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R AICE T S theophylline MiEHREIC
B2l 9 lascufloxacin DEE

K BN -z=2 HEY-EBHE #F-BCH K -RE B
) BBAIA RSP S SRR B AR E P
) [ SR R R AP
) B RO 5 AR 2 —

2{FH 2019410830 8 2IEH 1202054 14H

FHROF / OV RIMEE lascufloxacin (LSFX) DHEAD, BORELD theophylline MMEFREIC
RIFTRES, BEMABMEWERE 6 lENRE LTRET LT, BT, 1 BHEBHLS 4 HEE T theo-
phylline 200 mg Z&¥ 1 H2E, XWT5HBEHS 11 HEXEFTINICLSFX 150 mg 1 B 1 BE%#f
ALTEnThREROKRS L, 48E, 88EB #E4B8EB) 8&KUC 11 BE (A7 HE) O the-
ophylline M3EARE % ZEWENRERRT L C, LSFX BfAICK % theophylline MiFHREDZ b % 5 L /=,

4HB, 8HEH LU 11 HBEILHF S theophylline DFEHMIEFEE L, TNZTNIEE5% 10 BT
T8.32~898 ug/mL, 8.96~9.95 ug/mLE LV 9.61~105 ug/mL =#RE LT, T, EMEHRE/INS
A—BZDFEIEZTNZN, Crax D 946, 103 B KU 10.8 ug/mL, AUCe10H 87.1, 95.8 B KT 101 ug -
h/mL T, tmxlEWNENE 4~5 BEEIDEFICH D7z, Theophylline D mMHEFEEIL 8 HEH KLU 11
HEDIESHh 4 BEICHERNEL, 8HBE 11 HETIE 11 HEDIES> B PrEEZ Lz, mEH D
FEICELY, 11 BBICHF S theophylline DFMMEFREEIE 4 HEITHEANT G T 14%, AUCo10 T
&£ 16% B0 LTz, #WERERITIE, 11 HEICHWT 4 HIDIERE T Cosx D 9~56%, AUCo10HY 12~55%
L, 2 BlDiERE T theophylline MIFFEEDE(LIZRO SNizh > . AREERD LSFX AT
BOOSNTCEEERIE, FHHREHVD 1 4EDHTHY, EEEIFEETH T

L EDWERDS, mEBEHAT HBE LSFX ORSERABIEAETHSD, TOFERICHZ>TIE
theophylline DIIFREE =2 UV JEBYNCITIGE, REEICTHDBRINETLEZ SN

Key words: lascufloxacin, theophylline, drug-drug interaction

Lascufloxacin (LSFX) &, #ARBEEIZ X1 BISS
ENHHOF /0 v JPRETH B0 KHNL, 3
FITH PERR % & e 7 T AR S50 T 2 BUIRE 1 % 7R
3 & 2 ¥ & L, Streptococcus pneumoniae,
Haemophilus influenzae, Mycoplasma pneumoniae

ENVIAER S N B IR G ok o 447 PR A
WMEIL AIN=F 22 La s, WREE - BB

BYIE 2 WG & 3 A4E0% (75 mg 1 H 1 1H¥ES) 12
Mz T, MPIREREEGLE AL L 72 T149%) (R0 H 300
mg, PAE150mg 1 H 1R 5) ORENED &
NTWwb,

Theophylline (3 %% Z L5k, MillE Lg% &0
ERzA L, JR8TmE, WEME () SEX
MBS, MSIEDOHEICAM IR TH Z-)Z
WER O TIE, 2D OIRRETHRSE L 72 Ml R &S iE
B D728, theophylline & & b 12F /10 v RAPH

TERREM) I IXEDE 1-5-8
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[ - BRFR] Theophylline fM#EAEEICKIF T lascufloxacin DFZE

ERPEHENEZ DS\, LA L, theophylline
(T IMAREE OB AR <, EEHZE D A 55 D
., AR I MAREO EAICHEN LITLIE
BIEH = 5834 5%, Wijnands 571, %/ 1o~
APLRH D —>TdH 5 enoxacin (ENX) % theophyl-
line LA L7 BECTREIVERSEBLL, € OEREA
ENX 12 & % theophylline DX HE 124 9, theo-
phylline MHEED FAIZH B 2 & &2 ML 7.
Theophylline (AP T3 12 1,3-dimethyluric acid, 3-
methylxanthine, 1-methylxanthine ~& G & 7z
B, R~ E N ™, & O H 21 cyto-
chrome P-450 (CYP)1A2 25B5- L, —#i2 CYP3A4
R CYP2E1 b 595 & & 5”, 2N F CTENX
X EOF /0  RPUESEE L theophylline D FEYHH H.
TEFE, —fIci3 ¥ 7 0 v RPUR#EIC & 5 EEE%R
DHENFEHTH D L ENTVnBY,

