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CERE194E 6 A 5 HE2AF - PR 19457 18 HAHE)

LW Y o v RERPTH 3 garenoxacin mesilate hydrate (GRNX) @ theophylline 3 Hhig (2
P, 9 ARORBERNSE FHERE % R RAHGES L7z

Theophylline 400 mg (42) ##45-4 HH F CHMESE L, #5455 HH25 11 HH F T GRNX 400
mg (#11 MNIR) ZpEH#5- L, #%54HH, 8HH (R4 HHE) BX11HE BtH7HH) o
4 theophylline 38 X UF GRNX JEHER, EWBEHE/RXT 2 — % (Cmax B L U AUC) O FHDIL &
ZD90% FEX M Z KD, RHICE 2282 RET L7,

#45-8 HHB X U°11 H H 1M 4EH theophylline #2EEZ# 54 H HIZHATE 1248 20% &5 < HER
L7z %5-4 HBIZx$ 4 11 H HoloEMFIiE Cmax T 1.18, AUC,-»n Tl 1.19, Z D 90% fZHHX
%, Cmax T 1.02~137, AUCy-1pTiZ1.03~137 THo7zo T/, %G5 4HBIZHTL8HHDILD
HATEI1E Cmax T 118, AUCo-1 Tid 119, Z® 90% EHEIX 1%, Cmax T 1.02~1.36, AUCo-10 Tl
102~139 & 11 HHOWE R TH -7z, b, &5 8 HHB LU 11 HH® GRNX I4FHREIZIZIZ
FARICHER L, SEMBEE T X =5 L ED o 12

RikBh, 5 HOBBRE L THORERRY, IR A GRICEI L 72 BIEIE, TH (2
iz 2t M Q421 BARSNZDS, WD R TEALE I T L,

L, GRNX i theophylline & OffHH TE DIMHEHILEE 2 #) 20% 177285 Z LD h o 7z, WHEA]
P9 5B, GRNX O 5-EOFBIIARE L E 2 515 M theophylline % M & ) mHEEH T
LHEICRERRET L LEDNS,
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Garenoxacin mesilate hydrate (GRNX) X8 111{1b2 T34
KA TRARSNZFHALERDF /) 0V RERIHETD
D, MERFAEDDNA PRA VY RXAT—¥IVBLUDNA Vv
AV—ZIMEH L CDNA OFERZHEEL, MOPIHEELEZ
¥ GRNX X, #ERO7 VA uF ) ar RPUEHEILH L
ENTWF ) u VRO 6T v FERIEN %, (bFHE
Wk, IR TTH 5,

GRNX 377 2 BtEl, 77T AEMEE, BEMER, Chlamy-
dia pneumoniae , Mycoplasma pneumoniae 3 X UfLegionella
preumophila SRR VHLN AR 7 bV EBRWIIRIEE % A
L. AT 9 3R, W% Haemophilus influenzae 3 X O
Moraxella (Branhamella) catarrhalis % #EHN & 3 5 BEGAE 15T
THAERE OV TERREBR TR SN TV S, 72, 1ERD
TNFuE ) u s RPRHEORETH -7z QT &, Sl
hE, ARITEE, PHCESRIEEICE L, GRNX &E5IEK T 5
BELEEFREIAONLE D72, B BT VAR F )
0 SRR I AN E IR EDS R SRS 5 L W) R
Mo 1H1RBESGPTETH Y, BED QOL % LTk

INTW5,

1980 EMUICA > T7 VA B F ) 0 v ROBOARPUEHE
HHENTERZE S, HAE (2007 455 ) F T2 12 A
RIS NZI20725 T b, ZOBENIZHRIGE & IEE W
PLHARY PV, S5 R ZMBRITIER EORFRIC X
D, INSHRIFEVCHERTREWEHEIFHI SN T3,

L2 L, S35 HIPIR SRR 1S b WIG 2 LT 7245 2R, 2o
FRRKRE D 22025, enoxacin (ENX) 2%, AEZILIRIE &
LT L Ui gtk BB H 2 S0 S 3 theo-
phylline %] & T M 7-8412, T theophylline 13
ZREL T, ZOMHRELZE L &, 2o CEITER
DBV HROND Z DG s N,

