4 (4.6) 15 (7.5)
=30 ~< 40 17 (15.2) 17 (19.5) 34 (17.1)
=40 ~< 50 10 (8.9) 16 (18.4) 26 (13.1)
=50 ~< 60 15 (13.4) 11 (12.6) 26 (13.1)
=60 ~< 70 35 (31.3) 30 (34.5) 65 (32.7)
=70 ~< 80 24 (21.4) 9 (10.3) 33 (16.6)
< 65 69 (61.6) 62 (71.3) 131 (65.8) Fisher
=65 43 (38.4) 25 (28.7) 68(342) | p= 01764
Mean 55.1 53.0 54.2 t
S.D. 16.7 14.4 15.7 p = 03441
Body weight (kg) < 40 6 (5.4) 4 (4.6) 10 (5.0)
=40 ~< 50 28 (25.0) 18 (20.7) 46 (23.1)
=50 ~< 60 38 (33.9) 34 (39.1) 72 (36.2)
=60 ~< 70 20 (17.9) 17 (19.5) 37 (18.6)
=70 17 (15.2) 12 (13.8) 29 (14.6)
Unknown 3(2.7) 2 (2.3) 5(2.5)
Mean 55.66 57.51 56.47 t
S.D. 11.39 12.71 11.99 p = 0.2881
In/Outpatient In 9 (8.0) 5(5.7) 14 (7.0) Fisher
Out 64 (57.1) 54 (62.1) 118 (59.3) | p = 0.7438
In-Out 39 (34.8) 28 (32.2) 67 (33.7)
Severity of infection Mild 29 (25.9) 23 (26.4) 52 (26.1) Wilcoxon
Moderate 82 (73.2) 64 (73.6) 146 (734) | p = 0.8498
Severe 1 (0.9) 0 (0.0) 1(0.5)
Underlying disease and/or com- No 42 (37.5) 24 (27.6) 66 (33.2) Fisher
plication Yes 70 (62.5) 63 (72.4) 133 (66.8) | p = 0.1722
Influence of underlying disease No 42 (37.5) 24 (27.6) 66 (33.2) Wilcoxon
and/or complication to infec- Mild 54 (48.2) 48 (55.2) 102 (51.3) p = 0.1818
tion Moderate 14 (12.5) 15 (17.2) 29 (14.6)
Severe 2 (1.8) 0 (0.0) 2 (1.0)
Antimicrobial agent just before No 84 (75.0) 64 (73.6) 148 (74.4) Fisher
the study Yes 28 (25.0) 23 (26.4) 51 (256) | p = 08706
Unknown 0 (0.0) 0 (0.0) 0 (0.0)
Concomitant drug No 21 (18.8) 4 (4.6) 25 (12.6) Fisher
Yes 91 (81.3) 83 (95.4) 174 (874) | p = 0.0025
%) Fisher: Fisher's Exact test, Wilcoxon: Wilcoxon rank sum test, t: Student’s t-test
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Table 2. Distribution of causative organism

Causative organism GRNX LVEX
No 53 47
Yes 59 40
Monomicrobial GPB S. aureus (MSSA) 5 5
infection S. aureus (unknown resistance) 0 1
S. pneumoniae (PSSP) 12 9
S. pneumoniae (PISP) 5 3
S. pneumoniae (PRSP) 4 6
S. pneumoniae (unknown resistance) 3 1
Subtotal 29 25
GNB M. (B.) catarrhalis 1 2
K. pneumoniae 0 1
H. influenzae (BLNAS) 13 2
H. influenzae (BLNAR) 10 5
H. influenzae (unknown resistance) 2 2
P. aeruginosa 1 0
Subtotal 27 12
Total 56 37
Polymicrobial Two organ- S. aureus (unknown resistance) 0 1
infection isms + §. pneumoniae (unknown resistance)
S. pneumoniae (PISP) + H. influenzae (BLNAS) 1 0
S. pneumoniae (PRSP) + H. influenzae (BLNAR) 0 1
M. (B.) catarrhalis + H. influenzae (BLNAS) 1 0
K. pneumoniae + E. cloacae 0 1
H. influenzae (BLNAS) + P. aeruginosa 1 0
Total 3 3
Table 3. Clinical efficacy at the end of treatment (Efficacy rate)
Treatment Efficacy Efficacy rate ¥ Difference in clinical Difference in clinical effi-
group Case Effective Poor (%) 95%C.L efficacy rates® (%) cacy rate (%) 95%C.L
GRNX 112 111 1 99.1 95.1 ~ 100.0
LVFX 87 82 5 94.3 87.1 ~ 98.1 49 ~03~100

2 Efficacy rate (%) = no. of “effective” /no. of “effective and poor” X 100
Y Difference in efficacy rate (%) = GRNX group — LVFX group

Table 4. Clinical efficacy at the 7th day after treatment completion (Efficacy rate)

