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CERC194E5 H 18 HEeAd - PR 1945 7 A 26 H 2 3)

FHRoF o v REHRPIR 3 TH 5 garenoxacin mesilate hydrate @ QT BIFEIC KT T HEIZOWT
Wit U7zo BN Z KR & L7z fRSEBER O BB 66 448 & OBRGWEBH 2R & L 72K 1T
HEREE D 400 mg/1 [l H ¥ 5- 0 B 504 £ OB T — & & T L7z, H$H 550 T O Tmax fiif
(5 2 KeI12) » QTe B L "4 QTc (&, 600 mg $5- T 365.8 +26.9 msec B L F 1.8+254 msec TH
D, QTc EEMIIZ Do 720 WK I AHRERIZ BT 5 A QTc 1d, 45 3 Hi% —105+27.0 msec, #%
5.9 0% -90+278 msec TH Y IEEMMZ /R Edolze 7 TV PRNFTIX, QTc A% 450 msec (
) F 7213 470 msec (KME) Z2#Z, 72 A QTc 2560 msec 22 HERIDS, BEK S T H#ERT 504
L3I H 57205, WINBHERETRICHEETLDOTH 72,

MAEH SRR & A QTe & OBEDMET T, Cmax & 4 QTc & ORICHBMEASN R 572 F
7o, REIZLA2ABELROVEMBEEOEAIEZALNT, QTcERICHELZAFEHLOEILALNE
Molze EHIT, FB L OHRESOMIKGE QTe BL A QTe ~DOBGIIEED b o 72,

DEXY, REOHARAND QTc MKEIZITTE

N3 nEEZR N7z,

Key words: garenoxacin, des-fluoro(6)-quinolone, electrocardiogram, QT

200545 AHOICH 7Y 2 v L VEHICTE4 # A K54
> “The clinical evaluation of QT/QTc interval prolongation
and proarrhythmic potential for non-antiarrhythmic drugs”
MWAT v 7 AZFELY, FEHATEMRIE OMATENRAE 2 B3
% BEIRFHI DV CHE RS E CHliad 7R SN Twb, 20X
I BRIRMO %, 7t o F ) a s RIAHEILERO QT
MEEIEEL, MLVY—F - Fv - R7 ¥ (torsades de poin-
tes; LT TdP) 25| &R § I LA E STV 5, 72,
Foury RPN QT MBOEREHEZA L, Lo a#
AL e RS i K i (IKr) 2FET 22 &85 T
b FEOX ) v REKPLRFE TH % garenoxacin mesi-
late hydrate (GRNX) & IKr # % FHETAZ & LD, QT
BRI R ZTHEBIIOWTHET D LEND b,

£ 2T, GRNX @ HATORRRIERAER B L ORI
AHABR TRl S N DB 2 IS, QT MIFEIC KT T8I
DWTIRIT L7z BE R TR & L7 HRR A T AR B 4 IR i
PRI CHIE S N/ GER ST 2 =% (QT, RR) Ti&, HFHE)
D — SN T W o 7720, IR T AHREO T XTo
DM ZERE, — LTETEHIB L OHFE LE LA
et <, BOR S ML MFHBROBHZGE SN LEROTF— 4 &
R RBROLEROT— 7 25T, ICHE4 A4 FF
A 0HZFE5HIZ, QT MEOERIZ OV THE Lo

REHET 5,
L MR &EHE

1. x4

AFENTIE, GRNX O A B2 534 & L7 Bk
5.3k (100, 200, 400, 600 mg/1 [l/H¥%x45), KIEHYS
ABR (200, 400 mg/1 Inl/H¥e5) B X O EFH O LR
(400 mg/1 [/ H#%5) O#ERH 66 OB T— 7 &,
EAGE B (BYEIPIR 2B iE, RAG%, 2MREX
%, ElRPES, Wbk, WIMEIEZ, W% d B vidH
HRoBH) Zxtg e Uz HBRS I HHRE 6 i85k (400
mg/1 B/H¥%5) O504 4D LEXNT—% 255 e L
7zo F7z, WRIEHRER OSSPERE 66 44), MRS I
BRI X OERRSS T AHGER Cof G 702 44) T3
L7z BRI ICHEET 2 650 2 WAL, Yk
BB LUBEOLERE ML 72,