MRoOF o s RREELZRHET 212H720, B
RIZB W T theophylline & O HAEH OREE %
FHMEL, ZO#EREHIRROMHEICEES 2
LIFEETHL, InFTHESI bbb s
V=T ORI E L, EOx o  RETEET
& % pipemidic acid"’% ENX""I%, theophylline &
DU L Y ERR ERE R E 25, T 70~
80% @ theophylline Ifl # & B © I A % /& L,
ciprofloxacin (CPFX) ", tosufloxacin'’, garenoxacin
(GRNX) 772 &CT & 35T 20~30% FREED 1577372
® 5172, — 77, norfloxacin'¥%° levofloxacin'”, si-
tafloxacin (STFX)Y, pazufloxacin' 7 & Tl 22
B E s, L IZmPEED LA ORRE
WZHEDS AR ST b,

LSFX X, e MiFI 70y —2a%H\w/zin vitro
BRI B W T CYPLA2 12X} 3 A THEEFIZE W 2
ENRERR SN, LA L, R CYPLIA2 (2x)
35 BEERAIEIE & 172 GRNX T3 theophyl-
line MARED EAPHE SN TVEY, 22 TH
[a], Hivbitid, LSFX @ theophylline Ifi4E Hiigk
R, RSN 6 B2 x5 &
L 7z B R SBR THGT L 720

ARBERIE,  HEFIOR S MY I s 1L Bt B R s B e A 22
BROFEELZTITER SN, ~AVY Y FESIC
O CMHEAEIB L OGCP #1 KT A »|2H#E
LM L7 (RREBE S - B ARESREERL >~
¥ —, B#%&S © JapicCTI-142561) o

. NREFE

AGRERL, 2014 4E8 A5 20144F9 AT, I
AR 7 b e 5 1L B e PR S BT 78 T 2 C 50 L 726
1. WHR

[ USRI O Al A% 20 i DL 1 40 e DUT, A& TR
# (body mass index) #%185 kg/m*LLE 250 kg/
m* KT, A7) — = v B L O AR E
T HHA, Bligk L ORE (RRE 12FE.0
ERIMATS) OfR, BRIEEMSIC L ) /#ET
BB LW Sz HARNER SN G 2 peli & L
7oo BN, BEERE (I L, FEHI O A5
U6 3 1 R 6 FERMA O T T CTRYE A £ L 72,
F7:, EHOWEEG 3 HE2 5 FERMEOK T £
T, ZL—=77)—y (RE - B, £ b - Va—
YA -T—=F (BT FPFY VYY), ThI—
N, FHUFUFEE (BT vRE) BEGHK
BOERCEEEIE L7z HBRE D SI1L, FENCEFMIZ
L RBEINoREZ 572,
2. FRBLUKRSE

HH] & LT, theophylline fitIEHF TH 5 7 7+
F— )V 200 mg® (FH =2 MR att), 25
N2 1 88912 lascufloxacin 25 mg % & e $e #) (FF
ME RN S) % HEH L 720 Theophylline (3 [
REHETHS200mg (15) % 1H2M x5 L
720 F7z, LSFX E#FOFOBRHREEZEZ 55
75 mg DfFET, EHFIO 1 HAEE LTEES N
%5150 mg (25 mgéEx 6%8) % 1 H 1S L7,
3. BT A UBLUEBR TV 21—Ib

KABITIEER, o b B L LT
Wil 720 SRBRAY ¥ 2 — L% Fig. 1 12K,

F31HHZ54HH % T theophylline 200 mg
FHATLH 2 BEROKS L (32 ba—)),
KWT5HHEZS 11 HH % T theophylline 200 mg
O 1H 2 EoRAEREA#ES (11 H BI85 1 E O &
Bel5) (2, LSFX 150 mg = 91 1 0 1 [= 6t H
#5726 Theophylline it ## % 1 H 2
W RS- L7k, 6 MR (3 HM) o5 <l
SRR ILERREBIGET L L SN Tn b, F72,
LSFX % 1 H 1 MRS G L 7205, Mg i 7
HECIIZERIREIET 27, 2 D728, theophyl-
line MUAEHREE DM E X HMIZGRT4 HEIZ, M
FH OB GEECIx, LSFX B 5%4 A HB
SO 7THBHIZENZENAHM YT S, theophylline ®f)
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[[Z% - E2FR] Theophylline M#ZRE IR (E T lascufloxacin DFE

