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Levofloxacin (LVFX) {4 D4 T HIFER T, —MMEOTEGFERA OB AEHE ISR 720, 4
[, LVEX {EGH OB (5% 7 K i £ 72 3R A), BIRE 6 mg/mL % 721% 25 mg/mL),
SRR (60 20 F 7213 120 20H) #ZE A, 4 M oS- )7 32 T LVEX 381 X 2 13808007 K
I DEEIR IR % PRBE W IHRET L 720

LVEX JREE - FsRER - 00 O TR S BOS O 631X, 5 mg/mL - 60 43 - 5% 7 K fiif ¢
1 889% (8/944), 5mg/mL - 60 4 « B A TIZ 100% (9/9 %), 25 mg/mL - 60 5 - EFRATEIH
T1x778% (7/94), 25mg/mL - 120 4 - EFAIEHE TIX 66.7% (6/94) THo7zo WTFHOEE T
FEOFGHBAL G BT, KRS G 30 458 F TR L, ST 1R %  TlemkL
720 72, WTNMOHELLWEIILTEL ST, RISV 5 72HRERD SN b o7,

WO 51T LVEX NS X 2 SR SUG 2S R SE EE IS 780 & 7z 720, W 72 FE4 0L
OGO % RITICE V2B d o7z ZORMNT, HIREAEIEEROLEIC, SEHRE 2K
{¥% (LVFX #F : 25 mg/mL), & 2%\ PiH &%) ORI @ 120 43) 5 058:C, 58
PEEAME T 3 B MEIAAVRIR S N7z ARERTERD S MRS A SUS IV 3 b — il TR o /T I
IRTHY, PRIV EEREL TR, BRFEMZT ) IS LERTREFRLTHL 00,
KEHORBFHCER L EBL 52 5D0TREVEEEZ NIz, 72771, koG HBURH R
AEHOHEGIZEY Y a vy 7 BIOTF 74 FF Y —FIERZTISEZTWREADH L 05, &5
LTI THREERGICEEST AT F 710 5% Y — 3R H 4 F54 >~ (2004 4E50) | (28 U723 -
BREIT ) LEDLDH )0
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Levofloxacin (LVFX) 7ESHIOBERANZ G E L2E]
MR (B $e 5-388%, DUESR 53 B0 2 EfiL7-L 25, 1E
BB DRLBER 2 9 FE 7 & OTESHEBOS A5, SRR S 3
BRI 18 Bl 8 BIIZFED Tz B Gl CHligE s /-
FEHEASOGIE, WTN D &G EME) b OTiE% <, ril
TR 1B DI ERE TS 2 —BtoboT
B o 720 F 7z, IR UG O FEILH 2 S BURIEEE O FEBLRN
BHEBREICIDVIFEETHY, oG E2HERLIT LI
JERDTRL B D DOTIE L h o7,

— 0, (IR G ICHET 27 F 74 FF Y — RO H A
F5 4 (2004 4550 17121, HIEERL T LV — ROG % BE b
LIEFRFTOEIRE LT, FEFHRAL A S FAKIZ 0T T DR H
JeAR, 9B, W, &0 R EAVREN TV B IEHE 53
BRpiiE & 0, LVFX JEEHNC X A ST F7 4 5

F BB % DB E1FFE ZIT WA, REARNZ X 59
BIER BOG Z BERNCIRZE L, 2O Z M5 2 L IdE
YLEZTI,

RN 48 B MRS, LVFX FENHI O WM, SR,
RO 22 2, 4 oS- /1% v T LVFX % 500 mg
1 H 13 H R R RMEE Lz 2 LT, GRS O
EBIUOBREABET LI LICLD, B IL OB H
FWRMCHRET 2L 2 HME Lz, B, RRBRCIIHIE
ZHBLL 72580k B & OHIBE % WL 35 & & TS G
ERMICHE L, ERiZSHZ I CTHIE T 5 A S O
I, HEEHE L.
L &R & FE
AFREEIT 2005 4 10 H 25 2005 4F 12 HIZ, BERERE