2. i

1) DEROMESN

() EpR%E TAHGUR O Hlal b & OV RS G- 3BT o
e

Y B X ORERG R —E—Y =2 =y
(YRR CEMBI NIz, RS REECTIISEH, %
H1EMET B X052, 4, 6, 12, 24 B X N 72 B4

2TVl 13 e e X711 3-8-3
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1212 FHELER 2 5o sk L 72 AR 53R T 13 5- ik
2 Hulr, #5HGH (0 HE) o¥kh 1 kb, %5 2,
4, 6, 8, 12 B X024 RefHt4, 1~5 H% (200 mg 7 HIH
Be5-0%4) $7213 1~12 H (400 mg 14 H #4503
&) o5 2 BER#% L S RS- H (200 mg 7 H
#4516 Hf, 400 mg 14 H S : 13 H#%) 052,
6, 12, 24, 48 B LU 72 K2 OB & Ridk L 72,

(2) EFoBERBTOWE

ARENL, HEBXORERGHEBRE IR 5139 ¥
ABHERT GRR) CTERL, ZERBLIVUERD 2T
BOETH, &5 1RHET, &5 1, 2, 4, 6, 12, 24, 48
BILOT2HMEIC 12 FE0BRZLERL 72

(3)  ERPRH T AHRERC O ll5E

WRIR 55 T AHEBR T, 581, &5 3 H %, #%59
H#EB L OHRERT 7 HEOBIS OIS EHER O.OFE
BUEtZ Hv, WHEZR R Y B8 H 05 2~4 EE %I 12
LR B A Rk L 7z o B35 TR 2 i B T 48 TR BA
MIZEEER L 72 0, %5 3 HLREfEIE S 2~4 H#ZIC
gk L7cb o, LT T HERUEMIEBGHT 7~14
ARtk L7zd & Lz, &b, &5 9 HEEEIC
DWTIE, 10 0BG Sz BE 08 G5-# T ($ 5 7~
11 A#) ICieskLz2d o, T2 7 AMkS s BH
DG 4~8 HRITFLEHFL72db D E Lz,

2) QT Wk OE %

Bk L O ER G-RBRCcoLER ST 2 — 4 (QT,
RR) &, ¥—¥—3 =2V =v 7 ORBEETEMAH G
L7278, HEHEOEERBRTOLERINT X —71%, HE|
B L OAER SRR L B 2Rk 0 O EIKE O B8 EH
flETHE S N7z,

R BT AR O KRB TOLER ST 2 =%
(QT, RR) 1, HEHEEMOLERGHT X 2 HBEHF
TTEBFEREMIC L DS, ORI 0BT
FUEBIRE SRR S N, €O KEEERE OLERIFT
FUEBI#REHZ _THERL, Wt o O0ERIIHED &0
B/ VT A—% (QT, RR) #FFHIL 72

3) QT Wk O#IE ik

QT Mk L Aol EZRT 720, QT ZEED
S IR IEE (QTc) % W 720 AMENT T3 24 %), Bazett
® #i 1IE X QTc=QT/RR*® 3B & U Fridericia ® #fi 1F. 5\
QTc=QT/RR"™ DM 7% H W CTHET L7245, WifiiE
REHOTERE ZOMPUIIERDE o270, D
T2 Bazett OfiIEX TOMEHERER L7,

4) QTc R e ki

QTc IERE DY H# 1L, Bazett ORHIERA %2 F 72BN
FEIEMmERT (EMEA) EHEMZERSL (CPMP) O 74
K< 4~ (1997)“Points to Consider: The assessment of
the Potential for QT Interval Prolongation by Non-
Cardiovascular Medicinal Products™ % £%1\2 L7z (Ta-
ble1).

