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Levofloxacin 500 mg H. A& IRNHES- O QT MW 5582510 5 72012, Bz AR AR &%
HWEM, #EAL 28287 a2t —N—RBREERL . Fii (20 L
A5 DT E 7212 65 L L 79 UL T) B L OHRIPHEIC L5 L) I B ADOEREE BF LTz 56
1818 & UV 2 #112 levofloxacin F 7213 AEBEEIE W % %25 L 7o BLHE 12 F3ELOE N 2 S35 5- 11 0 piif B
U2 0.5 B, 1BRR, 15 MR, 2BRR, 25 BRR, SERRY, 4 BRR, SHERRY, 12 BRRY, 24 BRRJICELSEL 720
FTYIVLERT— 2L, FILDEREEEICRE S, TRERERILE R, =27 VEF
WAHFThI7z. QT MEIZH L Tid Fridericia i (QTcF), Bazett % (QTcB) 3 X UBRERIREA DX
EH (QTcP=QT/RR™) (2 & 2 DMABMIE 21T o 720 BMIBREETNVEH VT, QT MEON—Z 5 A
Y BHOEALRE (AQT/QTce), AQT/QTc ® levofloxacin # & 775t R#EL OB D (AAQT/QTc) B
L O 95% EHEX B O LRIEZ B U720 ToaMED AQTCF i levofloxacin #T 21 ms, 77 tK#E
T-13ms, AAQTCcF 1% 34 ms (] 95% SHEIX I [BR 52 ms) TH Y, Torsades de Pointes % 5| X 2
CTVAIDBRVEENTVLHIPA(AAQT/QTc5ms BLF)NTH o720 BT 2213 Ikmins & gL
T, THE R 3EME TAQTCF BT REN S22, WFRL 5ms UTOEHTH 72, XY,
levofloxacin @ QT HKEIZx9 A21/ERIZ Z D T, Torsades de Pointes % #5563 % MBI IEIER 1S

2009

KweEzohb,

Key words: levofloxacin, QT interval

QT BRI LM O TG B BAZ FEHt R (action potential
duration : APD) 2523 248 TH D, #@ED QT BREOE
s, #IEMEOEAENRTH % Torsades de Pointes (TdP) &
FHETL QT MBOEESKEVIZE TdP OFEY 22
MWK THDOT, QT MiEE TdP oA F~—h—,L LTH
WHNTWSY, AR, JeRYE QT T RAEGER 2 B o JF K 7
human ether-a-go-go gene (hERG) EIZTDERERTH S
ZEHHS 2% o720 hERG BIZTIZ & D LFfMilao s )
7 5 F v £V (hERG F ¥ V) H3HBLL, 2GR
A ) 7 BB (k) DHBE SN Do Lo TR IS %
RETERAV T AL VERTHY, LDWEESHES N
% & APD BX U QT HIROEEIEZ %, 4, PR
DA oPLT LovF —3E LS EB) RS, RS X O
WHO—HI I ZHETHIETQT HEEERL, & X1
TP ##FFHT L LG En’s Zo0 L) R#EYHD
QT IERIEBER OFA & MM 572, 2005 £ICHK EU &
AMBBIFRAE R & (ICH) <, FEER (STB)”B & UK

(E1H)"12B1F % QT MBEEDFEM A A FF 4 ¥ 2HRINE
niz.

ICH-STB %4 N5 4 ¥ 1230 L LR e DR, ¥/
OV RVEHEIT L2 H%E L APD BX U QT MEZILET %
EDRENST LA L, FOEEOREITIIEKMTRE
TR EDIEAET B Grepafloxacin 1ZBED QT MROEE % 5]
S F-oRGEa IR &, sparfloxacin (SPFX) 121 TdP
DY AZNTHBOBEEICH L THERRRIH 2, —J,
IEEEPRIFZEI1C B W T levofloxacin (LVFX) 1% QT B~ D3
ARSI ERPSRIZE N2, BYEBRFHITB VT
QT MRS TdP OFESRE SR TWE ™,