Treatment C Efficacy Efficacy rate ® 95%C.I Difference in clinical Difference in clinical ef-
ase L
group Effective Poor Unknown (%) ’ efficacy rates® (%) ficacy rate (%) 95%C.L
GRNX 112 94 5 13 94.9 88.6 ~ 98.3
2.2 —49 ~9.2
LVFX 87 77 6 4 92.8 849 ~97.3

2 Efficacy rate (%) = no. of “effective” /no. of “effective and poor" X100
b Difference in efficacy rate (%) = GRNX group — LVFX group

b GRNX # T571% (64/112 %), LVFX # T621% lX, GRNX#T625% (70/112 1), LVFX # T 724%
(54/87 1) Td > 7z BEYEFE LIS EIED IR D % < (63/87 B) TH o 72h%, FD ) HIEMEBE - EPREDK
(734%), GRNX # T732% (82/112%1), LVFX# T HHE~NOEBEOREIIREOEM IR DS % {, GRNX
73.6% (64/87 1) TdH ) FIEBIIZ GRNX B 1 BIASH S BET482% (54/112 1), LVFX #:T 55.2% (48/87 ) T
NIZDORTHoTz. Tz, HEERE - GOHED Y OIER  H o 7z — T, TN B IEE O HIIE GRNX B T 24



VOL. 55 S-1 H B 9512003 5 garenoxacin D45 TIT AHHL B AR 133
Table 5. Clinical efficacy by pretreatment with antimicrobial agents used more than 3 days
during 7 days before the study, no cases were effective by pretreatment
Category Treatment Case Efficacy Rate @
group Effective Poor

Penicillins GRNX 1 1 0 1/1
pe LVFX 0 0 0 —
Cephems GRNX 6 6 0 6/6
e LVFX 6 6 0 6/6
Macrolides GRNX 8 8 0 8/8
b LVFX 6 5 1 5/6
Polyantimicrobial agents GRNX 1 1 0 1/1
LVEX 4 2 2 2/4

® Efficacy rate (%) = no. of “effective” /no. of “effective and poor”

Table 6. Clinical efficacy in the cases with pretreatment with another antimicrobial agents

during 7 days before the study medication

Category Treatment Case Efficacy Rate @
group Effective Poor
Cephems + Cephems GRNX 0 0 0 —
LVFX 1 0 1 0/1
Cephems + Macrolides GRNX 1 1 0 1/1
LVFX 0 0 0 -
Cephems + Quinolones GRNX 0 0 0 —
LVFX 1 1 0 1/1
Macrolides + another? GRNX 0 0 0 —
LVFX 1 0 1 0/1
Cephems + Cephems + Cephems GRNX 0 0 0 —
LVFX 1 1 0 1/1

* Efficacy rate (%) = no. of “effective” /no. of “effective and poor”

b Antimicrobial agents other than those above (penicillins, carbapenems, aminoglycosides, tet-

racyclines)

(18%) 12 BN 72A%, LVFX BETIZA SN o720 Bl
F X EYGERRERE B X O - A ORE O RYE LS
FIZTHEBEOREIZE L QIIMAERICEEITALNLE
o lz.

TRETOARYE (p<0.15) 2PEH#E (p=0.0025),
MR (p=0.1225) B X OH (p=0.1486) IZA SN
7zo BRHZE [H Y | BL ORI [—] OIEFOEE
| GRNX #E X ) LVFX BT <, Mdia [— ] oEBI DK
(% GRNX B CTREid - 720

AR VESRAT R G4 I B B RS9 541 & 7R L 72 (Ta-
ble 2), #EA&H MM BIIZ, GRNX #5961, LVFX # 40
BlThh, Z0H) HLBEHRBEIGESIIWHETCHIND 3
BIDORIZH SNz 75 LEEYERE M1 GRNX B 29
BB L O LVFX B 25 BICTH - 724%, 7 F LEMEHER
%l 13 GRNX # 27 %, LVFX # 12 %] & GRNX # T %
Moo BRRBII A D & HMRRIMRIIZ, S. pneumo-
niae 43 % (GRNX # 24 %1, LVFX # 19%]) TH Y, 9

%, PISP ix GRNX # 5, LVFX # 3% T, PRSP i
GRNX #: 4 #1, LVFX B 6 BliCA b7z, £72, H. influ-
enzae 34 B C GRNX B 25 6, LVFX#9HBITH YV, B-
lactamase negative ampicillin-resistant H. influenzae
(BLNAR) (% GRNX # 10 ], LVFX #561Tdh -7z
T b LT ER TH - 720

GRNX &G ToOSREZWNICH T2 GRNX B L
LVFX ® MICx 13 ZNZH1 005 ug/mL B £ 15078 ug/
mL, LVFX # 5-# T ® GRNX B X ' LVFX ® MICy
FENZN 005 ug/mL BXO078 ug/mL T, Wi
B EZYEDE I A SN > 72,