*HCGCHRUE X VU A 3-25-8
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LVFEX {3557 o 7 5807 SO 3ok 5 11

fiix DRREAZBROKRELHGT, "V UFESHB
LU EREMOERRROEROIEHEICH T 285 | (E
HEBAE 285, FRI4E3 H 27 HAF) %857 L CENM
L7z
IROE 1
20 DL E 45 ki, 13 50 kg LI E, BMI 185 kg/m’
DLk 250 kg/m* Kiii o HARNEFRERABEEZ L L L
720 RBOBMB LU, PEINLEHR Lo
LEZOVTXEHEEHNTC T %3HE L2 2T, H
HERICI 2HBSMORE 2 K2 S CHTHREL,
HATDO A 7)) — = ¥ FIRATHRE & HW S s %
WHE LTz
2. R Gk
IR, LVFXOREE, mGRMICEI D ATy 7 1~4
DGR BGHE) 2REL. WINOAT v 7T
%, LVFX 500 mg %7213 LVFX =& F 72 WiBEE O H
DO7FR% 1H1H 3 HEESHEEEL
A5 v 7 1:LVFX500mg/5% 7 F =¥k 100 mL %
60 43 i
A5 v 72 : LVFX 500 mg/4: ¥ £ 1 % 100 mL % 60
AR
A2 F v 73 : LVFX 500 mg/4: ¥ £ 1 % 200 mL % 60
AR
AT v 7 4 : LVFX 500 mg/AE#H &I # 200 mL % 120
AR
LVFX @ 5% 7" N 7§ i o 2N v 7 855 (LEVA-
QUIN®™) iZ Johnson & Johnson, LVFX O 4= ¥ &1 i A iR
DNy FEFNIE - RAat, I ERD5% 7K
R (RBEHEE 5% ™) W RBFEHETY;, 77 Ro4k
HEREREE =SSt L) AF L
LVFEX &Ny Z#FOMIR - #ix, &5 5 b5t
WA~ RO OEW R T, LVFX S5 E A5 mg/mL
DIFIZHFROBWTH 5. T/, WIEH & QR Z &
9, pH OO 720135 £ 7213, KMRILFT MY o A
DI E N7z pH 3.8~58 DIRB I S N 72 A TH 5,
A7y 73BLO4 TP SN/ LVFX 500 mg/A=#
AW 200 mL 1, F—=dRASH RO LVFX o3y
7R & A AT 2 AL 72,
3. HIf - Bk
ATy T T 12B OB LVEX #E 9B, 77
RT3 BN IAELZH Y AT 720
LVFX HEHA T E A~ oBHETT 7KL
DOWBAEETH ), ERMEZHERT 22 EPHETH
AH7:0, HERILEBREE Lz, #BE~OERMEI,
PR IR RS 2 BB N v IR LB 2, oYy
7, R 2 — 7B LN 2T — TRt o
T 7 v RETHEY, M EERENERITE 2w e %
WERTAHZEICE VIR Lz, /2, REBRETERNI,
BREOEWRLIC TR EL 2O MZ B L UORELE

T L 720

4. BB X ORAEH

Wz 550 B O WIS BERE & GBI R Rk 1 A BE &
&, 3 HHOHIEEAT o 720 iP5 1 H iR
W R LGRS, RS 7 HBICH
B & it L 720

5 1HBEB XU 2HESFEBEEER & MR T
W, 3 HHOXIHRWGER, 605, 1, 15, 2, 25, 3,
4, 8, 12, 24 BEMIFICERIM L, Mefk% —20C CHESELRAF
L7zo M3 LVFX BRI, SEMpi 1 oo 4 i) & KB
(ZZLEA T 1 22 AMAEH) THPLC 2 X 0l
E L7