HAEZ TObNOIOBEEHRTIEY, BAFO pipemidic
acid(PPA) 126 ENX IZH#F 250D HR 51", ciproflox-
acin (CPFX)*"% tosufloxacin (TFLX)”Ci%, ENX % PPA
1FETIRRWAT20~30% FHEO M E FA-OIEH LD
515, —7, levofloxacin (LVFX)® % gatifloxacin (GFLX)”
SR LA OERIZRRD S kol

HLEHR R PO 5 1-5-8
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Table 1. Subject demographics
Level/Summary statistics Mean = SD .
i Min — Max
Background Number of subjects (%)
n=9
Age (yr) 24.6£3.0 21-30
Height (cm) 174.19+5.00 167.1-181.4
Weight (kg) 69.00 =7.86 56.0—81.1
BMI (kg/m?) 22.71%2.15 19.8-26.1
Cer (mL/min) 169.9 +22.3 130—200
fd I No 9 (100)
History of drug aller
Y 8 & Yes 0 (0)
No 9 (100)
Underlying disease/complication
Yes 0 (0)
No 9 (100)
Smolfjng habit (less than 90 days before theo- Yes (now smoking) 0(0)
phylline treatment)
Yes (past smoking) 0 (0)

GRNX % cytochrome P450 (CYP) 12X 2213 AL
SZAFF, 20 CYP I L CHFEB L UHEEN 2 RS W
EREINTWAE I D5, BIRMEH T CYP 24 L7
MM AR 2kl e Z 2z o LarL, 7
VA u ¥ uy RPUHE T IR R & BRI BT 5
theophylline & OFEAEH & OB PEIZEAIIIMHEZLL TY
BWZERNDL, KIEIZOWT, TOHEWRHIILTBLLZE
X, ZOBRRIGHICE LLEATTREEZZ O,

Lllbbiid GRNX [22WT, B A 5 % &
LR theophylline MAE RIS KIZTTRHEBL R L0
TUTFIZZOR#E#MET 5,

L &R E&EFE

1. K4

AABRZINO W7 % TR O Lol T35k
HIOXERRE Lz Elil 21~30 7%, P39 246 7%, &
H 56.0~81.1kg, F39690kg TBME H X W7oz
(Table 1)o RERBIGICIET. - C, B, /N4 &)L
47, LEMNEDS X UCNZE, MZeiTo TRE
DV E 2R L,

2. EH LSRR Ar V2 -

15 SE AT AR B theophylline ##] 7 4 F— v g ™
(AHFES) 200 mg $Ed & UF GRNX @ 200 mg §E(7 4 IV
AI—T 4 g, BUMbETERRSH) & Lz, K4
D% -1 1X theophylline 13 Wi & B o> £ #e 1 P 5 i 2
51 H400 mg, 12 B[ & 2 40%I0RA, GRNX 318
-0 23 B GE D ERRIESRH R L E 2 5N 5 1 H 400 mg
ZHEZ1IBARE L7z

BRI G-B L ORIMA 7 Y 2— V% Fig. 1 IR L7,
I3 v g 500 %2 ) 0 R ML 1 theophylline ¥ 5-BA46 1 H
Howfwi, $5 4 HH (theophylline ¥ 5) DR
Eal, RE%L 2, 3, 4, 6, 8 10K, &5-8HHB

X U'11 HH (theophylline & GRNX fEH#%5-4 HH B
XO7THH) oRHE, RHEZL 2 3, 4, 6 8,
10, 128 X 24051, S5 WICI3HE (B#&E&KES5 2
H%) O ERNIFEM L7z, BRILEEIEEE 30 M TH-
7o W EE I H A XA OWINEZ — € & T 5720,
450 kcal DFAR ZBE S, FWHITAHH 1 BHIZ 150
mL OKTIRA S 7. $72, WHERRD, BERIEIRA %
SIEHIE R Y FEEZILED 2NIIIFEY o2 REE
T3S 72 IRTE & L7,