3. ERIRRDA

1) ERREIHR

ARNVEFRAT S RN BT 5 B 5 TREOH R,
GRNX #:99.1% (111/112#1), LVFX # 94.3% (82/87
) THY, GRNX BEIZ LVFX IZIELEMETH - 72 (Ta-
ble 3)o AR DD 95% fFHHIXH 1L - 03~10.0% TdH
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Table 7. Clinical efficacy classified by causative organism at treatment completion
. . Treatment Efficacy Rate @
Causative organism case 95%C.I
group Effective Poor (%)
Monomicrobial GPB GRNX 5 5 0 [5/5]
infecti S. aureus (MSSA)
Infection LVFX 5 4 1 [4/5]
GRNX 0 0 0 — —
S. aureus (unknown resistance)
LVFX 1 1 0 [1/1]
GRNX 12 12 0 100.0 73.5 ~ 100.0
S. pneumoniae (PSSP)
LVFX 9 9 0 [9/9] 66.4 ~ 100.0
GRNX 5 5 0 [5/5]
S. pneumoniae (PISP)
LVFX 3 3 0 [3/3]
GRNX 4 4 0 [4/4]
S. pneumoniae (PRSP)
LVFX 6 6 0 [6/6] 54.1 ~ 100.0
GRNX 3 3 0 [3/3]
S. pneumoniae (unknown resistance)
LVFX 1 1 0 [1/1]
GRNX 29 29 0 100.0 88.1 ~ 100.0
Subtotal
LVFX 25 24 1 96.0 79.6 ~ 99.9
GNB GRNX 1 1 0 [1/1]
M. (B.) catarrhalis
LVFX 2 2 0 [2/2]
GRNX 0 0 0 — —
K. pneumoniae
LVFX 1 1 0 [1/1]
GRNX 13 13 0 100.0 75.3 ~ 100.0
H. influenzae (BLNAS)
LVFX 2 2 0 [2/2]
GRNX 10 10 0 100.0 69.2 ~ 100.0
H. influenzae (BLNAR)
LVFX 5 5 0 [5/5]
GRNX 2 2 0 [2/2]
H. influenzae (unknown resistance)
LVFX 2 2 0 [2/2]
GRNX 1 0 1 [o/1]
P. aeruginosa
LVFX 0 0 0 — —
GRNX 27 26 1 96.3 81.0 ~99.9
Subtotal
LVFX 12 12 0 100.0 73.5 ~ 100.0
Polymicrobial GRNX 3 3 0 [3/3]
infecti Two organisms
infection LVFX 3 3 0 [3/3]
GRNX 3 3 0 [3/3]
Subtotal
LVFX 3 3 0 [3/3]
GRNX 59 58 1 98.3 90.9 ~ 100.0
Total
LVFX 40 39 1 97.5 86.8 ~ 99.9

¥ Efficacy rate (%) = no. of “effective” /no. of “effective and poor" X100

0, TREAZ-10% = FH S 2ho722 & 225 GRNX
B LVFX BECKH T 2 S BGE S N7z, F72, K
FENT R REMIC BT 25 5& TROARZFIL, GRNX
% 943% (116/123 %), LVFX %% 844% (92/109 #]) T
HY, BNROED 95% FEXMEIE 20~179% LF L
CTFRRMEIE-10% %2 TR S Z&h o7,

HVE O g I THIE L7 58T 7 HigOH
®) Fk, GRNX ¥ 949% (94/99 #1), LVFX # 92.8%
(77/83 ) TH Y, D 95% FHHXHIZZ I Z 88.6~
98.3%, 849~973% T - 7= (Table4), GRNX & &
LVFX B DA %3 D 3 0 95% 13 1 1X # 13 —4.9~9.2%

THhY, WMEMIERIALSN R,

$e501 7 H LIWICL O BT A 3 H R DL E$e G- S 7z
32 B oWvT, GRNX #td L ' LVFX BEDERIRE) K %
Bigg L7z B GMEEEVwIn IR TH Y, H
X %7 o 720 HIHG-PURZE 1 FEH O E B 1L GRNX B
1561, LVFX# 126 TH Y, ARRIZLH LI 100%
(15/15 #1), 91.7% (11/12#1) Tad o7z (Table5)o
7z, Hi¥KG-PUR EEBEH TIZGRNX #ET 161, LVFX
METAHITHY, GRNX #0 1 FlIEAER), LVFX #Tid
4B 2 BIDHR T o 720 MR 3 B BT BT 591