Fu vy RNEEOEMESB L OTEE O, Cow/
MIC B XU AUC/MIC IZHE$ 20T, 1 EHGEE% T
LEWMBRKREL B EEINRTVEYY, BFh o LVFX iE
WA 500mg © 1 H 1 1$%51%, BAFEO LVEX &% (75
Yy )100mg » 1 H 3 H#H5 & ik L TR0 LB &
O EE o IR 2 WF & 5, £2 T, LVFX500 mg

“IIF IR R LT R 1110
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ZERRHEE T581Z, QT BE~NOEELZHANIBNWT
FERC KRS 9 5 72 O AERER & it L 72,
L R &HFHE

IR OE 1

AR LFERAH 20 %L E 45 LT 7213 65 UL 1
79 UL, BMI 25185 kg/m* Pl I 28.0 kg/m? A i O i
e AARNB L Zxt g & UCEML 2o LMEIZERA
BE F 72\ IRR A DS D F & L7z IROBERF T BRAT
L7z APHEZ AT A%, /0 R/PiRE T -I3EK
LEATLVIVF—BOD LH, EENREOMAREZ A
$ %%, HIV - HBs - HCV - MEBE D MIEPUR £ 7213 bitk
WA TH > 728, GLHEMRARAED BT -
723, Cor KRS MAH % R 54, e KM QT IR
SEGEBEOBLERE - Kk HMIs 2R LR ED 5
WA S ORME 2 IZ BN ROMAIREDL D 28, &
1 A ABERT 4 7 H DN BB OB G- % 30T 724,
QTc k@A 450 ms # 48 2 % %, QT K& ZE AT 2 7
WE ) ROERBEERESRO O N, PUFEEIIE 2
90 mmHg i ¥ 7213 140 mmHg Pl b (65 % DL E o35
A, BUHE I IE 2% 90 mmHg K £ 72 1% 160 mmHg DL
) o, PERMIMEAY 40 mmHg K £ 7212 90 mmHg
Vb, IR$A%s 40 411/ 5 A £ 7213 100 48/5 DL Lo
&, KA VT A - RS ) T AME F 2R~ 7R
T AIMUAE, (REREER G- FAGTT 14 H LI O A,
BRI TRAR Ok, ARRBUIEER O BB A2
BEDORABZET, "V UFHESEBIUGCPEAIC
Hlo CTHEHE L 720 BEEE A 5 S INa5 W CIEBRS I
BHeisE L7,

2. RETHA

LVFX 500 mg H[l#%5-0 QT W& %3 5 8 %,
7T AR R, HEWR, EEAMG 2RE2H s a4 —
IN— BRI B\ TG 2 BRRSEPABR %, H— ik (b
BOREERORRE, MZ3)1) T 2007 4E 1 H~3 AI29M L 72,
T FE IR IS BT B AT 5720, S
HEERMBE R YSICEFEL, SHICKERE TR
1:1& L7 &EEE4ar—1 GEERERE &
WnE B, JEmEEE L, EEE ) 12, HKER
B g L7z, £ aFk— b oWEE % 2 BE OS5I
CGETMLVFX - 2075 ER, H1MTILFR - 2
BILVEX) (CEMEAICE D172, 68 1IN EHEER S
-2HH, -1HH, 1AH, 2AH®4 0K, %28
BEEES -1H0H, 10H, 2HHO 3 AM%E ARE L
720 %P5 Mo 1 HBEIWCLVFX 723 AP A 100
mL % 60 732 THEIFEIRN RS- Lz, 15
2MDRERIENIZ 7 H & Lz &850 8 HHICH
BMEZIT 72, BFEOEEZRED, X—=251~
WEH GE1Ho-1HH) BXO#KES oW EIdHA
L7

3. ERIEGEE

QT MO R—=2F 4 ¥ H5DZ ki (AQT) DR
HNEHEREAEZ 14 ms CREFRBY 7—4% X&) LK
E LA, AQT @ LVFX # L 7T KL o o7
(AAQT) @1 95% 15 #E X [#] (confidence interval :
Cl) #5ms DFETHET 272D 43 ANLETH
o MR ELZELABREFROUBRBE R L 8K L L
726

4. Y HREF M H B

Mg LVEX BEZWET 5720, £#&5Ho 1 HH
O MIERETT, MR BAAAT 0.5 BRI, 1 KEE, 1.5 BERE, 2
MR, 25 BE [, SMEH, 4BFR, SHyRY, 12K R, 24
WEICBRIN U 720 A BRLATE 1 R OBRIMIZ FE AT
T AHBEANIAT - 720 M4 LVEX BRI, SEWmEEilE
Pl (SEFEA 71 v 2ABREH, 1) 2BwT
HPLC {2 & b fllE L7z,

