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G X o THEER IR R 5N, BIERE O ELAE
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Fig. 1. Chemical structure of GRNX.
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Table 1. Plasma and sputum concentrations after garenoxacin 400 mg administration
Concentration (Sputum: ug/g, Plasma: xg/mL) AUC (Sputum: g * h/g)
Case No. Sample
3h 5h 11 h 24 h (Plasma: ug * h/mL)
1 Sputum 4.83 4.09 2.77 1.07 76.7
Plasma 7.74 6.58 591 2.90 184.9
9 Sputum 4.58 3.63 1.89 * 0.86 57.9
Plasma 4.83 4.41 3.06 * 1.01 75.3
3 Sputum 2.25 2.27 1.95 0.80 52.5
Plasma 5.39 4.92 3.23 1.62 102.4
4 Sputum 3.29 3.18 2.19 0.61 52.7
Plasma 6.94 7.06 3.96 1.62 115.0
5 Sputum 2.55 0.77 0.77 0.58 56.5
Plasma 11.80 7.74 3.54 1.34 117.8
Mean*SD  Sputum 3.50* 1.17 279+ 1.31 1.91+0.73 0.78 0.20 59.3*10.0
(n=5) Plasma 7.34+275 6.14+1.42 394+ 115 1.70 £ 0.72 119.1 £ 40.4
Sputum/Plasma Ratio
0.536 £0.273 0.491 £0.266 0.492 £0.164 0.505*0.198 0.527 £0.140

(n =5)

*: Sampling time was 9 hour after dose
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Fig. 2. Concentrations in plasma and sputum after garenoxacin 400 mg

administration.

[4] @ 4 BERETHEL 72,

6) JEBIOHLY P & [ E

JEBI ORI TN 2DV TIE, BB THRICEZEMR
EDIEFIRE A TOWBICL Y IE L. BB, ERR
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Table 2. Clinical efficacy after garenoxacin 400 mg administration

Diagnosis . Causative . . .
Age . Dosing . Bacteriological Clinical .
No. [Severity of Organism Side effects
Gender . . (day) response efficacy
infection] [MIC] (#g/mL)
end of treatment:
3 Diffuse P . Decreased
. aeruginosa
1 panbronchiolitis 10 g 7 days after Failure none
Female [0.78]
[Moderate] treatment: Unable
to determine
Obsolet 1
73 solete pu mf)nary . Blood glucose
2 tuberculosis 10 Undetectable — Failure
Man decreased
[Moderate]
68 Bronchiectasis S. constellatus X
3 10 Eradicated Cured none
Female [Moderate] [0.10]
75 Bronchiectasis P. aeruginosa .
4 10 Eradicated Cured none
Female [Moderate] [0.05]
Obsolet 1 Alani
83 solete pu mf)nary H. influenzac . . anine
5 tuberculosis 10 Eradicated Cured aminotransferase
Female [0.05] .
[moderate] increased

&»-o7: (Table2),
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Mg (WEEE) O KIEGE,
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DZREFIEZ R L LIERE L TV BIEFITH - 720
J% 15 45 6 J G2 & Bk, e DB X O o i3S
WX DARBBRIZZ Y M) — & o7z GRNXEIT X
0, BZHE, RS X OMERIER O YEE LD b N0,
KB & O CRP OUHEN AT ThH o 72720 (376~
370C, 98—79mg/mL), FRRMIZIZERHE L % >
720 HEHRW (P. aeruginosa, MIC: 0.78 ug/mL) 2D\ T
&, BGETRISRA L2 ODHEE TRV S%
Dolze HEPFRGBEEREIR, BRMRAMEO RELE)) b
L2 TR LERMA L NA VAV ORF RO
b edroiz,

2. JEBIFS 12

T3, BV BRIHVEMIRS R (PAEREE) o ZRIESE
(BERZL)o

HBERE DI RZZ R, P 15 4 8 HE X ) koY)
MHSEL 2D, 9 A AE X ) SE#b L e F B R
WML, RIEEIROMEIC X ) KBRS 7 - 72
GRNX # 10 H#25 L7245, ERAERS X OB o
WEHR SN L h o 72720, BRIIIZENHE L %>
7oo B, BREEIMBEIN o7z, AHEFLELT
GRS T (57 mg/dL) A%f® H7z2%, FEICHEE 74
b DTN o720 12 FHRLERE LU, 5 v A
YORBEIRD LN o T,

AIEBNI BV A A 2 G0 LT 225, JdR i G
D SIFRAREORED R LHER S, oMilicE

ROBIEPIEFAIZ W Z T 5N D720, FRPELNE
Po7zDTIERwhLiEREIN S,
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68 i, Mk, Streptococcus constellatus 12 & % 58 L
BRAE (MMEFEE) O IRIEHE.