b

REOWHRIZ~ 7074 FREDPIRE, 7 = 2R50
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Table 8. Clinical efficacy classified by causative organism at treatment completion
Polymicrobial Treatment . .
. ) Case No. Causative organism Efficacy
infection group
Two organisms S. pneumoniae (PISP)
GRNX 0501901 effective
H. influenzae (BLNAS)
H. influenzae (BLNAS)
GRNX 0503002 effective
P. aeruginosa
M. (B.) catarrhalis
GRNX 0507101 effective
H. influenzae (BLNAS)
8. aureus (unknown resistance)
LVFX 0505103 effective
S. pneumoniae (unknown resistance)
K. pneumoniae
LVFX 0510203 effective
E. cloacae
S. pneumoniae (PRSP)
LVFX 0513101 effective
H. influenzae (BLNAR)
Table 9. Bacteriological efficacy
Bacteriological effect
L Difference in | Difference in
Treatment Eradication Eradication Ly s b
Case Partially o eradication® | eradication®
group (presumable | Decrease L Persistence | Unknown | rate® (%)
. eradication (%) 95%C.1.
eradication)
GRNX
112 59 0 0 0 53 100.0
Treatment group
. 0.0 0.0 ~ 0.0
completion LVFX
87 40 0 0 0 47 100.0
group
GRNX
7th day after 112 50 0 0 0 62 100.0
group
treatment 13.2 2.4~ 239
. LVFX
completion 87 33 0 0 5 49 86.8
group

4 Eradication rate (%) = no. of “eradication (presumable eradication)" /no. of “eradication, decrease, partially eradication, persistence" X100

b Difference in eradication rate (%) = GRNX group — LVFX group

e

W+t 7 ARPHE, ~27 054 FREEE+Z0
flson % 161 TdH 72 (Table6),

2) AR BIERR R

BT SRR BV 2 R &SRB O H 5, 7
T 2Bk BB i% 54 B (GRNX B 29 f5l, LVFX # 25
Bl), 75 2Rk EGB1X 39 61 (GRNX # 27 6, LVFX
B128) TH o720 TD9HH 7T ABTER HMHIRY R
T AR TEOARHIE, GRNX # 100% (29/29 1),
LVFX # 96.0% (24/25 ) T#X)o 1 #lid methicillin-
susceptible Staphylococcus aureus (MSSA) &G4BT d -
72 (Table 7)o 7 T 2 B i HARRG 0§ 5 e 58 T IR
DANFIL, GRNX # 96.3% (26/27 1), LVFX # 100%
(12/12 1) T > 720 GRNX BEDOMERIBIX, Pseudomonas
aeruginosa & 4% ¥ T P. aeruginosa \Z Xf 3 % GRNX ®
MIC % 156 pg/mL TH ), MIFFHRIRIE [THEK] T
Hotze T, HEFEGHEL 6B (GRNX #:, LVFX
BEEDHE3H) Tholo TNHITHTHHEGRTHD
BRI X GRNX BB L O LVEX HO & 3FlI & 112

AR Td - 72 (Table 8) . HMW, HWEWEYE GFF L7
A #3, GRNX # T 983% (58/59 61), LVFX # T
975% (39/40 #) TH Y, I ENEIIRE NIz,

4. HAWFR R R

AN R SRR O 9 5 M E R RS EAl v gE Bl <
DOFH TR ORI L F 1 GRNX B, LVFX & b1
100% (GRNX # 59/59 %1, LVFX # 40/40 Bl) T& - 7=
(Table 9)o ¥ 5-# T 7 H# O WKL GRNX BT
100% (50/50 1) Td - 72»%, LVFX T 86.8% (33/
3861 TH Y 5HIICHVTHME S Tw, GRNX
B LVFX ORI ERDED 95% EHE X 1% 24~
239% T Y, GRNX #13 LVFX BEICHAH E I W E
Th otz BIHIZ GRNX FETY T AR 30 Hdb X
07 J LRatkEH 32 BRoEE 62 ¥k, LVFX T2 5 4Btk
HBLIUY T LABEERE 15 OGS HRTH - 720
GRNX #, LVFX # & D12 54 T R e S 1 B i 114 2%
13 100% (GRNX % 62/62 ¥k, LVFX B 43/43 ¥%) T
Ho 12, PGHT 7 HEOR AL GRNX B 100%
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Table 10. Bacteriological prognosis at the 7th day after treatment completion
. . Treatment No. of Bacteriological prognosis Eradication
Causative organism . o 95% C.L
group strains Eradication Persistence Unknown rate ® (%)
GPB GRNX 5 4 0 1 [4/4]
S. aureus (MSSA)
LVFX 5 3 1 1 [3/4]
S. aureus GRNX 0 0 0 0 - -
(unknown resistance) LVFX 9 92 0 0 [2/2]
GRNX 12 12 0 0 100.0 73.5 ~ 100.0
S. pneumoniae (PSSP)
LVFX 9 7 1 1 [7/8] 47.3 ~99.7
GRNX 6 5 0 1 [5/5]
S. pneumoniae (PISP)
LVFX 3 2 1 0 [2/3]
GRNX 4 3 0 1 [3/3]
S. pneumoniae (PRSP)
LVFX 7 5 2 0 (5/7] 29.0 ~ 96.3
S. pneumoniae GRNX 3 2 0 1 [2/2]
(unknown resistance) LVFX 2 2 0 0 [2/2]
GRNX 30 26 0 4 100.0 86.8 ~ 100.0
Subtotal
LVFX 28 21 5 2 80.8 60.6 ~ 93.4
GNB GRNX 2 2 0 0 [2/2]
M. (B.) catarrhalis
LVFX 2 2 0 0 [2/2]
GRNX 0 0 0 0 — —
K. pneumoniae
LVFX 2 2 0 0 [2/2]
GRNX 0 0 0 0 — —
E. cloacae
LVFX 1 1 0 0 (1/1]
GRNX 16 15 0 1 100.0 78.2 ~ 100.0
H. influenzae (BLNAS)
LVFX 2 2 0 0 [2/2]
GRNX 10 8 0 2 [8/8] 63.1 ~ 100.0
H. influenzae (BLNAR)
LVFX 6 6 0 0 [6/6] 54.1 ~ 100.0
H. influenzae GRNX 2 1 0 1 [1/1]
(unknown resistance) LVFX 2 92 0 0 [2/2]
GRNX 2 1 0 1 [1/1]
P. aeruginosa
LVFX 0 0 0 0 — —
GRNX 32 27 0 5 100.0 87.2 ~ 100.0
Subtotal
LVFX 15 15 0 0 100.0 78.2 ~ 100.0
GRNX 62 53 0 9 100.0 93.3 ~ 100.0
Total
LVFX 43 36 5 2 87.8 73.8 ~ 959