Day -1 1 2 3 4 6 7 8 9 10 11 12 13 | 17-19
Drug Theophylline 00| 00| 00| 00 o0 00| 00| 00 | 00 |0
administration |y 5scufioxacin o 6| 06| 060 | O
Blood Theophylline o o :() h 48 h
collection 1 ascufloxacin o T 24n h [ 2an] 48h
Diagnosis, vital signs and ECG | @ | @ o o ([ o
Laboratory tests [ ] [ ] o [ ] o ([ J
Schedule for blood collection on Day 4, 8 and 11
Time after administration (h) 0 0.5 1 2 3 6 8 10 24 | 48
Time 9:00 [ 10:00111:00{12:00] 13:00] 15:00 17:00] 19:00{ 21:00{ 9:00 | 9:00
Day 4 Theophylline [ ] oo 06 (06| O® O o
Day 8 Theophylline [ ] ( BN BRI BB BNEN AN BNAN J

Lascufloxacm | @ | @ ( @ | @ | @ | @ | ®© | @ | ® | @
Day 11 Theophylline o oo 0606 | O O o [ ]

Lascufloxacin [ 2NN BN BN BNEN BEEN BEEN BNEN BNEN BN BNEN J

Fig. 1.

#5208 HHBLOIIHHD 2R THEET 5
Ll L7, EROWNEE —E LT 5720, Il
*FEML7-4HH, 8HEB LU 11 HB X2
WCHEEL, 5 4R T CTHA, 1% E O
K&L7:e 4HH, 8HH (BFH4 HH) o501,
5105 1, 2, 3, 4, 6, 8 108 £ 24 ki
05 BIP2UBMIZLSFX O&A), 51 H
H (BEH 7 HH) ofbhi, #%5#%05, 1, 2, 3, 4,
6, 8, 10, 24 B L U 48 Ef] (05 B & O 24 IF[i I
LSFX M OAR) ICZ2NZNRIML, MK % &L
GrEE L CIngEE A7,
4. [ theophylline 3 KU LSFX BZEDRIE

4HHE, SHEBLU 11 HEHOFEGRIZERINL 72
M#EZ DWW, theophylline DR & &t L
VI —=Ftr s —IZTHE L7z MikZkry > /87
e NN (11" R D= P 812 N7 = Al N7 A A S
TARAANZ b X Y =X ik, Bl L
TEEZER L, 72, SHEBLUILIHHEHD
B G RICERIS NAZIMAE I D W, LSFX O %
RS JCL XA 7 v e A FH TR Bl o3y
777 =% A T AR S Bioanalysis ZF3E5R)
W CEdiEfA s o~ M7 7 EIC L D lE L7,
5. EYNEREDEET

BB LI, 4 HEH, 8 HHB L UM 11 H H® the-
ophylline ®MAEHIEE % 7 a2 /)X—= M X ¥ N

BARMLFEREFZRMES Vol. 68 S

Schedule for drug administration and blood collection

WE DN L, Cow, tow 3 & UV AUCw & 3K 8 72,
F72, 8HESB L U11 HHOIMAEH LSFX iR %
S avS= P AT MEIZE DT L, Con tow
B LU AUCw T KD 72, Y EREMEHT 12 1% Phoe-
nix® WinNonlin® ver.6.3 (Pharsight Corporation,
I Certara) #fHifH L7z, 4 HH® theophylline H.
ISR T4, SHABLI U IIHHIZBITA
LSFX ff /i @ theophylline @ Corwx B & U AUCou0
DI FAT T3 H D 90% B X LI & ) 3F-if
L7zo BTG 0 90% EHHX M A% 0.8~1.25 D #i
(2 B IRg, T4 [ oD S B RE 719 Ze A BAE U
Ze B L 72
6. REMOFE