5. FI)FEHmEHE

LER ST A —% (QT, PR, QRS, RR B X 01
¥) #FHNUT 570, FYZVLER (ELI250%, Mor-
tara Instrument, Inc., Wisconsin, USA) % Ji\wCHE
#I12FELERE K G MO 1 HHOSHEBBRE 05
Wi, 1IeR), 1.5 KefH), 2 IRefE], 2.5 IKef], 3 WREM, 4 WRe],
S M, 12HFR, 24 BEMICE L7z 1 MO -1HE
12, 1 HEO&RSGHRIODERZ i 57 w0 ek
& LEZINC X — A F £ ~ (time-matched baseline) %
HE L7z QT MBS O L L7z 2~3 5312 1CE R
TEALT 2 (AT Y TAFR)Y . BITRailin Loyt
BB ORI & B B0 L2 #5720,
ORI E IR DS TR (BT, L5
WIRER) 2 10 5 BR - 72121247 o 720 DERIIST X —
FDIELDEENSLT A, WS T 3 EHEGNE
(R SEIBRIE 2 20 AN) 247\, 3 Ml 34l 2 24 3% 0
OREMEE Uiz SREIM 2 & B L ChH—#BE 0 L
T1HDLERZ AW,

FYZNVOER—T— 1%, hInLERIERERE (Quin-
tiles Data Processing Centre India Private Limited,
Mumbai, India) 2355 3N, AR, WERSBIO
WEE T RAERIL SN, IS - EED, (LB
NI A= D<= a7 VitllB X O R OBz 17 -
720 —WHFEHOELEROREHEL L UBHIE =R
HFHE VMR L, BBITEBRAREME DO % iR
L7co ABBRCIE—HEE L 44, —RHGELE 24
B L UORRIEROTERBEMEZ 2 A1 E LOER S
SA=F#FM L7z T/, FR—HEBEELSESNIT
NTOLEMIZOWTH—DHFEEHFHIL, F—HIZ
Rk S N7 B FE— HIZFHI L 720

6. &tk

INAZ N A v, B 12 LR, R E S X
O (RRERBERICH T 2 W5, #2, 2, e,
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Table 1. Demographic factors of subjects, mean *+ SD
Male, Age < 45 Male, Age > 65 Female, Age < 45 Female, Age > 65 Total
n=12 n=12 n=12 n=12 n=48
Age (yr) 274%*6.4 72.7%3.5 31.2*6.8 69.1+3.8 50.1 +21.7
Weight (kg) 61.38 £6.88 62.97 £6.59 55.09£5.14 51.54+5.93 57.75+7.59
BMI (kg/m?) 21.48 £2.07 23.02*1.44 21.25+1.97 22.05+2.55 21.95+2.10
Cer (mL/min) 106.3*+18.5 89.7%17.0 115.1*+16.8 98.9+16.0 102.5+19.0
Creatinine clearance (Ccr) was calculated from 24-hour urine samples.
Table 2. Pharmacokinetic parameters obtained for a single 500 mg iv. levofloxacin dose,
mean * SD
Male Female Age < 45 Age > 65 Total
n=24 n=24 n=24 n=24 n=48
Cinax (ug/mL) 8.7+1.7 11.8*1.7 9.3*1.9 11.2*23 10.2*2.3
AUCo- (ug* h/mL) 59.1+13.2 73.5%+12.8 56.6 =10.9 76.0*11.5 66.3+14.8
H#) CLVHEHRZMEL 720 80
7. FRARHENT
EMBIRE ST X —F 13 v avs8— b X ¥ MEFTEIC
LD B L 720 T B £ O Cou IWE R, AUC 1373 7
X DML, PRI X OMERIE ISR L7, T
QT MM & DIMBICRADHB S 5720, QTId 5 |
Fridericia #: ' (QTcF = QT /RR™), Bazett %  Z
(QTcB=QT/RR™) & OB HEH A O~ 2 8% 2
(QTcP=QT/RR’, &WEHEDOR—2 T 1 Ve (5 50
L8 5-10) 1281 % Log QT #1884 %, Log RR %4
VERELHRERRBETVICE DA O EHE E B
&9 %) & B HAKHIE 21TV, E2EHI % Fridericia 40 | A R S S 1
B BHIEME L7z, Time after start of infusion (h)
BNy - Wl - SRR 2 e RN R, WBRE 2 AR . . , . .
Fig. 1. Heart rate in 48 healthy subjects after a single 60-min