) Eradication rate (%) = no. of “eradication” /no. of “eradication and persistence” X 100

(53/53 ¥k), LVFX BTl 87.8% (36/41 #) TH Y, =
DOFETHBRE S N 7-HHE X MSSA 1 %, PRSP 2 #, PISP
B & U penicillin-susceptible S. pneumoniae (PSSP) 254
1#RTd o 72 (Table 10), MMEF MR R AL (Un-
known) DEBIAS 11 B A SN/2HY, ZOHEHBE LTE
WZHUE DB E S N o 72 B VIR
EEICLBEDTH oz B SN WEIIHT S
LVFX & MIC & MSSA 020 pug/mL, S. pneumoniae
0.78~156 ug/mL T & - 72 %%, — J GRNX @ MIC iX
MSSA <0025 ug/mL, S. pneumoniae 0.05 ug/mL T
Hotzo % B, LVFX HG-REOFHBE O MIC 134 51
EFBETH Y, WHALIEAS N7z,

5. &M

AEFLIT 17360, 403 fF (GRNX #: 90 1, 199 1,
LVFX # 83 #, 204 fF) 568l L7z (Table 11), FHIFIX
GRNX # 66.7% (90/135 %), LVFX % 70.3% (83/118
Bl) THY, MEHTEIAON G, o7 2D b,
FETHEZ N Z N GRNX B 2 ) (B O msEge, flioH
PEF ), LVEX B 2 6 (PHEEMESGERE (kI X %
R, MiOEMEH AW DS S NI2h, R E DR E
MEREVwInd [E/REL] CHESN, ZofioR
BELhHEHRLIIGRNX B TIH, 34, LVFX#TE6
Bl, 91 TH o720 GRNX BECHBBRZ5MED Y ]
EHE SN2 b DR EREIRD 1 RO AR TH - 7225,



VOL. 55 S-1 H B 9512003 5 garenoxacin D45 TIT AHHL B AR 137
Table 11. Overview of adverse events
Event Relation- Treatment No. of No. of No. of Incidence Difference in inci- Difference in incidence
vents
ship ® group subjects event case rate® (%) dence rate (%) © rate (%) 95% C.L
Adverse GRNX 135 199 90 66.7
1~5 —3.7 —151~78
events LVFX 118 204 83 70.3
GRNX 135 117 61 45.2
1~4 —-23 —14.6 ~ 10.0
LVFX 118 101 56 475
GRNX 135 87 48 35.6
1~3 8.4 —29~19.8
LVFX 118 53 32 27.1
Laboratory GRNX 134 106 56 41.8
b aliti 1~5 -6.9 —19.2 ~ 54
abnormafities LVFX 117 107 57 48.7
GRNX 134 76 42 313
1~4 0.6 =109 ~ 12.0
LVFX 117 63 36 30.8
GRNX 134 57 33 24.6
1~3 5.0 =53~ 152
LVFX 117 39 23 19.7
Serious ad- GRNX 135 5 5 3.7
1~5 -3.1 —86 ~ 25
verse events LVFX 118 11 8 6.8
GRNX 135 1 1 0.7
1~4 —0.1 —23~21
LVFX 118 1 1 0.8
GRNX 135 1 1 0.7
1~3 0.7 —0.7 ~ 22
LVFX 118 0 0 0.0
Significant GRNX 135 7 6 4.4
d 1~5 —4.0 —10.1 ~ 2.1
adverse LVFX 118 16 10 8.5
events
GRNX 135 3 2 1.5
1~4 —28 —-69~14
LVFX 118 6 5 4.2
GRNX 135 3 2 1.5
1~3 - 1.1 —4.6 ~ 24
LVFX 118 4 3 2.5
Dropout by GRNX 135 2 1 0.7
d 1~5 -1.8 —-50~ 14
adverse LVFX 118 4 3 2.5
events
GRNX 135 2 1 0.7
1~4 —-1.0 —-37~18
LVFX 118 3 2 1.7
GRNX 135 2 1 0.7
1~3 - 1.0 —-37~18
LVFX 118 3 2 1.7