PRCLT AR 6 BT X D FEBABL L, kB X WD
BEIZL ) KBESME o720 453 B2 S BRIE
K UK, BER) B X O CRP oW RO S, R
WICHEMEE L B olze B, BEE (S. constellatus,
MIC: 0.10 pg/mL) 13¥ 5-# TR R L T iz, B
F4 (REPHER, BRRAMEORELE) B L0 12 #HE
DERBRAEE N Z VAL Y ORFIED SN Do
7o
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750%, LY, P.aeruginosa \Z X % 5ESCILRAE (5§
BE) O RIEGE

PR 17 45 HAR X ) FEEL, K, IRVEROFREIZ LD
KGRI & 7 o 720 #5653 Hied S BRARREIR (R,
WEWEk, Wi, WERVEIR) B KUY CRP O #2580 5,
BRR I RHE & 72 o 720 %% B, LR (P. aeruginosa,
MIC: 0.05 pug/mL) 13 ¥ 5-# TR R L T iz, B
Fg (REPHER, BRRAMEORELE) B L0 12 #HE
DERBRAEE N Z VAL Y ORFIED SN Do
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FNHA Y ORFIIRD SN ho T,
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ARHBRE HANBH BT 5 GRNX OWEHe b i e
MR EBITHERET AL ETHNEL, HDETH
WPEB & ORI DWW T H ME L7z,

ZORER, GRNX OWHEHR B X OIS iR 35
3~5 M RICRE M AR L, %5 3 R OWHR hiRE
(P + %) 12350117 ug/g Thotze 7z,
¥ 524 Wy 1 #4 W% v R FE 1 07840199 ug/g T
HolzZ ehb, MTZREIZE VTS BEHPIREIZT
WR i IR AE O T 2R JE W23 % AR FEHI O MICy (7
O v RIS S, aureus: 0025 ug/mL, S. pneumo-
niae: 0.05 ug/mL, H. influenzae: 0.0125 ug/mL, M. ca-
tarrhalis: 010 pg/mL) % L5 THB Y, FERIFEYAEIC
L CRIRPSIIFRETE 5 LEZ bz, RRBROAERNIC
BWTIE, BER (S. constellatus, P. aeruginosa 3 & UF H.
influenzae) ANHK U728 3 Bl w3 b #7524 I
TR OWEHH GRNX AW D MIC % Ll T
720

¥ 72, GRNX O #45- 3WpH 2 o I 4 ik 213 7.34 =
275 ug/mLTHY, TOMITHAARTEL KRBT
FHFERD GRNX 400 mg Hi[E % 5D Cmax (743 +1.42
pg/mL) LM% TH 722 05, RRBRTH LN
EREBHICFHHATELDDEEZ BN,

F 0 YRR EOY G, — &I AUC/MIC 34 %)
PWFFOIRIED—D2 & 2 b 72, AUC D EH 5 bHETL
7ol A, Wb X O AUC (P + B (R 2)
I FNZENn593+100ug - h/g, 1191+404 ug - h/mL
THho7z (Tablel)s ZOFERDS, BHH AUC/MIC
A fAUC/MIC & FIERIC AR EDIBIEIC 2 5 LK
EL72a, Wt AUC/MIC 122w TR SE A & fHikk
BATICHEG T2 MBEEARGFREZER L R TIw e
WS 5720, MIC 45039 pg/mL 3 & 08078 ug/mL
DORRKE KT SR AUC/MIC 3 FNFN 152 B
LOT6 L BYEIPIRERREEO IR E R &
L 72 AR EH o [ R B T 5 L7z MICw i 0.39 ug/mL
by, BV RO ZRIRGE O EEARRE IS
WL THMIRPPEETE LD D EEZ SN,

I O & D MAEHIR B0 2 R~ DT BT
CP¥y = MR ) 1%, #5653 S35 24 KEfE 7%
WZH ) T 0491 +0.266~0.536+0.273 & (21T —EfH % 7R
L7z F7z, SEBIZ & DI EE 03 2 W it
ORI G 3 Rl a0 S G- 24 BER % £ Tl13IE—
ETHo7z0 B, BTG 5 1L IR O MHE R

VXS 2 e HRIR EE L AS B O FEFIC LR TR S, 2o
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REMEASE 2 b, Z07:80, WEHEPIREDERIC L ) A&
RENTLEoRDDEMEL,

— I 0 VORPUR IR AT S R Td
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Penetration into sputum study of garenoxacin in patients with secondary infection of
chronic respiratory disease
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The penetration into sputum of garenoxacin mesilate hydrate(GRNX), a new oral des-fluoroquinolone anti-
biotic, was evaluated in five patients with secondary infection to chronic respiratory disease. The efficacy
and safety of GRNX were evaluated.

Concentrations of GRNX in sputum and plasma were measured during 400 mg once a day treatment for 10
days. The concentration reached maximum after 3-5 hours of administration, and the concentration values
(average = SD) of GRNX in sputum after 3 hours and after 24 hours were 3.50 = 117 ug/g and 0.784 + 0.199
1 g/g, respectively.

The trough concentration of GRNX in sputum indicated over MICy of major causative organisms of respi-
ratory tract infection; i.e., quinolone-susceptive Staphylococcus aureus: 0.025 ug/mL, Streptococcus pneumoniae:
0.05 ug/mL, Haemophilus influenzae: 0.0125 ug/mL and Moraxella catarrhalis: 0.10 ug/mL. For the three cured
patients in this study, whose causative organisms were eradicated, the concentration of GRNX in sputum af-
ter 24 hours of administration was greater than MIC of pathogens (Streptococcus constellatus, Pseudomonas
aeruginosa and H. influenzae). No serious or significant adverse events were observed.

The above results suggest that GRNX shows good penetration into sputum and GRNX treatment is useful
for patients with secondary infection to chronic respiratory disease.



