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Chemical structure of garenoxacin.
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Table 1. Resistant standard for antimicrobial testing

LVFX® CPFX TFLX®

CDTRY

EM® CAM® AZM? TELY

=8 =4 =05

=1 =1 =2 =4

a,

National Committee for Clinical Laboratory Standards. Performance Standards for Antimicro-

bial Susceptibility Testing; Fourteenth Informational Supplement M100-S14. NCCLS, Wayne,

PA
b

Chen D K, McGeer A, de Azavedo J C, Low D E. Decreased susceptibility of Streptococcus pneu-

moniae to fluoroquinolones in Canada. Canadian Bacterial Surveillance Network. N Engl J

Med 1999; 341: 233-9
No reference

°
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1) wROMHITGER (FAS: Full Analysis Set)
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FAS® 9 %, B#PILHEZE-L, DT X ) LR
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PPS D9 %, #51H1 OME AR BV TRE R A

FERSNERIC L 28 E L,
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MR AT RER DS B, RRERE & LTS pneu-
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OMJRERE] PNCH G TREORRIE ERFE) &5
KIZZ D 95% X 2 5 L7z,
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RIKIEHT & L C TR O~Q DT % FE i L 720
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Registerd subject 99 e e s .
720 B EHI QPR ERG-% L1 824% Th o7z, BEH
Pneumonia 68 %&) b X 92.2%, 1#}%%(£7§C LiX745% TH -7,

Secondary infection of chronic

respiratory disease 19
Acute bronchitis 12
Safety analysis set 99
Pneumonia 68

Secondary infection of chronic

respiratory disease 19
Acute bronchitis 12
Clinical efficacy analysis set 83
Pneumonia 56

Secondary infection of chronic

respiratory disease 18
Acute bronchitis 9
Bacteriological efficacy analysis set 66
Pneumonia 44

Secondary infection of chronic

respiratory disease 15
Acute bronchitis 7
8. pneumoniae detection analysis set 51
Pneumonia 33

Secondary infection of chronic
respiratory disease 14
Acute bronchitis 4

Fig. 2. Subject disposition.

SHBASRED 16 Bl %2 BrAb L 72 83 Bl & L7z (Fig. 2) o Ml %~
BORAT X REERNZ, T E O KB B X ORERERKD
17 Bl % BEA U 72 66 B & L 720 Bl S EREE AT 5 S 4L H1,
JEH & LT geBRi AT S 7z 51 61 & L7z MlA A
N7z 99 Bl % ZEVETRHRAERM & L7z,

2. BHEER

il S ER AT R 0 BEBRICOWT, HHTIE
Bk (68.6%) AL (314%) I2HA~T% %572 (Table
2)o AEWHITI, 65 AR DOIEREH (62.7%) A3
(37.3%) £V Zh o7z, FIRE CFHMH B %) (&
543£106kg TH H, AFBE -4 Ko X 45 Tl sk
(52.9%) A% 2> 720 IERYE EIEFEITHSIED R D <,
706% Tdh o 7zo HEERE - HOHED ) OIERBIL 76.5%
THY, FEEEE - SUHEOBRGYEICITTRER, B’

3. BRI

1) MR AT SR I B B 54 T REDBRIR
PIES

5T B oK %KX, PRSP T8/9 %I, PISP T
93.8% (15/16 1), PSSP T 100% (22/22 1), WA
DI RIRETABITRCTHEMTH Y, EhROFRFE
96.1% (49/51 1) Td -7z (Table3), PRSP 75#iHh &
N7-MER) 1PN, 5 3 HIRICRRE AR L7225, BT
FeREMAME (AST, ALT, ALP BX U y-GTP : ¥XC
7L —F2) FRICEBHG5HILBITH > 720 £/, PISP
AR SR 1 B, P53 HIRICEIR R AT L
T2 DSERE DM TEN % T o 720 i BB Ak H R
? 95% 1EHEX 12 865~995% T - 72,

2) MiRERAEAN REFCB T 255 3 HEB I
Pe5HT 7 H I O BIR B H

e b3 HiAOHRFIL, MR 44T 84.3% (43/51
#l) THY, =S PRSP T8/9%I, PISP T 750%
(12/16 f51), PSSP T 86.4% (19/22 #) Td - 7= (Table
4)o PEHHT 7T HHROAMFEL, MREREEAT 941%
(48/51 %1) TH Y, #»H % PRSP T 8/9#l, PISP T
87.5% (14/16 1), PSSP T 100% (22/22 f5]) T& - 720
3)  MiREREMANT O RERNC BT 5853 Hig, &5
THESB X OG5 T 7 H OB F#I%h 3