KRB, A7 vEELAEN (3——, &
k) OB, KN, BYE, BEOEBEIISEE L2,
Z DD HEAETEIITFICHIR 2 0 2. %55 720

M X 2 B ERHBR O A HEOMEL L U1 %
WA 7 b N OEROWELZHHFERL, theophyl-
line #5-B%5 1 Awi, %5 4HH, &5 8HH, #4513
HHEOWfR S L OR#EEE7H% 17HE~19HH)
DT RO 2RI IZFRR A 2 M L7z, BEDVDH -
AL EIIN U THRHINE S, MR % &% i
T5EHI1TL7

3. FEHIR BT

Theophylline 3 X UF garenoxacin o Ifil % v i & o i
Eix, A& JCL YA + 7 v £ 4 KB R THPLC
i (theophylline) 3 X 0¥ LC/MS/MS % (garenoxacin)
TERL 7z,

4. FEROMHT

Theophylline 3 X UF garenoxacin o Ifil 4% H1 i EE o 4t
#, Cmax (ug/mL), & IMHHRESLERRE (Tmax,
h), £%279 75~ A (CL/F, mL/min) BX1U theo-
phylline & AUCy- (ug - h/mL), garenoxacin (&
AUCo-» (ug * h/mL) DK FEBT)F1/¥F X — ¥ 13 Win-
Nonlin # FHWEHE L 72,
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Day —28~-2| —-1| 1 2 3 5 6 7 8 9 10 |11 (12 [ 13| 17-19
theophylline o0 00 00 00 00 00 00 00 00 00 O
Treatment
garenoxacin ( o ( o ([ e o
Blood theophylline [ R ([ o ([
collection garenoxacin (R ([ (] o
Laboratory tests ( X3 [ [ o o
. Next day
Time 7: 30 8: 00 9: 00 10: 00 | 11: 00 | 12: 00 | 13: 00 | 15:00 | 17: 00 | 19: 00 | 20: 00 | 21: 00 9: 00
Time after
o -15 -1 0 1 2 4 6 8 10 11 12 24
administration(h)
Day 4
theophylline o ([ ] ([ ] ([ J o o o
garenoxacin
Day 8, 11
theophylline [ X ([ J ([ J ([ J o o o
garenoxacin [ ([ J ([ J ([ J ([ J ([ J ([ J ([ J ([

#)Screening

4 Contrast plasma

®) Just before theophylline administration

<) Just before theophylline and garenoxacin administration

Fig. 1.

#G5 4 HEICHT 558 HAB XU 11 HH D theo-
phylline IZB 3 2 W HFHE/ T 2 —% (AUC B LT
Cmax) DI & #lkE T LICEHR L, ZORMFE % 55
BRLIZREOD ETHDI0% BHEKXMZFHE L, HHZE
g2 L1280, RRORED D L TD 90% 15X H
R L7z,

I & ES
7RO G R L7z, S5 6HEBXY
7THBEIZ2HOBEEN S HOHAIZ X D Ik F 721305
EWMElOB LSS Y, Z0240HEERE o7,
ZIT, Hl240¥BELEML, L2255 T,
9 B SG- S 7z,

1. Wy i 4% g B2

Table 2 2 & #E#H Z L @ 4 H H (theophylline HA:%
5.), 8 H H (theophylline * GRNX #fH#45-4 HH), 11
HH (theophylline & GRNX it H#45-7 HH) B X 1713
HH (%547 2 H%) ® theophylline Ifil4E Fhijk i
%R L, Fig. 212 theophylline o %4 F i B o SE34 3t
ZR L7

P54 HH, #45 8 HHB L U5 11 H H O &l ek
MO theophylline @I MAF TR EOHEIZZNLFN
663~8.19 ug/mL, 7.87~961 ug/mL, 817~9.60 ug/
mL T, %58 HHB X USG5 11 HHIERG54HHEH XY
B, %5 8 HHEHS 11 HHIZIZIZFRCHER L 72,
#45- 13 H H O R @ theophylline V-3 1fi 4% ik B2
120879 ug/mL TH Y, G+ D 4~11 H H OREE
WZHR1/10 BEE TR T L7,

Schedule for administration and blood sampling.