NAZ VA Y (RIR, ME, BREED 1, RS
B — 24 BERITRT, $85- 1~3 F H o 5% BT RT, i B
15025, 05, 075, 1, 125, 15, 1.75, 2 KpfE#% (1.25,
15, 1.75, 2 et 120 53 iR O &) & HAMRAIZH
E L7z BURMAN, W0 s B G — 24 eI AT, fofas
Wb AG 24 Rl 14, HEMAICER L 72,

ERER GG O HBERE E TIORZ - 72 EHL
EREL, Fo)bEBRELONRMBRIEE SNE
PolHRERIEHE Lz, AEFHSGOREMEEIL, [PUH
I X B IRBHESNC B 2EIEH, BURMAMEEE O
TEHLUE [P % B8 | BB E R AT L 72,

5. JEEFEALROS OBIEE N

GBI & 72\ 3R BR IR, $5- 1~3 HHD
IGERSE RO B AR LT, RUE B4R 0.5, 1, 1.5, 2 R (15,
2 BRI F213 120 7 il O &) (TSR 2 T BT
Ll Ll T2, HEEPEXOEEKT RS
L, YA O S L RO & fERL L 72,

FIINH AT WL ISR L - i
%3 A7 & (ArmSkinRecorder™, ¥R &AL ¥ 7 #
7 — N T, WBREEZAHELAIROSEY, N
BB BAG — 24, —235, —23, —225 KEMIAED, %5
1~3 0 B o s EERr, sikkes 05, 1, 1.5, 2, 25
RBP4 (2, 25 BRI 120 45 50 EE o0 B0 1288 L 7o
F 7z, ESEAALBEDS R B L RS TR O %
TREE L 7B T DI L7,

KRBT, EFREBAOC %, GBS O B
AR SRR ORIBES X O EBC T L 22 iEa AT
KB B HE), TSRO Z ) SRR, RO &
DRI R AERRLER LIz, &b, HEEAALEE L
BT F 72 R HEm Sl cHET A2 &
L, WELAAROERIIMSOMET—5 & L7

6. APEA >~ 7 v 7 ADOHM

RBEA Ty 7 AL, FBRBLUHIEEE, ~NES O
Yy ORSERER IS L2 EHEEITc L D g b L2
D TH 5. ArmSkinRecorder™ T L7zRiD 7Y ¥
VEREZ S &I, BRAEHA Y7+ 7= FICT, A
BEG ZRNHEEUI T LI VR Ty 7 A
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HEEM L7, /2, BILKHA v Ty 7 A% b L
WCHLBERI A E R L, SR A R L7,

D JsE

MHANE 7T E RN ZBOUEZ R LT, KF
WP ROLE S L TR RO S AT
FaY R EERBEA 27y 7 Al LCHEET S
HEPWREINT VS, AT, AEERTEOZBL
WL & R EEICE T 5 5 v o8 — b« RX— VI % 8 H
THZ LT, EETY S IVERO RGBE 5 (RGB :
Red, Green, Blue) % tt¥UZH# L CHIES » 7 v 7 Al
2RO LFEPHRE SN TS,

Thbh, EEROHFEFE L TEICEREPIIER S
NEAIT=0FE, BIUEEEDTIIEEINANE
FuE EOEIEFELZREL TS L) i
I REETNVEMGET b0 T OREEF IS L 72
RO S ER L RFREIR D ToORTEHIN S,

Log(1/R;) =mC,+hC,+D

CIZTRIAFER A ITBIT B, C., CidZhZh
AT VIRE, NEZOE VBETHY, m, hIZTOGR
BChRREAEEZET S, 72D EIERTH 5,

AT FEOREERPRLTANEI O Yt F T
BT 572012, NEFOEVIRREDENKREL, 2T
= VOEEOEDI/NE VR (550 nm, 650 nm) YLD
BRI L ) X 7 = VIR D F G2 AR L 7ol % 5
W35, 34bb

Logi (1/Rssomm) = mC,+hiCi+ D

Logi (1/Resomm) = m:C,+hoCy+ D

XoT

Logi (1/Rssmm) — Logio(1/Resomm) = (hy —h) C,

8bit W7 — Z BT HMRMEFHEL L, #*15 5 WL
ZLTHODLTE, Ild Resoom, Lol Resom & R EN, A
E/OE VRE CGIKRATRIAINS,