AERERMIEFZ LB LT, BEEIR - WERTR,
FRERMAS, N4 7V A v (IE, BRI, AR
BLUORFELENMAELFEMT 2 (Fig 1) &

B2, MBREEEMEPEEFRB LUOZORE
B bR % B L 720

Il #ER

1. R

W BR % 5 % Table 1 127897 #BRE O Fi#5 13
257 % 68 7%, B £ 1317005+446 cm, £ | 1%
6235491 kg TH -7 (LIE, FIgMHE £ EERZE)
2. [M#Eeh theophylline JEE

6 BIOBERE TN TITBWT, AT T a—VIZfE



[ - BRFR] Theophylline fM#EAEEICKIF T lascufloxacin DFZE

Table 1. Background of subjects
Subject no. Age (years) Height (cm) Weight (kg) Body mass index (kg/m?)
1 38 167.6 66.5 23.7
2 26 168.0 64.9 23.0
3 28 168.9 55.7 19.5
4 21 165.0 57.8 21.2
5 21 173.8 67.9 22.5
6 20 177.0 61.3 19.6
Mean *SD 25.7%7 170.05+ 4 62.35% 5 21.58%2

=O=Day 4 —@—Day 8 ={0=Day 11

Concentration of theophylline (xg/mL)

0 1 1 1 1 1
0 2 4 6 8 10

Time after administration (h)

Fig. 2. Mean concentrations of theophylline in plasma
after multiple oral administration of 200 mg of the-
ophylline twice daily alone (Day 4) and with 150 mg of
lascufloxacin once daily (Day 8 and 11) in healthy
subjects
Each point represents the mean and standard devia-
tion of six subjects.

WEFI QPG & BRI % Fht L 720

4 H H (theophylline #4#%5-), 8 H H (theophyl-
line & LSFX BS54 HH) BLX U1 HE ([
BER¥5-7 HH) 2817 % theophylline &34 i1 4%
IR & Fig 212, EYEIE/ T X — % % Ta-
ble 2I2ZNEFNRT, 4HH, SHHBLWI1LH
HIZ51F 5 theophylline O FIIIAE IR ER L, 1
EN G514 10 BEfE £ 832~898 ug/mL, 896~
995 pg/mL B £ U°961~105 pg/mL %R L 72
F7-, EYERE T X — 5 OFEHHEIEZNEN, Con
73946, 103 B L1V 108 pg/mL, AUC0 %% 87.1, 958
B LU0l pg - h/mL T, tald 3 4~51
HOHEHFHIZH 7o SHEBLIIIHEIZBITS
theophylline @ I AFHFEREIE 4 HBICH~NE L, 8
HAHE1IIHETIR I HEDWEZ) PR EELRL
720 13 HH# (11 H B#5-1 48 IK§[H]) @ theophyl-
line P34 104 WP 2 BE 12 128 ug/mL T 1), theo-

phylline (XA G- F I MAEH 2 5L 2 ZIHK L
720

4 H H @ theophylline HM$z G- 125§ % LSFX
fif 1 #% 51 12 B 1T % theophylline @ Cow B & T
AUCo0 D AT 1 (90% EHEIXH) £, 8HH
TZNZ 109 (0.94~1.28) B £ 1 1.10 (095~1.28)
Thotze £72, 11 HATE, £ 117101~
1.35) BL U118 (1.02~1.37) TH o7z, EMF
o 90% FHEX M2 37 it 0.8~1.25 OFiPH %
Z72Z2&M5, 8AH, 11 AHELIZ, WEAIMO
B RE A 2 A AR v S HIWrS 21213 w7z
5% o 7z 11 H BIZB 1T 5 theophylline M4
U FE O FEATT I D BN, Cuax T 14%, AUCow
TlX 16% Th - 72

Theophylline H.A#% 5- 5 (2% 9 4 LSFX 6f 4%
5@ theophylline IM%E HiE B D ZAL 2 # 5 5] T
HbHE, SHHIZBWT 2HIOBERE T Cuuw?® 23%
B L U52%, AUCeuHS27% B £ 1N 48% ¥ L 72,
72, 11 HEIZBWTAGIOPERHE T, Cuw?’¥ 9~
56%, AUC07® 12~55% Hhn L 72. 4512, 6 fd 1
BT IR BE DY MABHE Ch o720 —75, 8H
HCid46, 11 HHTiZ 2608 E# T theophyl-
line IMAEFREEDZALIZFRD H ko 72,
3. MR LSFX EBE