Table312#%5-4 HH, &5 8 HAB X U5 11 HH
@ theophylline DY BYFE /X5 X — ¥ (Cmax, Tmax,
AUC B LU CL/F) oZfyfratmi R L7z,

E5 408, %5 8HHBLXUHY 11 HH D theo-
phylline ® Cmax ®F¥H1ZZ N 1 833 ug/mL, 9.74
ug/mL B L1979 ug/mL, Tmax ®F3¥1L61h, 60
hB L U50h AUC D P31k 746 ug - h/mL, 885
pg-h/mLBX081ug-h/mL, CL/F DF#HiE 388
mL/min, 323 mL/min 3 & 0¥ 324 mL/min T& - 72,
%G5 8HHB LU 11 HH® Cmax B & U8 AUCo-1
G5 4HH LY &L, CL/F IG5 4HE X ) ik2 o
7o 5 8HHE¥E511HH® W TIXCmax,
AUC-wB LU CL/FI3EN %> 720 Tmax iV h
DBILZHIZBWTHITIZFEETDH > 72

Table 4 I8 5- 4 HEIZW T 5% 5.8 HA B L U5
11 H H ® theophylline ® AUC,-1tt B & OF Cmax It %
RL7z0

K5 AHBICH T 5% 58 HH DL ORMFHI1X
AUCy-10t21.19, Cmax 2118, H® 90% 15 #EIX
(TRRME~ ERRME) EZ2 N2 1.02~1.39, 1.02~1.36 &
12#&%Y, 58 HHD AUC-10B & OF Cmax 1Z#% 5
AHH XD EDo7e T2, $#54 HHICKHT 2845 11
HH oo F341x AUCo-0 25119, Cmax A%
L18, I 90% fEiEIXH (TRUE~ LRE) iZ2hzh
103~137, 1.02~137 L 1 2 &Fhh o7

Fig. 3 \Z[A K22 L 72 garenoxacin O Ifil 5 i
#, Table5 |2 garenoxacin DIEYWBIRE NS X — & DB
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Table 2. Plasma concentration of theophylline

Time (h)
Day Subject No.
Just before 1 2 3 4 6 8 10
4 1300101 6.64 6.53 6.67 6.55 6.37 7.18 7.44 6.83
1300102 4.99 4.81 5.20 5.87 6.17 6.92 6.09 5.30
1300103 7.83 8.18 7.97 7.79 7.53 8.57 8.57 8.27
1300104 5.11 6.02 6.54 7.00 6.68 6.73 6.08 5.60
1300105 6.58 6.63 7.06 7.33 6.37 9.11 8.26 6.94
1300108 8.50 9.20 9.64 10.2 10.5 114 10.2 8.99
1300109 6.79 6.72 7.32 7.33 6.83 7.41 7.89 7.43
mean 6.63 6.87 7.20 7.44 7.21 8.19 7.79 7.05
+=SD *+1.29 +1.43 *+1.37 +1.37 *1.52 *1.67 *+1.45 *+1.33
8 1300101 7.33 8.04 8.10 9.13 10.3 9.39 8.38 7.45
1300102 6.21 5.99 6.17 6.17 6.10 8.02 743 6.81
1300103 9.02 9.51 9.36 9.15 8.99 10.0 10.0 9.36
1300104 6.93 7.83 8.15 8.40 8.83 9.22 8.61 7.92
1300105 7.61 7.58 7.59 745 6.94 8.85 8.88 8.55
1300108 9.57 9.80 10.1 10.7 11.7 12.0 11.1 10.2
1300109 8.44 9.03 8.91 9.40 9.53 9.78 9.60 8.85
mean 7.87 8.25 8.34 8.63 8.91 9.61 9.14 8.45
*SD *1.19 *1.32 +1.28 *147 *191 *1.24 *1.20 *1.16
11 1300101 7.54 7.39 7.97 8.84 8.72 9.78 8.66 8.02
1300102 7.10 6.78 7.14 7.40 8.43 7.96 7.25 6.96
1300103 9.03 9.35 9.40 9.03 8.79 10.2 9.84 9.18
1300104 7.50 8.29 8.74 8.89 8.99 9.22 8.50 7.84
1300105 7.87 8.17 8.39 8.17 8.07 10.4 9.48 8.57
1300108 9.40 9.72 10.1 9.85 11.7 12.0 10.6 9.91
1300109 8.74 8.52 8.39 8.24 7.87 7.64 7.39 8.16
mean 8.17 8.32 8.59 8.63 8.94 9.60 8.82 8.38
+SD +0.88 +1.03 +0.96 +0.78 +1.28 +1.50 +1.24 +0.96
Time
Day Subject No.
Before breakfast
13 1300101 0.507
1300102 0.684
1300103 1.66
1300104 0.580
1300105 0.620
1300108 0.983
1300109 1.12
mean 0.879
*SD *0.411
(4 g/mL)