CiocLogu (1/1e) = Log (1/Tx)

= LngIR _LngIG

Z O % 1,000 5 L7218 % ARABRIC BT 2 HLBEA >~
Ty 7 ALEFRLT,

FBEA ~ 7y 7 A2 =1,000% (Logulk — Logils)

2) BTN

KPEA 7y 7 2, BHEREE 7 7)) r—va vt
L, 3y Ea—FNTHBRM Lz, 72, LA » 7
7 ZME1E BT OENARE, BAEPHFIET LI 2%
BL, HAZED X OEREBEERISEE S 3 ITHERA
ISR D B % Gl % 7280, ¥ G-HiHRGE R & F -0
E{ROMAN IR TR L 72,

RLBEH e B (R K RE & RLBERZ 8 % B3 % 72 D
BIE) 1, BREGAT R & DA BITEIC B % JaiiaT A R &
D17 EBEL 72

WREN ORI BEFEIRIZ 7 4 V& —EIC X Y 1T mm? b
TOXKHEEZHIRT 5 2 & Tl —E5 %K

72720 mi=m:

F L7z

MW SN A HEBOKIEA 7y 7 AMEEZHEB L
72 RIBEA T v 7 ZMEOFEEME & 1T S 7= K LBEE
WAEBOKNIEAL ¥ 7y 7 AEMFEHETH D, mAMHEIE
MBI ORLBEA ~ 7y 7 AKAE, B/MEIALREHE
BHoRRA v 7y 7 ARMETH S, T2, s
T-RLBEHUE O T 2~ H M L7z,

7. W E)E

B2z, %51, 2, SHHD Con, toa BL O
5.2, SHEHDIAER b T 7iEE (Cu) ZHIE L2 72,
A=A Y MERFBICLVES3IHED
AUCO-24h (%ﬁﬁz@ﬁﬁ(ﬁ) ’i’ﬁﬂj Lfio

8. L&D FHI

WMEINAFERGAB L ORIERA®E, ICH EREE
I FEE H AR (MedDRA /] version 8.1) 123t A% 2,
U AR U7, T/, [ESHERATALRE, JR4TEMY 2
I FEIR, THATEMIRIR B & OV SR AL B % TSRO I
e & L, FEFERA IS DREBOFEIZOWT, FEBIBEER
BB SO EE R L7

BeERE R, RHBERRIRNC, KA Ty 7 AEDFY
fill, FARAE, FBERAEOHERK Z/ER L7z,

Coaw Cn BEAUCmZENENREHIL, T 7
V— T RNCTEGHRA S OF BT 2 B L 72 53R,
ot Z IR ENRE NG A — & OPEMEEL (Cowx © 36 £4 X3
H=108, Con:36%%x2H=72, AUCoon : 36 4x1 H =
36) &L, /T XEFIAKCEBI L - 8E o, 5
HHOWEMBE LTHB L 28, CanlZDWTIEHK
SR ASEEGTRAL UG & 3 L 72 H O i o Pl 2 i 2 v
THIM L7,

I & ES

1. #EE

2005 4F 10 H 27 A5 2005 412 H 31 H £ TIg, §#t
8 PIOMERER N B BGFI N, B HlEBx ZaeMl
RN R & L, LVEX {E8A % 35 L 72 36 f & 38
WS R & L7z,

2. AEHRR

ARRERTIE LVFX % ¢ 5- L 72 36 5w 30 Bl A &5
GhROON, BRL-AEFRLITXTRFOHLT
HY,vay 2ERREEDEFSITRED SNLEH o7,
AT v 74D LVFXHTIHNICRD SN HIBREE O
LUNERE, TXTHFEEHMIETD - 72,