B, RN=ZFA4 ¥ VR - SEE 2 AR & L7
BETNVICLY, ToulFD QT/QTc DRX—RZA T4 V05
DEALE (AQT/QTc) B AQT/QTc » LVFX # &
T RBELEOMDE (AAQT/QTc) Di/h 3t
BLUBw%CI D EREZ L 720 TonbED AAQTCF
PR B & OUERREINICDE L7z X—=2F 1 Vi3,
E1IM B 5 80 H o [ K% @ ff (time-matched base-
line) ZMWCTHNT L7z T/, AAQTCF I L Tid4%
5O piE G O 1 B OfE (pre-dose baseline) T
AT L 720

BT % AT 12 SAS® ver.8.2 (SAS Institute Inc., North
Carolina, USA) %/ L7z,

m

IR OE 301 e

ARERT 48 44 GEmin Bk, wEIEYE, e,
BT K 12 %) OBBREEZ B L7, BEFE3h
1B L7288 3 7 o 7o BB 5t & Table 1 1R,

2. FEWBhRE S Al

Coux BIL U AUC L, BHEE L TMT,

R

infusion of levofloxacin ( O ) or placebo ( @ ), mean = SD.

H L L TR T Ao 72 (Table 2) o T (&, A%
BlGTR 1 R (RS TIRE) Td o7z,

3. TR

DA% (HR=60/RR x1,000) &, MiEBIEE 05 225
AR ¥ TLVFX BETIE595+77 20 5 61277 41/%
(mean=+SD) OHPATIHERZ L, 77 LRHETIZ575+7.3
A5 588 =81 1/ DHPATHER L 72 (Fig. 1) o LA %IZ
¥ 5-panst S KIS LVFX BT 65486 1/, 75+t
RBET 6438941/ 1 — R IZBE I L 720 LK D
NR—=AF4 250 EARE (AHR) &, WL D T
BEO MBI G T 1 BRI 2SI K TH D, AHR I3 LVFX B
TAT=44H1/%5, 75 REET 1546 H1/55Th - 720

NR—=2 54 VPR (55 1350 2B 50405
W33 % QT/QTc HIbE O BARIE, DIAEAY 60 $1/55 &£
K EWHIZ Bazett #: TIZ QT 2@ F I 1IE & 1,
Fridericia #: T3 THIEARE & % - 72 (Fig. 2) . 3B
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Fig. 2. Heart rate vs. QT/QTc interval at baseline (n=48).

QTc intervals were corrected using three methods: Fridericia's formula (upper left panel), the population (study speci-

fic) correction formula QTcP =QT/RR%# (upper right panel), or Bazett's formula (lower left panel).

Table 3. Effect of levofloxacin on QT/QTc interval (ms)

Change from baseline

n Mean difference 95% CI upper limit
Levofloxacin Placebo
QTcF 48 2.1 - 13 3.4 5.2
Male 24 0.4 — 22 2.6 52
Female 24 3.8 - 04 4.2 6.8
Age <45 24 2.5 0.2 2.3 4.6
Age > 65 24 1.7 — 28 4.5 7.1
QTcP 48 4.6 - 05 52 6.8
QTcB 48 7.6 0.3 7.2 8.9
QT 48 — 88 — 4.6 — 42 =09

Difference between levofloxacin and placebo treatment in change from baseline in QT/QTc in-
terval at Tmax analyzed using a linear mixed model. The model includes treatment, sequence,
and period as fixed effects and subject as a random effect. The time-matched baseline of QT in-
terval, age, and gender are included as covariates. QTcP = QT/RR*#1°.