Day 4: theophylline alone
Day 8: on the 4th day with garenoxacin
Day 11: on the 7th day with garenoxacin

Day 13: after two days from last concomitant administration

FEtEE R L,

58 HH &5 11 H H @ garenoxacin O Ifil 4% i
FEZIZIFFBRICHERR L, wWIFhosg x—2 #4558 H
HEBG5 11 HETREABETH 72, £72, ThoiEE
IREE TH AR G- BROME R L IZIZFARTH o 720

2. #atk

94D H 5 LDWBHRE I T HHOEEHLD, wTh
OB GBI B L 720 WFUL, BEFE 34, 3
R, BE 14, 1 TH24, 24, mheyre i

M1, 1:TH o725, W B CHAAE I THE
L7ze 2B, WH, BERBIUOTHOL 1A —BE
FHIHII Lo ThHD9H B GRNX & OFEERA T
R BH0b i LHESNLAERELI, TH Q2
%, 2fF) LM (14, 1) <, b5 10HH
(BEH 6 HE)IZHBLL 720 SR 3354 T 1 H#%
(IR ePe 1% 32 el DA B8 ) I8 BLL TH 1, GRNX
3 & U theophylline DIIIFEHFEEE & ORELRA O THRZ
WH LW iR ) Ve SN 1 AEEG#T 7 B
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Fig. 2. Plasma concentration of theophylline (mean + SD, n = 7).
Table 3. Pharmacokinetic parameters of theophylline
Pharmacokinetic parameter Day 4 (n=7) Day 8 (n = 7) Day 11 (n=7)
Cmax (4 g/mL)
mean (SD) 8.33 (1.57) 9.74 (1.26) 9.79 (1.24)
Min —Max 6.92—-11.4 8.02—12.0 8.43—-12.0
geometric mean 8.22 9.68 9.73
AUCo-10 (4 g*h/mL)
mean (SD) 74.6 (13.9) 88.5 (12.8) 88.1 (10.6)
Min —Max 58.9-101 68.2—109 74.7—-107
geometric mean 73.6 87.7 87.6
Tmax (h)
mean (SD) 6.1 (1.7) 6.0 (1.2) 5.0 (1.9)
Min —Max 3.0-8.0 4.0-8.0 1.0-6.0
geometric mean N/A N/A N/A
CL/F (mL/min)
mean (SD) 38.8 (6.8) 32.3 (4.8) 32.4 (3.7)
Min —Max 28.1—-485 25.8—41.0 26.5—37.8
geometric mean 38.3 32.0 32.2
N/A: Non-calculation, SD: Standard deviation
Table 4. Ratio of adjusted geometric means
Pharmacokinetic Treatment . . Estimate of ratio
Geometric mean Comparison .
parameter (Day) (90% confidence interval)
Cmax 4 (A) 8.22
(u g/mL) 8 (B) 9.68 B/A 1.18 (1.02—1.36)
11 (C) 9.73 C/A 1.18 (1.02—-1.37)
AUCo-10 4 (A) 73.6
(g h/mL) 8 (B) 87.7 B/A 1.19 (1.02—1.39)
11 (C) 87.6 C/A 1.19 (1.03— 1.37)
WCHHLTBY [BfRZEL] Tho7z DI N ORI E NS CPFX, TFLX % &3
m. £ = theophylline ® Cmax, AUC % 15~39% FH & % #