3. TEGHEAL BUS

TSRO BB LVEX B0 36 i 30 61, 75 & R
D 12 5% 1 ENCEED S, HEBRIETTIH S 2
MEdH Y | WSz,

LVEX #Ti&, 5% 7 F 7 100 mL A% 60 457
W A7y 7 1) TlE9pih8Hl (889%) 31 fF, AMA
R 100 mL % 60 2 AGH (A7 v 7 2) Tk 9 Fk
9%1(100%) 29 f, EBLAIEE 200 mL ¥ 60 45714 FiH
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Table 1. Injection site reactions by infusion
Step 1 2 3 4 1-4
LVEX concentratioon 5 mg/mL 5 mg/mL 2.5 mg/mL 2.5 mg/mL Placebo
(infusion time) (60 min) (60 min) (60 min) (120 min)
Diluent 5% glucose saline saline saline —
solution

n 9 9 9 9 12
Injection site reaction? 8 (31) 9 (29) 7 (20) 6 (13) 1(1)
Injection site erythema 8 (21) 9 (24) 7 (18) 5 (12) 1(1)
Injection site pain 1(2) 0 (0) 0 (0) 1(1) 0 (0)
Injection site pruritus 4 (7) 3 (5) 2 (2) 0 (0) 0 (0)
Injection site warmth 1(1) 0 (0) 0 (0) 0 (0) 0 (0)

Number of subjects with events (number of events)

9 MedDRA/J V.8.1

Table 2.

Appearance and disappearance time of injection site reactions with LVFX

Number of event (%)

Step Num.ber of Appearance time (min) Disappearance time (min)
. H subjects . A : N O .
(infusion . (Start of infusion = 0 min) (End of infusion = 0 min)
time) with ;vents O ) i
(%) 0<T<10 10<T<30 s0<t |Pelorethe o po3p <1 <60
drip end
Step 1 8 31 16 11 4 0 27 4
(60 min) (88.9) (51.6) (35.5) (12.9) (0.0) (87.1) (12.9)
Step2 9 9 29 13 14 2 13 16 0
(60 min) (100.0) (44.8) (48.3) (6.9) (44.8) (55.2) (0.0)
Step3 9 7 20 15 4 1 11 9 0
(60 min) (77.8) (75.0) (20.0) (5.0) (55.0) (45.0) (0.0)
Step4 6 13 7 2 4 10 3 0
(120 min) (66.7) (53.8) (15.4) (30.8) (76.9) (23.1) (0.0)
30 51 31 11 34 55 4
Total 36 (833) % (54.8) (333) (11.8) (36.6) (59.1) (4.3)

(A7 v 73) TR 76 (778%) 201, AFAEK
i 200 mL % 120 B pidi (A7 v 7 4) TIE 9B 6
Bl (66.7%) 13 fFO GRS A 728 &7z (Table
Do

AR TRED O MR O IE Wb —# ko
R TH o720 LVFX BEICHBL L 72 SRS 93 1
DH b5, 5117 (548%) A3 riikBLG 10 5% % <2, 31
- (33.3%) ASHIHBLG 30 A E TIZHIHL Tz, £
72, 341 (36.6%) AsriiEHC, 551 (59.1%) A%
T30 ETIC, 41 (43%) DR T 1EM% T
WL L7z (Table2)o AT v 7T EICHEEZ RS
&, A7y 71 TIRIETHERICHEE L HRYE 2o 720
WL, A7y 728X T ICHE L7223
AW13MF (448%), 1114 (55.0%), AT v 74Tk 10
7 (769%) TH o720 WTFNLEIEFEIIRETH Y, L
A WLEE SNTRGMEDTEETH - 72,

NAZ VA Y (RIR, ME, BREED) B L T,
HEHEG LA SN REIERDSNT, B2
RIS T LVF =R a vy 7 EOEFRIGIZO R
DB IMBEIT A SN o 72,

4. ¥PEA > 57y 7 A

KLBEA ¥ 7y 7 ZMEOFIHMHE, HkKAHE, FLREFUSINAE,
B LOFMHE L ARFIRAEOR D ) B, FLBEFHIE R
DOREWHER AR OALBE I, HHRTH3 2 BB E D
RE, HEMMHEI S ThbE, KR
I, WRBRFELEN £ 72 3R EEROMEZIC L 0 iE
GHRA AL O S Bl % iy L 2B S TRz R L, TRERIE
TR & 7213 7R B TH IR Bl 25T 2% % W R L 72 g 0 Ol
ZRL7:(Fig 1) 72, LA 7 v 7 2L BN T
b, LVFX %512 X AL A2 Sk L Tw
MAEZ s h: (Fig. 2).