P53 HEB L O G-# TR O W RS, MigREkR
KT 100% (50/50 1) T3 Y, PRSP9 I, PISP 16
%1, PSSP 21 B, i EASHH D 4 B3 R CTHLETH - 72 (Ta-
ble5)o #5# T 7 HHEOWEFIZ, MikKE kT
97.9% (47/48 B1) TH O, PISP @ 1 BIDAHAEH TH -
720 AAEBNL IR PENPIR 202 O —REGe T, 8 H % 5-#
THIZAERMTPISP bR SN h o228, FE5RT 7
H#OMA T PISP 2SF MBI L, RS IR & H g S
N7z7-0, MOPIREI G Sz,
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PAVERNT R SR 99 Bl S &, SBThlid 7z <, B
AEERGIAH, AHRB L ZONFIEIB A MY
VU aERG %, A VARG R, AERRREB L O
CRP ¥4 1 fECH o7z, BIfEHIZZ7 0 A MY V7 Atk
KBRT, &5 7 HEICKEIEBL720, Zo%3H
PGk L, $ehak 7 HBRICRE L 7. b EER
AEHRLE, EREEE OREMRERE SN, Tofl
OEELAERLL LC, LERX QTe MRER 14, 1
5160, W—5ERC AST B0, ALT ¥, A ALP
BN & O y-GTP 3400 1 61, & rpEREGRA B & OV F Bk
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60 msec 2 7=REBIDS 4 B 7T HHICHEH L7225, wih
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Table 2. Background of respiratory tract infectional subjects

S. pneumoniae detection

It
em analysis set
Number of subjects in analysis 51
Male 35 (68.6)
gender
Female 16 (31.4)
= 18—-< 30 1(2.0)
= 30-< 40 6 (11.8)
= 40-< 50 (15 7)
= 50—-< 60 (13.7)
Age (yr) = 60-< 70 14 (27 5)
= 70-< 80 12 (23.5)
=80 3 (5.9)
< 65 32 (62.7)
= 65 19 (37.3)
< 40 2(3.9)
= 40-< 50 19 (37.3)
Body weight (kg) = 50-< 60 16 (31.4)
= 60-< 70 7 (13.7)
=70 7 (13.7)
Inpatient 6 (11.8)
Hospitalization Outpatient 27 (52.9)
In — Out/Out — In 18 (35.3)
Mild 14 (27.5)
Severity of infection Moderate 36 (70.6)
Severe 1 (2.0)
N (23.5
Underlying disease and/or complication ° )
Yes (76 5)
No 12 (23.5)
Influence of underlying disease and/or Mild 20 (39 2)
complication to infection Moderate (35.3)
Severe (2.0)
No 7 (92.2)
D llergi ious hist
rug allergic previous history Yes 4(78)
No 42 (82.4)
Previous antimicrobial treatment Yes 9 (17.6)
Unknown 0 (0.0)
No 4(7.8)
Concomitant drug Yes 7 (92.2)
Unknown 0 (0.0)
N 38 (74.5
Combined therapy © (74.5)
Yes 3 (25.5)

Table 3. Clinical efficacy by causative organism at the end of treatment

Causative organism Number of Subjects Efficacy Efficacy rate™ (%) 95% Confidence interval
Effective Poor
S. pneumoniae 51 49 2 96.1 86.5-99.5
PRSP 9 8 1 [8/9] 51.8-99.7
PISP 16 15 1 93.8 69.8-99.8
PSSP 22 22 0 100.0 84.6-100.0
Unknown 4 4 0 [4/4]

*Efficacy rate

(%) = no. of “Effective” /no. of subjects X 100
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Table 4. Clinical efficacy by causative organism at 3 days after treatment and after 7 days of post-treatment

. . . Number of Efficacy Efficacy rate™® 95% Confidence
Causative organism Evaluation . .
Subjects Effective Poor Unknown (%) interval
3 days after
51 43 8 0 84.3 71.4-93.0
treatment
S. pneumoniae
after 7 days of
51 48 3 0 94.1 83.8-98.8
post-treatment
3 days aft
ays after 9 8 1 0 18/9] 51.8-99.7
treatment
PRSP
after 7 days of
9 8 1 0 [8/9] 51.8-99.7
post-treatment
3 days after
16 12 4 0 75.0 47.6792.7
treatment
PISP
after 7 days of
16 14 2 0 87.5 61.7-98.4
post-treatment
3 days after
22 19 3 0 86.4 65.1-97.1
treatment
PSSP
after 7 days of
22 22 0 0 100.0 84.6-100.0
post-treatment
3d ft
ays atter 4 4 0 0 [4/4]
treatment
Unknown
after 7 days of
4 4 0 0 [4/4]