SHEBXIWVII HHIZBIF S LSFX OFH 1M
HIREER % Fig 312, TOEYHE T £ —%
% Table 3127”77, SHEBLX LI HHIZBITA
LSFX @ ConclZZNEN 217 B X ¥ 229 pg/mlL,
AUCwxulZ #3148 £ 8366 ug - h/mL T
Ho76 Contd8HHE 11 HHTIZIZRHEETDH -
7275, AUCiid 8 HE LD 11 HEH TR EE LR
L7z
4. etk

ARERERTIL 6 B 1 B 2 O EFRAIE L
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[[Z% - E2FR] Theophylline M#ZRE IR (E T lascufloxacin DFE

Table 2. Pharmacokinetic parameters of theophylline after multiple oral administration of 200 mg of theoph-
ylline twice daily alone (Day 4) and with 150 mg of lascufloxacin once daily (Day 8 and 11) in six

healthy subjects
Pharmacokinetic parameter
Day Subject no. Percent change AUCo-10 Percent change
tmax (h Cinax L
ax () a (ug/mL) in Conax* (ug+h/mL) in AUCo 10*
4 1 2.00 6.71 62.5
2 6.00 11.0 104
3 8.00 5.07 43.6
4 6.00 10.0 92.3
5 6.00 12.2 114
6 2.00 11.8 107
Mean = SD 5.00 +2.45 9.46 £2.91 87.1%279
8 1 6.00 10.2 52 92.7 48
2 2.00 10.3 —6 96.9 —-6
3 6.00 4.98 -2 44.8 3
4 4.00 10.2 2 92.5 0
5 4.00 11.8 -3 112 -1
6 3.00 14.5 23 135 27
Mean*+SD 417 % 1.60 103+3.11 95.8%29.8
11 1 6.00 10.5 56 96.6 55
2 2.00 11.0 0 104 0
3 8.00 6.21 22 54.2 24
4 6.00 10.9 9 103 11
5 3.00 11.8 -3 109 —4
6 1.00 14.6 24 142 33
Mean*SD  4.33%2.73 10.8+2.71 101+28.0
*Percent changes from the value on Day 4 (control)
3
. =@— Day 8
E
0 ={}=Day 11
=
g
s 2
<
P
S
=
=
Q
3
—
S
g 1k
Y
]
o
Q
=
3
O
0 x x x x
0 12 24 36 48

Time after administration (h)

Fig. 3. Mean concentrations of lascufloxacin in plasma after multiple oral adminis-
tration of 150 mg of lascufloxacin once daily with 200 mg of theophylline twice
daily in healthy subjects
Each point represents the mean and standard deviation of six subjects.

720 TOWFHUL, [F—HBEE THRILL 72, theophyl- FITVWITNOBRIETH ), WMEZLEETLHI L]
line A G-RE D pR 7" B Bl P, LSFX ff % CEE L7z WINOHERR L THA L ORR
HGREOHFHEREHA O 1 Th o7 TNHOFH BItRIEH 50D LI\ L IRERIEEE R LRI L 720
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[RZ - BRFK] Theophylline M#RAREICRIE Y lascufloxacin DFE

Table 3. Pharmacokinetic parameters of lascufloxacin after multiple oral ad-
ministration of 150 mg of lascufloxacin once daily with 200 mg of
theophylline twice daily in six healthy subjects

Pharmacokinetic parameter

Day Subject no.

tmax (h) Cumax ((g/mL) AUCo-24 (ugesh/mL)

8 1 2.00 1.71 26.2
2 0.500 3.04 36.6
3 1.00 1.80 24.1
4 2.00 2.02 33.7
5 2.00 2.33 35.2
6 1.00 2.14 32.3

Mean £ SD 1.42 £0.665 2.17 £0.480 31.4%5.06
11 1 2.00 1.97 31.2
2 1.00 2.55 39.3
3 2.00 1.75 26.4
4 4.00 2.28 40.0
5 1.00 3.01 45.8
6 1.00 2.16 36.9

Mean = SD 1.83*+1.17 2.29 +0.447 36.6 £ 6.88

Table 4. Influence of quinolones on pharmacokinetic parameters of theophylline in healthy sub-

jects
. Percent Increase in .
Group® Quinolone D.ally dose of theophylline parameter® .Inc1dence of
quinolone (mg) side effect (%)°
Cmax AUCo-10
I Pipemidic acid 1,500 71¢ 79¢ 20
Enoxacin 600 744 84 40
I Pefloxacin 400 174 194 0
Ciprofloxacin 600 174 22¢ 0
Tosufloxacin 450 234 244 0
Grepafloxacin 200 28¢ 33¢ 20
Garenoxacin 400 18°¢ 19¢ 22.2
Lascufloxacin 150 141 16f 14.3 (1/6)°
1T 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 1]

aPercent increase in theophylline Cmax or AUC compared with the value of theophylline alone (control):
=40% in Group I; 15% to 39% in Group II; =14% and not significantly different from control in Group
1

"The values were cited from the reference 17 except those of lascufloxacin.