RELF 1 SRERMEEE, bubho theophyl-  #IT, #HIR$KG % & TR D theophylline 2 i H
line MLHREEIZ RITTRBO—HEO R & 3BT SNTWBIEBITIE, 20% FifROMAHRE EFIZ X0 H
THIENTELY, SHORENS GRNX FHE A EARBEZHECIEIDH D 2B I ERPHEBEIIBVNTE
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Fig. 3. Plasma concentration of garenoxacin (mean + SD, n = 7).

Table 5. Mean pharmacokinetic parameters of garenoxacin

Pharmacokinetic

Day 8 (n=7) Day 11 (n=7)
parameter
Cmax (4 g/mL)
mean (SD) 8.46 (1.48) 8.46 (1.00)
Min — Max 6.55—-10.9 7.40-9.89
geometric mean 8.35 8.42
AUCo-24 (4 g - h/mL)
mean (SD) 98.7 (15.2) 104.7 (13.9)
Min —Max 83.9—-121 86.7—128
geometric mean 97.7 103.9
Tmax (h)
mean (SD) 1.6 (0.8) 2.0 (0.8)
Min — Max 1.0-3.0 1.0-3.0
geometric mean N/A N/A
CL/F (mL/min)
mean (SD) 68.9 (9.7) 64.6 (8.2)
Min — Max 55.2—-79.5 52.2-76.9
geometric mean 68.2 64.2

N/A: Non-calculation, SD: Standard deviation

CPFX Tb50% # L¥brmiikE LRZHERE TS
BIEHRBBLOMEY S H B Z & 95, theophylline & @
PEANCE L QIS b B RETH A ) (Table 6),

INSOEWMHEAIEHIX, F /0  RIUAEEEEARE
b L IXZoREWo—#45, BT theophylline 1t
R T AR EZZ SN TWEYPY  FhzEiy
5 EEZ LN DG F oSl TR R S TR IX
FETETBLT, HEOBEKNIFHEETLEDLEEZS
N5,

GRNX (& theophylline 47 (3-demethylation 3 & OF
8-hydroxylation) IZ5-9 5 & b CYPIA2 12§ 5

FAEVERNIEES <, CYP TR S B EH PR L7 E
b, TFHEOKRNERBICHEEZL5.2 5 A7 3w E#E
2 5N72%%, theophylline & O TF DI EE %
#20% LR&¥, 0 CL/F #{&F 872, theophyl-
line 1Z49 80% AL L D HET 59729, theophyl-
line DRH 2V 77 VADKTICLZ b0 LFEESN
5. L7 L, GRNX I theophylline D fUi#iEEFE TdHh 5
CYPIA2 ~DHEERAEHNZ L5, B~ DILD
AARHBOHENFHNTHL2MHEEDLD Y, oxh=
ALEEDE LR IRFAPLETHS I,

Theophylline & GRNX OBt ¥ 5- 4 HHE7HHT
X theophylline MAEHIEEEANIZIZREIBRICHERE L, EHIK
RIELTWDL EEZ5NA5ZEH D5, GRNX @ theo-
phylline O MILAE IR 12 KT 8IS RIEH G- & Mk L
THWRL AW EHEEINS,