5. HYHhE

LVFX @ Cuu t&, 60 43 BilEHE (A7 v 7 1~3) Tl
9.30~10.00 ug/mL T3 v, 120 5 H XiH (A5 v 74)T
13669 ug/mL T o726 AUCun lZFAT v 7L HITIT
FRETH Y, tuldWIT N R TRETH o 72 (Table
3o
6. FEWBRE/ ST X — & B OGRS

Coay Con B X AUCo20 DY 7 7 IV — T HITOFED
MRS DOFEHEIE, (ZIFFBETH -7 (Tabled)s
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4,500 4,500
4,000 Step 1 4,000} Step 2
T 3500 - ‘fg 3500 ¢—>
é Time pfinfuion = Time of infusion
,g 3,000 ,§ 3’000 -
-
E 2,500 & 2,500 |-
> >
< <
= 2,000 £ 2,000
£ =
£ 1500 £ 1500
= %,
£ 1,000 £ 1,000
500 500
0 0 .
0.0 0.5 1.0 1.5 2.0 0.0 0.5 1.0 1.5 2.0
after start of infusion (h) after start of infusion (h)
4,500 - 4,500
Step 3 Step 4
4,000 4,000
g 3500 > T 3500 >
g Time of infusion g Time of infusion
= 3000 = 3,000}
< <
2 2
& 2,500 |- & 2,500
>< >
< <
2 2000 E 2,000
< <
£ 1500} E 1500)
E S
£ 1000} 5 1000}
500 500 ;
0 0
0.0 0.5 1.0 1.5 2.0 0.0 0.5 1.0 1.5 2.0 2.5
after start of infusion (h) after start of infusion (h)
Fig. 1. Time course of the area of erythema by subject.

@ : Positive for injection site erythema by physician’s visual assessment, O : Negative for injec-

tion site erythema by physician’s visual assessment

m £ =

A5 5387 Tl LVFX 500 mg #%5-8 0 1 s
FEDIEGHIRALZ ) FERRIC & D 52 bk L7zas, ARl
T TRTOFENEMOSIZRETH O, PILFIE %
Ao 720 LVEX JEFHNC & BTV UG IE, Wi
BRI OKLBE, 29K, Kz EOERTHY, K
ARERB L O ER G RBR TS S o b oMo HE
Thotze 72720, HEEM IS ORBBUHE L, IEHK
HEclx 18 Bl 8 B, AFERTIL 36 51 30 I (Ta-
blel) THY, KRB TEHHETH-7ze TOEREL
T, ARRBRCIE, HEHEEMOCORBE X O L%
MNCBISET 5720, WESHE AR 2 FHEWEBAL Tl
B PHIGEWELE Lz, @% & ) lvIiE~o
MG CThoTto b, FRBEAICHSEEEBL-Z L
WEZ BNz,

AFRERCTRED O N FEFFERAL BRI, KERSH3 3 B

1530 0 TICHHIL, 1T L A LD IR T 1 B4 %
TIHET B Vo 7e— B OHERTH - 72, FLIA
7y 7 AEICBVTH, FUET O SRRSO i A
MhEFR S N7z (Fig 1, 2)o AFZITFIHBER 2 INTE
LTWwWbZ e, HhuxHERDL I L IAEIRDHE L T HEN
W E, BHIEFTMORFTHLICRE SN TE Y
EHWEDORIGIZWTo TRV L5, RO A
TUVF RIS EZEBEREROIVET LVEF—ET
3w eEEZ 6Nz,