¥ 1 Certain, 2 Probable, 3 Possible, 4 Not likely, 5 Unrelated

b Incidence rate = Incidence cases/Subjects evaluable for safety X 100

° Difference in incidence rate (%) = GRNX group — LVFX group

2o TRz L] Thotze F72, LVFXBET [
Bhrus L] LHESRZLOREO 1 oA TH
D, ZOMITRT [BREL] Tholeo HELAE
F450L GRNX BT 6 6, 71, LVFX #:C 10 #1, 16 74-%
L7z AEFRIC LD HIEANIE GRNX # T 14,
LVFX BT 3HITH - 720

W PR M A i R S B 13 113 40, 213 4 (GRNX %k 56
B, 106 £, LVFX #: 57 f, 107 fF) L 7z. 5BI%
I& GRNX #f 41.8% (56/134 1), LVFX #f 48.7% (57/117
Bl) THY, WMEMTEIASNED S,

BRI X AEIEM B & TR MR o 5B,
80 f5l, 140 f4: (GRNX #f 48 51, 87 ff, LVFX # 32 #i,
53 1F) 1A b7z, JEHIEIL GRNX B 356% (48/135

%), LVFX B 27.1% (32/118 ff)) TdH - 7225, WEM T
HIAONL o T2,

B 3% Ll oG ERLE, GRNX BECUHRE, MM
VEPGHE, AIRE, {REIPES v, R, ALT 8400, AST
B, M7 37 —€Rm, i R, i
Vo 2 B0, R, CK HEhn, ALP b, SFmeEkEdE
BIULDH¥INTH > 720 T 72, LVFX BETIIARE,
SEORE, N, FEIMED v, ALT 840, AST Hghn, i
7 R RER, GFEREREGEN, ALP B4, AL, CK ¥
i, a7 37 —EHIN, y-GTP #m X Ol iR FE
MTH -7,

FEBE 3% YL L ORIVEM B X OVl R M A 2w,
GRNXEETIZALTHIN, ASTHIM, Ifirp 7 3 5 —Ehihn,
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Table 12 A. Drug-induced adverse reaction, in case and in event

Adverse event GRNX group LVEX group
SOC, HLGT Relationship Relationship
Subject to drug® Subject to drug®
‘ PT Case (%) Case (%)
Metabolic and nutritional disorder
‘ Anorexia 135 0 (0.0) 118 1(0.8)
Subtotal 135 0 (0.0) 118 1 (0.8)
Psychiatric disorder
Insomnia 135 1(0.7) 118 0 (0.0)
Nightmare 135 0 (0.0) 118 1 (0.8)
Subtotal 135 1(0.7) 118 1(0.8)
Nervous system disorder
Dizziness 135 1(0.7) 118 1(0.8)
Headache 135 2 (1.5) 118 3 (2.5)
Somnolence 135 2 (1.5) 118 0 (0.0)
Thrill 135 0 (0.0) 118 1(0.8)
Subtotal 135 4 (3.0) 118 5 (4.2)
Respiratory, thoracic and mediastinal disorder
Haemoptysis 135 1(0.7) 118 0 (0.0)
Nasal passage irritation 135 1(0.7) 118 0 (0.0)
Subtotal 135 2 (1.5) 118 0 (0.0)
Gastrointestinal disorder
Abdominal pain upper 135 1(0.7) 118 0 (0.0)
Cheilitis 135 1(0.7) 118 0 (0.0)
Constipation 135 1(0.7) 118 0 (0.0)
Diarrhea 135 4 (3.0) 118 4(34)
Glossitis 135 1(0.7) 118 0 (0.0)
Loose stools 135 1(0.7) 118 0 (0.0)
Tongue disorder 135 2 (1.5) 118 0 (0.0)
Vomiting 135 0 (0.0) 118 1 (0.8)
Epigastric discomfort 135 1(0.7) 118 0 (0.0)
Subtotal 135 11 (8.1) 118 4 (3.4)

¥ Drug-induced reaction included certain, probable and possible in category of adverse event and drug

" Incidence of adverse event = Incidence cases/Subjects evaluable for safety X 100