HIEA O E i 0410 (95%CI=0.381, 0.438), AR
BB R=0789 THYH, QTcPix QT/RR*CTHI L7,

N — A J £ ¥ % time-matched baseline T # 9 %
L, ToalFD AQTCF I LVFX # T 21 ms, 77 tAKREE
T-13ms TH Y, AAQTcF Oi/h e FIHIL 34 ms

(B 95%CI LB 52 ms) Tdh -7z

(Table 3), AAQT/

QTc & Tou B TH 5 KRR 1 R YR & R E 2%
1tEZ/RL72. QT/QTc I LVFX L 75t RHECTHE
Biate 4 R £ T/ S R THER L, mUHBGHR 8 R
DRIz e A L&D 2572 (Fig.3)o
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Fig. 3. QT/QTc interval in 48 healthy subjects after a single 60-min infusion of levofloxacin ( O ) or placebo ( @ ),

mean+SD. QTcP = QT/RR*0,

Table 4. Number of subjects in each category, tabulated by treatment

Absolute Change from baseline
Levofloxacin Placebo Levofloxacin Placebo
n = 48 n = 48 n = 48 n = 48
450 < to < 480 ms 450 < to < 480 ms 30 < to < 60 ms 30 < to < 60 ms

QTcF 0 0 0 0
QTcP 0 0 0 0
QTcB 1 0 2 2
QT 6 7 1 2

No subject showed prolongation of QT/QTc > 480 ms or > 60 ms from the baseline at any time point.

N— 25 £ % pre-dose baseline THET % L, Tun
FfD AQTcF 12 LVFX #T44ms, 77 tAREHETO07ms
THhY, AQTcF O/ P 3.7 ms (7 95%
Cl EBR53ms) THo7z0

P2 TR ELE, QT/QTc st fiE A5 450 ms,
480 ms, 500 ms ¥ 72i%, AQT/QTc %% 30 ms, 60 ms
Z A T RE % Table 4 12773, QT/QTc 7% 450 ms
FHEAEHRERB L AQT/QTe 30 ms B 2 72
BB BT EAHN TCHAEE TH D, QT/QTe ¢

480 ms # B 2 72 BB E F 7213 AQT/QTc 2560 ms % B
R IR TRD L h o 72,

4. FEWEHRES:/HE )] 5

Trax D AQTCF & Corax D AN % Fig. 4 1277 (Cras
PO0ug/mLO7ay MIT T wRESHIGE 1RO
AQTCcF). LVFX DIt i EE OB, AQTCF I 5
MR EE RIS Doz,

5. &&EM

AEHLZDH S [QT BEAEHLY ] 1L, LVFX T
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30 R % RO L T 7o DMAEUTRAIED AQT D4 I,
z . DA ORIN R L7 B0 73 BUETH 5 & bR

t 20 720

s *a ARRBEOFEL Y KA ¥ b+ LVFX 500 mg 25 T
g DDDD_ - ’; .. HEIZ QTCF IS RIET B E L7, QT MIOER R &
£ § o FE . TdP #% Y A 2 I HMMELS Y, QT MFEOILEH
£ w &om & 5ms B F T2 TdP #%) 27 & “None”, 6~10ms 1
2 10 o - “Unlikely”, 11~15 ms i “Possible”, 16~20 ms &
E He o “Probable”, 21~25 ms {Z “Almost definite”, 26 ms
$_ 9 DL ki “Definite” Th 5 & N 5%, LVFX ® AAQTcF
& % 34 ms (F 1 95%CI B 52 ms) T h, TdP #%Y
—30(.) r 8" g 2 ATV EENEEDLOTNILHEETH-72. 57,
Co (/L) LVFX ® AAQTCF @ F ] 95%CI - B 5 1%, ICH-E14

Fig. 4. Change from baseline in QTcF interval at Tmax vs. peak

plasma concentration of levofloxacin (range, 5.9 to 15.4 1 g/
mL).
Male, age<45 ( []); female, age<45 ( O ); male, age>65
(); and female, age>65 ( @ ) (n=48). Symbols at Cmax=
0 represent changes from baseline observed after dosing
with placebo.