‘Neutropenia occurred in one subject.

dSignificantly different from the value of theophylline alone (P<<0.05)

“Significantly different from the value of theophylline alone (P<0.01)

Not equal to the value of theophylline alone analysed by 90% confidential interval method

ERAHEFRE LORROBILIC o g H  FCELT, BRI Y % 2 e R
JUERRL ahors E72, HEER- WL, BEROSALPo7
BB, 51 54 Y B X O 12 OB
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(5 - BgFR] Theophylline M#EARREICKIZ S lascufloxacin DFEE

n.  =E==

P ox /o 2 RPUHE S LSFX O Pf H 25 L1
5-#% @ theophylline I AF I RIZT B %, 6
B DREEE SN T R BRE 2 oxf & & L CHET L 72,
Theophylline 200 mg % AT 1 H 2 | SRR 1%
5. 1724 HH®Mm4EH theophylline @ Cua, AUCow
W2, LSFX BEHFO 8 HHB XUV 11 H HTIE,
TNZEN Con 9% B £ U 14%, AUCo0%%10% B
X OV16% 1N L 720 Theophylline H R4 51 12 %t
3 4, LSFX B F #% 5- %512 B8 17 % theophylline @
Coax B & U AUCo10 D HA T3 > 90% 15 HEIX [ 1%
WL d 08~1.25 O#EiIPH A 2, WEERFH oY)
BRE A A AR v BRI 21213725 7
o7,

bbb 7 )V —7Tlx, ZiF T theophylline
ERRER 0 RPN & OFRIRIC BT 2 YA
Ve % FREDER T A~ TEHME L, FH T & DM
HAEMOREZ 3SERIZTELTWwaDY, §4&bb,
HEH 5 HH (—#oFEHTIX7HE) IZBWT, the
ophylline il H1 & & D Cow T 72 1 AUCH T &~ b
T — U & 0 40% ML EFEIC EA L, BIEHZEEL
DOUFEENEDLOTEVEEZONDL LD E THEL
L7z 72, FEMHT Cuw £7213 AUC 2% 15~39%
OHETHEIC LA L, BEEMHZ LX) EIEH
WHOWREENH L LEZ LN DO TTHEE L
720 8612, MEMHT ConB LU AUC @ L5H 2
4% LT Tay ha— U liE HE#% <, theophyl-
line £ DAMBENFM A R EZEZ SN DS D% IILHE
& L7z (Table 4)o 48], LSFX o I 3 H i BE 7%
EWRBIZETLEEZOLNSL, IIHE BEHT7
HH) 281F 5% theophylline IMAE H i EE o BE N1,
Cox T 14%, AUCiuTIE16% TH o720 it
DI I L, LSFXIZ B SN, 24
PRI B AU o B & Tl R o ]
(R AoF (AR

WEEE B THA D &, theophylline H A G- |2 Xt
3 % LSFX fif: H #% 5- I @ theophylline Ifil 4 r i B2
DAL, 11 HHIZBWT AP OHEERE T Coa DS
9~56%, AUC02%12~556% O¥mE R~ L7z —,
8HHTIZ4HI, 11 HH T 2Bl 0#: 5 T theo-
phylline D IMAEHEEIZEZALIZRO SN Do 72
(Table 2)o [FIKEIZHI5E S 4172 LSFX P34 th
B R AL L, theophylline O [LAE FR & A% M B Y