M) o 28B L O FHTH o7z (Tables 12 A~
C)o % 7°, LVEX B TIZ ALT %4, AST 84/, ALP
B, 7 R pERINB L O T d - 72,
THERIRE TR, MBS B ICHEREE S X OIS
AL L A O GRNX B & LVFX BECHEHS
OFEFBLUEKE 7 L—F (BE) EREETHY, RFEIC
BRNR2EGERRIASN LD - 72,
nL. == =
—fEIC7 VA aF s arRPEEER, RoPTEETES
S ORI RN IS X o TR S hTw
Bo L L%DS, HERMPSOEZMITIMAT, SEHE
WAL o M, ZatEolmp S R, LEXE
QTc fEE, MR E 2 EAMRH ST b, GRNX
BENSEEDO7Z VTS ) u vy RHEIET 5 ME

R, T b B IR RGEEIB CTHEE %5 T 536
T PEDOM BRI, 7 FYERE, TEWICHEERT S~
AATIGARZ2a—F=TBLIPNI/IFIVTZa—FE=
T L WPl 2=~ L, T hBowE»%w»
H BRI OV W2 BAEE LT, A
SNPOMIICE TSI N/e REOHRKRMERHARL LT
400mgl HIMF G N ESIN7zd, KHETO
fAUC/MIC 37 F 2 BtEE T 30 ULk, 75 2Btk
T 125 PLEZR LT B AR, £ Lo -
HETORERE, ZelrsBBINcHGEETsZ L4 N
WHIB PRI 25 % R 52 LVEX & o [ Tl ik Bk & i
THIEE L, £72, AETHRITLTHEONSET
DR T — & OAFREHE OB R L LI THT LD
Hiy& LA ERE L F—ZM o b & TR S iz,
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Table 12 B. Drug-induced adverse reaction, in case and in event
Adverse event GRNX group LVFX group
SOC. HLGT Relationship Relationship
Subject to drug? Subject to drug®
PT Case (%) Case (%)
Skin and subcutaneous tissue disorder
Eczema 135 1(0.7) 118 0 (0.0)
Erythema 135 1(0.7) 118 0 (0.0)
Night sweats 135 0 (0.0) 118 1(0.8)
Pruritus 135 2 (1.5) 118 0 (0.0)
Rash 135 2 (1.5) 118 0 (0.0)
Rash papular 135 1(0.7) 118 0 (0.0)
Subtotal 135 5 (3.7) 118 1(0.8)
General disorder and administration site
Chest discomfort 135 1(0.7) 118 0 (0.0)
Feeling abnormal 135 1(0.7) 118 0 (0.0)
Oedema peripheral 135 0 (0.0) 118 1(0.8)
Thirst 135 1(0.7) 118 0 (0.0)
Subtotal 135 3(2.2) 118 1(0.8)
Investigations
Cardiac and vascular investigations (excl. enzyme test)
Blood pressure decreased 135 0 (0.0) 118 1(0.8)
Blood pressure increased 135 1 (0.7) 118 1(0.8)
Enzyme investigation
Blood creatine phosphokinase increased 129 2 (1.6) 114 1(0.9)
Blood lactate dehydrogenase increased 132 2 (1.5) 115 0 (0.0)
Blood alkaline phosphatase increased 132 2 (1.5) 114 4 (3.5)
Gastrointestinal investigation
Blood amylase increased 133 8 (6.0) 114 2 (1.8)
Haematology investigations (incl. blood group)
Eosinophil count increased 131 3(2.3) 115 3(2.6)
Neutrophil count decreased 47 1(2.1) 49 0 (0.0)
White blood cell count decreased 132 2 (1.5) 115 0 (0.0)
Platelet count increased 132 2 (1.5) 115 2 (1.7)

¥ Drug-induced reaction included certain, probable and possible in category of adverse event and drug

" Incidence of adverse event (%) = Incidence cases/Subjects evaluable for safety X 100

FTTIAE IR EZ R E L LVFX L OB T
WBGRERATT b IL T 7228, AR C It B ASHE IS E &
HLZWHZEEL, ARBIILYEAIMiE, <12
TIARBLO Y T I VTR % B RPN % % 3t 5
& L7z ZOHFEDOIMERROMTICH 72 > TR
Bk MIRME B0 2 ARMER L et oM
PHEZEFHIT5 2 & & L7,

9, KRB CRONTEREERTLE, HGHT
B A xh %1%, GRNX #99.1% (111/112 $1), LVFX
B 94.3% (82/87 ) T o722 D5 TN DHRED
7% (GRNX B —LVFX B) @ 95% 13 ¥ X [ 13 - 0.3~
100% TH Y, FTHMEIZ-10% 2 THS4ho722 &
5, GRNX B0 LVFX BRI 2 IEHMEAHMEE S 7z,