FEMEO T VST A 1, EEEHIRDST 221 2
HLHN, WD LVFX & OREHRIITE S NG D>
7o REITED T Id B G- BA TR 4.0 FERIZFEBLL, ApkER
HICAENR 2”3 23R L ERFT RO RF T4 <,
FEMEO FVIZ QT MBERICHET 2D DO TIE b o
7o FEVEBIR G G-BAAG TR 1.9 RERNICRBLL, ApkErs
(72 i A4ctE) @ QT MIF@IZ 420 ms TH Y, LEXDLEE
R 10 BIICHKICHELz—BEoBRSTH s L
Mo, BRMICEELZHR L IE L Doz, KlRT
&, LVFX OZEMICEREFEIZED 2 h o 7,
m. = =

LVFEX BB IO 77t RHEOME L b AR5 %I
DHBOBEMATED bz DHBROR—AF L V0 h
O%AbEE, LVFXBEX T IR LD b Ik E
Motz AT=4441/5B L1546 H1/55) 0 KEDOR
FEEERE 12 B W T H LVFX IZ X A.008 o/ & 2850
1% 500 mg<1,000 mg<1,500 mg DNEIZ HEAKFRYIZFE
D BN, BN RELE S 2 RIS S Tw
o ARERIC BT B LVFX 12 X A .05 o8l
S, BRNRERIDRWEEZEZ LN,

— N, DA L 72354, Bazett 3 ClEBE
ik &N, Fridericia T3 DAL O 528 D3 T 5%
D, WFRH AQTe VK EDIFElI S 5?, RRkBrT
X, QT MIBBORHMIC 338 Y O.LA%HIIE )7 (QTCF,
QTcB, QTcP) ZH W/ L Z A, LB BmME T
Fridericia {513 & THIIEA R & 2 1), QTcP 2%k b .04A
BOREZMIETE 72, EB, RRBRICBT A HiERD
fliiZ AQTcB>AQTcP>AQTCF & ZhZhofiiER o

4 ¥4 ~® Thorough QT/QTc & T QT/QTc
FRIE R D Bl 95%CI _EBEAT 10 ms i THh LT
HHEERINTVWAHFNTH 72,

QT MIFF LR Rl e EONREE RIS EE 21T
Bo I HEL Y TdP OFEEHS < QT MFEESE
RO BN NS EDBMSENT N7, F7z, b
TdP OfEbEH T TH 527, RBRTIBMF 2 13HEH
W e B LT, " E I EEEGE T AAQTCF 255 T
KEDo2D, WINL 5ms UTFONSLREETH -
726

QT MRIEREH B3 2 EHOFE L EHIVTH 5
hERG F * A v [l % & ICx»H iX, LVFX %3915 uM,
ciprofloxacin ( CPFX ) 7% 966 uM, moxifloxacin
(MFLX) %129 uM, gatifloxacin (GFLX) #%130 uM
BILUSPFX 2918 uM T&H ), LVFX B XU CPFX I
£ % hERG 7 ¥ A VHEEHIZ NS O % TR
TEDPMEEINTVEY, /2, BENVEY MLEILEMG
APD %, 100 uM IZ B\ T, SPFX iZ41%, MFLX %
25% B L UGFLX F 13% LR L7202 L, LVFX
BLUCPFX I APD 213 L A LR L 220 72 & il
ENTWABEY, 4 Elo LVFX 28 QT MFEIZIT L A L8
EHZBwEw)REB R NS oK RBK
BIC—HT2DDTH5B, T/, AXRBIIBITSH LVFX
500 mg ML 5K D Cow D 20 M (ML 47E R H 4% A 3
279% T7 Y —05) 2 JEHEIC§ % &, hERG F v £V
FHED ICHEHIZR 5 ETH D, 72 Cou D 5 EDOIEIC
BUWTHAPD ZIFLALEREL AW EICRY, Hik
FED LVFX OBRFER S QT BWE~OZE NI W L
PP EEIN S,

KEOBREHEZIZBWTLVFX B X O CPFX ®
QT Wk~ DFEIE, MFLX & I L THREFENICEE
IS WEHBEINTWDEY, MFLX & KREOHEH D
QT [ ba M 5 R B ¢ 8~18ms, HA AN D 2 BT
131~24.7 ms @ QT MRIER/EAPHE STV 5, &
BB & 222 7% - 72 LVFX @ QT M~ %E, MFLX
L LTy e Bbn, FEHRIKRRABRTY 2 0 v RE
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HATRT L FAEMEH OBRE & b —3 LTz,