A5y 71 TIE5% 7 F o B %O LVFX S8 ik
% 5 mg/mL ™3 v 7 #%] (Johnson & Johnson #) %,
ATy 72 CUE AR P AR A H o LVEX S8 B 5
mg/mL O3y 78K (F—=hRAH) 2 60 45T
HiHL, w3Ihdg89% /9% B XUr100% (9/9
Bl) &GRS SR W TR s iz, — T, TE
WA BOS O RFHNICE BT 2 L, A7 v 71 TldMA
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a) At infusion start

Fig. 2. Forearm of showing injection site erythema during 60-
minute infusion at step 1.
Pictures are in full color. Digital images of erythema are
monochrome.

WHICHR L72HRD o 72D L, A A3
B CTH o2 AT v 7 2 Ti& 29 - 13 74 (44.8%) 2%
JLHHIZIH 2 L 72 (Table 2) o W23 v 7 BFI O VIR - HHK
IR DA DN T 7 < TEFHBAL S O D —
D& LMz AR L 75 2 LR 5Nz,
AT v 72, 3BLT4DOKMLY, B Z AL

e L7, MM oS MK T 5 2 4% 5-H
B, T ab b Ui T H IR IRE L 50 mg/
mL (RFv72) &0 25mg/mL (A5 v 73) T, [
U SRR T H AU M 60 00 (27 v 7 3) X

D 120 530 (A5 v 7 4) T, EHFHERTISORHEERE X
DA B B RERPE SN (Table 1), FIET
» % CPFX {EHHI 0L T, MitmDZ kI
NOPGRRFERIEAT LY, GBS 25 T &
ArIMHEINTWE, Lo T, ATy 73BLU4
D LD HITTHTOIYRE KT 35 &9 k5 H
BT X AL RO O S BLFR DR T 5 W REEDE 2
b7z,

HWEIRE /N T X — % (Chax, Con B LY AUCO-24h) @%"H‘
T NV—THIZ, EHERCORBEOEIIRD L
o7z (Tabled) o F 72, ARFEHF DTG EALES D KIS
I ETEEEEG 30 02 CITHRBIL, B T (thw) ®
WK 3D 1 DEET B2 00, Loy <
T A= LIRS ORI E MBI L 2 nwEEZ S
N7z,

FUF 0y R#ETh b pazufloxacin (PZFX) 1513
TH, MlEDS & OERE - #etEisez g e Lz8 I
AR RER T, SR RS A3 167 Bk 57 61 (34.1%)
7RO SNz HEINTWBEY, F 7= ciproflox-
acin (CPFX) {EH#ITH, LVEX {8 CTiled S /ziE
SHBALBUG & MM OH HEHLHBHE" S TB Y, 115
WAL DR, FEM, B OB BIRIE D S PG
WCHRHL, 5P ELERGRTERICHETL I L
BRI Twb, /2, ThHDFRICIZLRAY I Ui
EOBEHREZ LN TV,

LAY I UL, RIEENRIED B\ IR
FOM 2 ORIFI LY, Mk~ X MilLB & OUFERER
2 HPFERIM I ERE S L5, Ofloxacin (OFLX) F 721t
CPFX # 4 XTHEWNHE 5 &, BRI 5 it
BEBMEITCEYPERENL ZEPHE IR TWS, 4
XIBIFBMpP LAY I VRED LA, —HEH~ A
Milarboe 2y I ViEREICER L7/ EHTH L 2 &
AR ENTW 5, Yoshida 521%, LVFX B & UF CPFX
MY ZAREIRB L V5 v b BN O & T T
FERTLIE, FOEHIZIE, <A M SRR L
e 2% I UHBGST A WEME HE L Twv b,