¥ 72, WA RERICBVW TR, ARDED 95%
fEHEX 1L 20~179% TH VD, TIREA-10% %= F M
Do 72 PEGHET REOME FE IR FE (HHJ3) 1,
GRNX # 100% (59/59 f51), LVFX # 100% (40/40 1)
Thotzh, #HG5H-TTHHRTIEZENRZN100% (50/50
Bl), 86.8% (33/38 ) T o720 5T 7 HERIZHBIF
B WIHRFEDZED 95% FHEXHIE 24~239% TH D,
GRNX # X LVFX BRIl LAEICE WEIR Sz,
LVFX B CH G T 7 HBRICA SN2 5 F o FkHE
13 MSSA 1%k, PRSP 2 ¥k, PISP 3 X " PSSP % 1 % T &
D, $RTCTZFLHEMRTH o720 TNHDOFEHT T
H#%EOERAREINITNE AN TH Y, FHGHTHRE I
58T 7THBOBKFM NF 2 —% kiR, WBC,
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Table 12 C. Drug-induced adverse reaction, in case and in event

Adverse event GRNX group LVEX group
SOC, HLGT Relationship Relationship
Subject to drug® Subject to drug®

PT Case (%) Case (%)
Hepatobiliary investigation

Alanine aminotransferase increased 132 14 (10.6) 115 10 (8.7)

Aspartate aminotransferase increased 132 12 (9.1) 115 6 (5.2)

Gamma-glutamyltransferase increased 132 0 (0.0) 115 2 (1.7)
Metabolic, nutritional and blood gas investigations

Blood glucose increased 131 2 (1.5) 115 4 (3.5)
Renal and urinary tract investigation and urinalysis

Blood creatinine increased 132 1(0.8) 115 1(0.9)

Blood urea increased 132 1(0.8) 115 1(0.9)

Protein urine present 130 0 (0.0) 110 1(0.9)
Water, electrolyte and mineral investigation

Blood potassium increased 131 4(3.1) 115 0 (0.0)
Incidence cases 135 48 (35.6) 118 32 (27.1)

¥ Drug-induced reaction included certain, probable and possible in category of adverse event and drug
b Incidence of adverse event (%) = Incidence cases/Subjects evaluable for safety X 100

Table 13. Clinical efficacy at the 7th day after treatment completion (Efficacy rate)

Efficacy Difference in clinical Difference in clinical ef-
Country Case Efficacy rate 95%C.L )
Effective Poor Unknown efficacy rates® (%) ficacy rates (%) 95%C.L
Japan 112 94 5 13 94.9 88.6 ~ 98.3
5.1 —23~ 124
Overseas 99 89 10 0 89.9 82.2 ~ 95.0

2 Efficacy rate (%) = no. of “effective” /no. of “effective and poor” X 100
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Clinical phase III comparative study on garenoxacin versus levofloxacin in
patients with bacterial pneumonia

Hiroyuki Kobayashi”, Akira Watanabe”, Nobuki Aoki’, Shigeki Odagiri”,
Shin Kawai”, Yoshihito Niki’, Shigeru Kohno” 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
" Odagiri Respiratory Disease Clinic
® First Department of Internal Medicine, Kyorin University School of Medicine
(Present: Department of Infectious Disease, Kyorin University School of Medicine)
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(Present: Division of Molecular and Clinical Microbiology, Department of Molecular Microbiology and
Immunology, Nagasaki University Graduate School of Biomedical Sciences)
¥ First Department of Internal Medicine, School of Medicine, University of Ryukyus

(Present: Japanese Red Cross Nagasaki Genbaku Isahaya Hospital)

The clinical efficacy and safety of garenoxacin mesilate hydrate(GRNX), a novel des-fluoro quinolone, and
levofloxacin (LVFX) for bacterial pneumonia were investigated double blind. Clinical efficacy was observed
at the end day of treatment, and comparing the results of the 7th day after treatment completion in Euro-
pean and South American studies, patients were treated with either GRNX 400 mg once daily (GRNX group)
or LVFX 100 mg three times daily (LVFX group) for 10 days.

The efficacy rates at the end day of treatment were 99.1% (111/112) in the GRNX group and 94.9% (82/87)
in the LVFX group. The noninferiority of GRNX against LVFX was demonstrated. The efficacy rates at the
7th day after treatment completion were 94.9% (94/99) in the GRNX group and 92.8% (77/83) in the LVFX
group. Bacteriological efficacy was 100% in both the GRNX group (59/59) and the LVFX group (40/40). The
bacteriological eradication rates at the 7th day after treatment completion were 100% (50/50) in the GRNX
group and 86.8% (33/38) in the LVFX group. The incidence of drug-induced adverse events, including labo-
ratory abnormalities was 35.6% (48/135) in the GRNX group and 27.1% (32/118) in the LVFX group, indicat-
ing no significant difference between groups. The sort and grade of adverse events were also similar be-
tween groups, and no strange event was observed.

The efficacy rate of GRNX at the 7th day after treatment completion was 89.9% (89/99) in European and
South American studies. The clinical efficacy and safety which were observed in our study were similar to
those of overseas results.

Summarizing this study, GRNX, a 400 mg oral dose once daily for 10 days, should be clinically a very use-
ful medication in the treatment of bacterial pneumonia.