ICH-El4 7’4 K5 4 »I2B1F % Thorough QT/QTc
AEL, RBROBREOFEHD 72D R & U ClE
MFLX 400 mg #f Z &% ET 5. EHNTIZ QT ML R
A DAV & LRI 2 BES R I TV Rn T
ENOPY KRB TIIBG M 2 e L e d o7 L
2L, ICHEI4 7 4 FJ 4 8 X WICH @ Expert
Working Group (Z & % Hifli iy 7 ZOR HIH® % L2 L 720
B OWEER, AFEEE S 7z i g L X e BB
EHRHT AL T, LERIST A =5 OWERE % MR
TED X ) ITRBRE 5T Lize AR L tB L OBk
B G ARURET RV —TH 50, AQTcF OB
BNEEHERAZX 51 ms TH Y, QT MFE~DRE & kit
T HIE T RMERETH > 720

N=2A 74 ¥ %81 HR5GHH OO (time-
matched baseline) TH#E L7234 & &% 5 BEHiH (pre-
dose baseline) T L 72356 T, LVFX ® AAQTcF
BILORM95%CI ERRIZ, ZIZFAMHEOMRETH - 72 (34
ms, il 95%CI L[R 52 ms B8 X UF3.7ms, Hll 95%CI
EBR 53 ms)o ARZNRIZ, 2008 4 6 H ® E14 Implementa-
tion Working Group Questions & Answers (2B W T, #%
BEHEDPNBE R L 70 2F —N—REBEDOR—2 5 4
> 1% pre-dose baseline TT 4 TdH % &\ ) IEE % L
TH5LDOTH A,

QT B OMBEDILRIZ X 5 BiR 2 &k TdP @
BETH D, TdP OFBUIIEEMOERIKE L, &
R OEREZ O X)) R REORENZ, 400
EPLRLTLOMEETE Vv, LAL, TdP 5L
RTVEFICEP LW EEZE T 5 7% ¥ Carlsson £
TN B LA XBEEETT Y 72TV EOMA
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Effect of single 500 mg iv. levofloxacin dose on QT interval in healthy subjects

Atsushi Sugiyama”, Ryoko Fukuda”, Koji Mori”,
Tomoe Fujita” and Yuji Kumagai”

Y Department of Pharmacology, Interdisciplinary Graduate School of Medicine and Engineering, University of
Yamanashi, 1110 Shimokato, Chuo, Yamanashi, Japan
? R&D Division, Daiichi Sankyo Company, Limited

¥ Clinical Trial Center, Kitasato University East Hospital

We conducted a placebo-controlled, single-blind, randomized, two-treatment, two-period crossover study
to evaluate the effect of a single intravenous 500 mg levofloxacin dose on QT interval in 48 healthy Japanese
men and women equally distributed across age (20—45 vs. 65-79 years) and gender strata. Subjects received
either levofloxacin or saline in the first period, then reverse treatment in the second period. During each
treatment period, standard 12-lead electrocardiogram(ECG) was recorded at 0.5, 1, 1.5, 2, 2.5, 3, 4, 8, 12, and 24
hours after the start of infusion. ECG was transmitted digitally to an ECG core laboratory, where trained
readers blinded to subject information manually measured ECG parameters. Heart-rate-corrected QT inter-
vals were calculated using the Fridericia (QTcF) and Bazett (QTc¢B) formulas and a nonlinear regression
model with a study population-specific coefficient (QTcP = QT/RR*"). Linear mixed models were used to es-
timate mean change in the QT interval from baseline (AQT/QTc) and between-treatment (levofloxacin—pla-
cebo) differences in changes (AAQT/QTc), together with corresponding upper bounds of one-sided 95% con-
fidence intervals. AQTcF at T... was 2.1 ms with levofloxacin and — 1.3 ms with placebo. The AAQTcF was
3.4 ms (upper bound of one-sided 95% confidence interval, 5.2 ms), generally considered associated with no
risk of Torsades de Pointes. AAQTcF was slightly greater in women and the elderly than in men and
younger subjects but was less than 5 ms in all subgroups. Levofloxacin showed a very small effect on the QT
interval, indicating that levofloxacin is very unlikely to cause Torsades de Pointes.