post-treatment

*Efficacy rate (%) = no. of “Effective’ /no. of subjects X 100
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Table 5. Bacteriological response by causative organism
Number Bacteriological response 95%
Causative X . Eradication
. Evaluation time of Fradica- Partial Persist- N Confidence
organism Subi . Decrease o nknown rate™ (%) .
ubjects tion eradication ence interval
3 days after treatment 51 50 0 0 0 1 100.0 92.9-100.0
. end of treatment 51 50 0 0 0 1 100.0 92.9-100.0
S. pneumoniae
after 7 days of
51 47 0 0 1 3 97.9 88.9-99.9
post-treatment
3 days after treatment 9 9 0 0 0 0 [9/9] 66.4—100.0
end of treatment 9 9 0 0 0 0 [9/9] 66.4—100.0
PRSP
after 7 days of
9 8 0 0 0 1 [8/8] 63.1-100.0
post-treatment
3 days after treatment 16 16 0 0 0 0 100.0 79.4-100.0
PISP end of treatment 16 16 0 0 0 0 100.0 79.4-100.0
after 7 days of
16 14 0 0 1 1 93.3 68.1-99.8
post-treatment
3 days after treatment 22 21 0 0 0 1 100.0 83.9-100.0
end of treatment 22 21 0 0 0 1 100.0 83.9-100.0
PSSP
after 7 days of
22 21 0 0 0 1 100.0 83.9-100.0
post-treatment
3 days after treatment 4 4 0 0 0 0 [4/4]
Unknown end of treatment 4 4 0 0 0 0 [4/4]
after 7 days of
4 4 0 0 0 0 [4/4]

post-treatment

*Efficacy rate (%) = no. of “eradication” /no. of “eradication, decrease, partial eradication, persistence” X 100
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Clinical phase III open-labeled study of oral garenoxacin in patients with respiratory
tract infection by penicillin-resistant Streptococcus pneumoniae
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Hiroyuki Taniguchi”, Yoshihito Niki® and Yasunobu Hirata”

Y Division of Molecular and Clinical Microbiology, Department of Molecular Microbiology and Immunology,
Nagasaki University Graduate School of Biomedical Sciences, 1-7-1 Sakamoto, Nagasaki, Japan

? Department for Respiratory Medicine, Division of Cancer Control, Institute of Development,
Aging and Cancer, Tohoku University
(Present: Research Division for Development of Anti-Infective Agents, Institute of Development, Aging and Cancer,
Tohoku University)

¥ Department of Internal Medicine, Shinrakuen Hospital

Y Department of Microbiology and Infectious Diseases, Toho University School of Medicine
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 Division of Respiratory Diseases, Department of Internal Medicine, Kawasaki Medical School Hospital
(Present: Division of Clinical Infectious Diseases, Showa University School of Medicine)
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The efficacy and safety of garenoxacin mesilate hydrate(GRNX), a novel oral des-fluoroquinolone, were
evaluated in patients with respiratory tract infection caused by penicillin-intermediate resistant S.pneumno-
niae(PISP) and penicillin-resistant S. pneumoniae(PRSP).

1. Clinical efficacy: The efficacy rates at the end of treatment in patients caused by PISP, PRSP, and
penicillin-susceptible S. pneumoniae(PSSP) pathogens were 8/9, 93.8% (15/16) and 100% (22/22). The efficacy
rate in patients with resistance-unknown S. pneumoniae was 4/4, and the total efficacy rate was 96.1% (49/
51). The efficacy rates at 3 days after treatment in total, PRSP, PISP, PSSP and resistance-unknown strains
were 84.3% (43/51), 8/9, 75.0% (12/16) and 4/4.

2. Bacteriological efficacy: The eradication rates at 3 days after treatment or at the end of treatment in to-
tal, PRSP, PISP, PSSP and resistance-unknown strains were 100% (50/50), 9/9, 100% (16/16), 100% (21/21)
and 4/4.

3. Safety: Incidence of adverse events and laboratory abnormalities were 8.1% (8/99) and 30.3% (30/99). No
strange event was observed. No clinically relevant electrocardiogram abnormalities mere noted.

Results suggest that 400 mg daily treatment of GRNX administered is useful for patients with respiratory
tract infection including patients caused by penicillin-resistant S. pneumoniae.