BARMLFEREFZRMES Vol. 68 S

W LA ZR L BRSO L b LSFX S
FHLlE 7wz EH» 5 (Tables 2, 3), theophylline
MAE e F A o k2L, pEH L 72 LSFX 14
HFIREOEIERTA20D0TIEIAVWEEZ BN D,
—fRIZEAIZ BT % theophylline o7 %0 Il H i 8 3
12 5~15 ug/mL C, 20 ug/mL ##8 2 % & BI{EH
WHEHT 5 2 SN T\ 5B, 4, theophylline
A iR BE O b A1 W B [ TR ZEDTRE D S 7z
boo, ERABOMBFREIZVIND 15 ug/mL
PTG, 20 pg/mL 22 % b ORERD 5% H o
720 TDOZ LI, ARHNZ XD theophylline @ M4 i
D EA L, o8B B TR ED RO Sz
ELTYH, AERREZIHIT DL AVIZIEW57%
WILEERRETLHDOTH S,

Theophylline DfLHHIZ1ZE 12 CYPIA2 2B L,
—#R12 CYP2EL, CYP3A4 4594 & s8N 57,
F /0 Y ARYUREZE & theophylline DFEWHHEAEHIZ,
D95 CYPIA2 DIENERTH S & ShTw
5V F7-, Batty 5%1% CPFX 12 X % theophylline
DR BHE IR EB AT 5 2 2L M
L7292 T, TNHCYPIAZDOHEBIL NV, &5
WE CYPIA2 B & O CYP3A4 @ [HE O FEE |2 ik
MZAEDSHK T W EEZ RIE L CT\W5, 4, bh
HIDFEN L 72 LSFX I22W Tk CYPIA2 ~D [
EERADPFHNZ EDPHOENTNLEDATH D, theo-
phylline & DHENEFHORFIZEI L TIXE 5 7% 2
WPLETHS ).

Rogge 5%, ENX 0, 25, 100 8 £ 0200 mg
$¢5-& theophylline O3EWFH EAEH & ORISR % e
L, theophylline Il 4% H1ijg & & k5 1% ENX 0% 5-
HICERL, HGEIKEWITEmEEFRED LA
BREWZEEHEL TS, BEATLF /0%
VLB OG5 & theophylline IMUAFE R O BIFRIC
DWTE, STFX THHESINT WA, T4bb,
theophylline 200 mg ® 1 H 2 A& STFX 50 mg %
7213100 mg o 1 H 21 % f H L 72K, STFX 50
mg #%45- Tl theophylline o IMAE Fi B2 L IZFE0
SN o/zbon, 100 mg#G5-TlEBH 5 HHE
DOMBEFRREENAREIC LA L, ZOREIIHKGEIC
KETDHEENTVDEY, SEOHBETIE, LSFX
OFHEIIFROH O G=D 25 TH 5 150 mg &
L7 8HEB XU 11 HEIZBIT 5 IEEH LSFX
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The effect of lascufloxacin (LSFX) on the plasma concentrations of theophylline was studied in 6
healthy male volunteers. Initially, 200 mg theophylline was given orally twice daily for 4 days prior to the
start of LSFX administration. Then, from Day 5 to Day 11, 150 mg LSFX was given orally once daily for 7
days, along with theophylline. In this study, the plasma concentrations of theophylline were measured on
Day 4, Day 8 (the 4th day of co-administration) and Day 11 (the 7th day of co-administration). The pharma-
cokinetic parameters on Day 8 and Day 11 were assessed using the parameters recorded on Day 4 as the
control plasma level in theophylline monotherapy.

The mean plasma concentrations of theophylline on Day 4, Day 8, and Day 11 remained 8.32-8.98, 8.96-
9.95, and 9.61-10.5 pg/mL at each time of blood collection until 10 hours after the administration. The
mean Cu..x values of theophylline on Day 4, Day 8, and Day 11 were 946, 10.3 and 10.8 ng/mL, and the
AUCu0 values were 87.1, 95.8 and 101 pgh/mL, respectively. The t... was 4-5 hours at all the time points.
The mean plasma concentration of theophylline was higher on Day 8 and Day 11 than on Day 4, and was
slightly higher on Day 11 than on Day 8. During concurrent administration of both drugs, the C... of theo-
phylline increased by 14% and its AUCy, increased by 16% on Day 11 as compared to the values recorded
on Day 4. By subject, the C.. of theophylline increased from 9% to 56%, and its AUCy. increased from
12% to 55% in 4 subjects on Day 11, whereas no changes in the plasma pharmacokinetic parameters of
theophylline were observed in 2 subjects. Only one adverse event, namely, neutropenia, was observed in
one subject, and the event was judged as mild.

It was concluded that from the viewpoint of safety, there is no need to adjust the dose of LSFX when
this drug needs to be administered in combination with theophylline.
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