T 72, SEES L 723 Tl theophylline O Ifi 4 i
EERICE > THIERIINZEBDODNLIAEEHLIIA
SNAH oz, ARTER S N7z GRNX OFERERICH
WT I 62 Bl @ theophylline & O FSEFIASH b, HFH
EB B & O theophylline JEHF FHE R T DA EHEHL D5
HEITZNZFN 21.0% (13/62), 11.9% (76/639) TH-H
EFITORMEBENE N >720 L, FONEIRIME T
K B, ALT #4/n% C, theophylline &5 THt
HINTVBIER, Wi, BHiRERFERIALNTE
5%, GRNX fFHIC X 2B EA LN o7z, F 72,
ALECEE S 7z BRIR BB IZ B v T b 205 1 T theo-
phylline 2 ST 7228, BERSERI B & OIED: A AE
FICORERRORBFIZNEN161% (33/205),
24.0% (1,017/4,238) T, theophylline ¥5-TH SN T W
LAEHZOFBIFIIH AL Twiwv, LaL, GRNX
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Table 6. Influence of pharmacokinetic parameters of theophylline on healthy volunteers
% Increase in theophylline
Quinolone . Daily dose Incidence of
uinolone arameters on day 5
Q p y .
group (mg) side effects (%)
Cmax AUCo-10
pipemidic acid 1,500 71%* 79%* 20
I
enoxacin 600 74%* 847%* 40
perfloxacin 400 17* 19* 0
ciprofloxacin 600 17* 22%* 0
I tosufloxacin 450 23%* 24* 0
grepafloxacin 200 28% * 33%* 20
garenoxacin 400 18% *a 19% *a 22.2 (2/9)°
norfloxacin 600 4 4 0
ofloxacin 600 9 11 0
lomefloxacin 600 -8 -13 0
fleroxacin 400 —4 -2 0
- sparfloxacin 300 0* 0* 0
temafloxacin 600 —-12 -10 0
levofloxacin 300 3 2 0
pazufloxacin 600 -3 -4 0
balofloxacin 200 0 -1 0
gatifloxacin 400 9 4 0

* Significant differrence from value with quinolone alone (p < 0.05)

** Significant differrence from value with quinolone alone (p < 0.01)

2 Percent increase on day 7

" One volunteer reported abdomen pain and diarrhea, one volunteer diarrhea

EhbNMbhOGETEIENHICEEINL I bR
72®T, theophylline & OPFAIZEE L Ti&, MIHFICLD
theophylline 2% H &P & 1L % 341213 theophylline
WA ORI QE LR S, BUW, AR, R )
DOFBPITHEZZI) TPV ETH D L BN DI,
GRNX O 5 ROMBIIAELEZ LN D,

1

X 73
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Concomitant administration study of garenoxacin and theophylline
Yoshihito Niki and Koichiro Yoshida

Department of Clinical Infectious Diseases, School of Medicine, Showa University,

1-5-8 Hatanodai, Shinagawa-ku, Tokyo, Japan

The effect on the plasma concentration of theophylline when garenoxacin mesilate hydrate(GRNX), a new
quinolone antibacterial agent, was administered concomitantly was evaluated in 9 healthy male adult volun-
teers. Initially 400 mg of theophylline at a daily dose was given orally for 4 days prior to GRNX administra-
tion. The plasma concentration of theophylline was determined on day 4 and used as the control level. From
day 5, 400 mg of GRNX was given orally once daily in the morning for 7 days with concomitant administra-
tion of theophylline at the same dose as above.

The geometric mean Cmax and AUC values of theophylline on day 11 (the 7th day after GRNX administra-
tion started) were 1.18 and 1.19 times of the control values. The 90% confidential interval for the ratios of the
geometric mean of Cmax was 1.02-1.37 and AUC was 1.03-1.37. On day 8 (the 4th day after GRNX admini-
stration started), these parameters were 1.18 and 1.19 times of the control values indicating same values as
the day 11. No significant difference was noted in plasma level and/or pharmacokinetic parameters of GRNX
between day 8 and day 11.

After GRNX administration started, seven adverse events occurred in five subjects. Side effects were ob-
served in two subjects. Events were diarrhea (2 subjects, 2 events) and abdomen pain (1 subject, 1 event). All
events were judged mild and both subjects recovered without treatment.

From the above results, GRNX was considered to increase the plasma level of theophylline by approxi-
mately 20% when administered concomitantly. Adjustment of the dosage of GRNX seems unnecessary, but
careful monitoring is recommended when high-dose theophylline is administered, e.g., intravenously.