Dibofis &0, LVFX 2YERIERIR 2 R 5 BRI, &
REOFWIT L )~ X MHKEABER (v 2 & 3 2 lEHE)
THIEILY, SHFATBE RO MAE EEEATCHE L T
FA;RAE RO, MEPEA~O BRG] SR S
NTE ) FEERHE L EOBREOHREEFIE LD T
B2LDEEZ DL, /0 HITHE SN TV LEHN
KM ZEDIZ L A DG RO TH Y, HEHEIh
AT IVEDT IHNAT L T —F =P H W lE
AZRIFTHIDOTIERVEE LS,
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Table 3. Pharmacokinetic parameters on day 3 of treatment
LVEX concentration 5 mg/mL 5mg/mL  25mg/mL 2.5 mg/mL
(infusion time) (60 min) (60 min) (60 min) (120 min)
Diluent 5% glucose solution saline saline saline
n 9 9 9 9
Cinax mean® 10.00 9.30 9.59 6.69
(ug/mL) SDV) 261 212 1.21 0.99
Coan mean? 0.36 0.42 0.39 0.38
(ug/mL) SDY) 0.10 0.13 0.11 0.10
tmax mean? 1.0 1.0 1.0 1.94
(h) sp» 0.0 0.0 0.0 0.17
AUCo-24n mean® 47.24 48.34 44.83 44.13
(#g " h/ml) SDY 4.81 9.63 5.49 6.37

) Arithmetic mean, » Arithmetic SD

Table 4. Pharmacokinetic parameters and injection site reaction incidence

PK parameters n¥ With events ) Incidence rate ©
C 4.00 < Cmax < 8.00 58 41 70.7%
( /L) 8.00 < Cmax < 12.00 42 31 73.8%
m
“e 12.00 < Cmax 8 4 50.0%
Caan < 0.30 23 14 60.9%
Coaan
(ug/mL) 0.30 < Caan < 0.50 44 30 68.2%
m
“e 0.50 < Caan 5 4 80.0%
AUCo-24n AUCo2m < 50.0 26 16 61.5%
(u«g - h/mL) 50.0 < AUCo-24n 10 6 60.0%

) Total of measurements (Cmax was measured day 1, 2, and 3, Caan day 2 and 3, AUCo-24h day3)

b Total of measurements which was concerned with subjects expressed injection site reaction

° Total of measurements which was concerned with subjects expressed injection site reaction /

total of measurements X 100
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With transient injection site reactions frequently reported in the phase I study of intravenous levofloxacin
(LVFX), our purpose was to minimize the injection site reactions by determining effects of diluent (5% glu-
cose and saline), post dilution drug concentration (5 and 2.5 mg/mL), and infusion time (60 and 120 minutes),
dripped by four methods of administration.

When subjects received with a drug concentration of 5 mg/mL used 5% glucose as a diluent and with an
infusion time of 60 minutes, injection site reactions were observed in 88.9% (8/9). Saline was used as a dilu-
ent at a drug concentration of 5 mg/mL with an infusion time of 60 minutes, at 100% (9/9), at a drug concen-
tration of 2.5 mg/mL with an infusion time of 60 minutes, at 77.8% (7/9), and at a drug concentration of 2.5
mg/mL with an infusion time of 120 minutes, at 66.7% (6/9). In each method, the injection site reactions re-
ported were transient, most of them occurred within the first 30 minutes after the start of infusion and all
were resolved by 1 hour after the end of infusion. None of the events required treatment or led to treatment
discontinuation.

Because the injection site reaction with the LVFX injection was admitted in high frequency as for each
method of administration, we were not able to find a clear reduction method to appear in the injection site
reaction. The decrease in total number of events was observed when drug concentration was 2.5 mg/mL or
the drug was infused in 120 minutes with LVFX in saline. All injection site reactions admitted were transi-
tory, mild, and local responses, and did not lead to administering discontinuance. It was thought that the in-
jection site reaction should be cautiously evaluated clinically, though it has no critical influence to safe use of
this medicine. Nonetheless, as with existing injectable antimicrobials, administration of intravenous LVFX
may potentially cause shock and anaphylactoid reactions, and thus should follow Guidelines for Prevention
of Anaphylactic Reactions with Antimicrobials 2004.