Table 1. Definition of QTc interval prolongation

» QTc (msec) A4 QTe
Definition
Adult males Adult females (msec)
Normal = 430 = 450 = 30
Borderline 431 ~ 450 451 ~ 470 31 ~ 60
Prolonged > 450 > 470 > 60

A QTc: QTc changes relative to baseline measurements

5 HEHEk
LDEMT— 1%, HERS-RER, SRR %
DB B X OTRIR 8 T AH BRI S5 L 72,
6) fEHT
(1) HrCo T
Hill$e 5308 B L O R 5B TIE, QTe B XU
5.4 QTc OF 511 QTe 55 D2 LR (4 QTc) DERY
Watim (BEREE - P - B &, SR8 X
OB B (Hmlge -l « B 5-Baawr, 52, 4,
6, 12, 24 B X O T2 Wl fR, BUAER G-k G- BLATT,
b2, 4, 6, 8 12, 24, 48 B X U 72 Refilfk) 1ZHH
L7z
BRR 55 11 AHEAER Cld, QTe B X U84 QTe D Hat
(BB - P - RS - il - SR/ME - ROKfE)
%, PERD - BISERERIR (B 5-FaaTr, %53 HiR, &5
9H%, HGHRTT7THHE) CEHL.
BHERE D QTc OEIL, NS EE 1 0% U H A L3
e L7z,
(2) QTcBXUAQTc DHAi
QTc BL U AQTc # Tt oKHETEIMLL, FHKHE
MR CII 5 =N O S 2, FIRSS AR T
IPERN B X OB (B G- BHAaET, 53 B, &
5.9 Hk, H&GHTT7THRE) OBESMERE L,
QTc : B ; 430 msec LLF, 431~450 msec, 451~499
msec, 500 msec Ll I
M 5 450 msec LUF, 451~470 msec, 471~499
msec, 500 msec Ll I
A QTc : 0 msec &Kiif§, 0~30msec, 31~60 msec, 61
msec U I
(3)  FEWpirE & OBy
WRPR 55 T AHEER D Hi 13 5.3 BR Cl1d, GRNX 5% %
VF 72 FBBRE O Cmax 123§ 2 4 QTe D HfE (4
QTcmax) BX 4 QTc DFHME (4 QTcavg) &7
Ty ML, Cmax 2% 3% AQTcmax B X " 4 QTc
avg ERIEEIG AT L 72
WRR S L AHGRER TS, 12 VEIT IR 2R B AE R & 0f 4
& L 72 pharmacokinetic/pharmacodynamic (PK/PD)
RERT, &5 3 HED Tmax ik (%5 2~4 K #) O
MEEFREZIES L OLERZ L (31 4), GRNX
@ Cmax & A4 QTc O¥ATK ZVEK L 720
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(4) LEREEORE L ZNCHES T 2H8EHS

KIFN CER LT RTOLEROEREEHEL, &
HEROEELENEEZ R L. BEIBIHRNAEE
HEEBEL 20067, TONKERGET Lz, 72, RS
PGB OR S BB 66 44), BRIRSE 1L AHEAER B X OVRRUR
5 T MIEER (RF R AR 702 %) TRBLL A EHRD )
b, BRSNS 5 TR R EAEIRNER O Y 7
FEBYZDEDNIEEDEERSL (TP, 245k
B, DEMEHNR, (OEMEND B VIS OEME), S, D
T, TADAFNE) ORBUBELZRAL, UHRBEBRE
BIUEZOLERZME L7z,

(5) A QTc LAFkE L ORE L DR

BRIR &S T A RER CO BRIV I N2 BB OB
SOREITHT 5 4 QT iz 7Fay b L, s L Ok
BT 5 4 QT % MIZEIEHHT L7z,

I & S

1. QTc O HhLaE

Hin #5388 C o Tmax fE (%5 2 Kl %) @ QTc
S, 600 mg 53T 365.8+269 msec TH Y, 7
F -t REE 3750180 msec ICHRTEE D 5 i
»o 7z (Table 2) » ¥4 2 K2 D 4 QTc F¥EIE, 600
mgfk 5 # T-18+t254msec TH ), 7 5 & KB
-23*196 L MEET, QTcERENEZRI R o7
(Table 2),

Table 2. Mean change from baseline in QTc at Tmax (2 hours
after administration of single dose of GRNX)

Baseline 2 hours after administration
Dose

(mg) QTc (msec) QTc (msec) A QTc (msec)

(Mean * SD) (Mean * SD) (Mean * SD)

Placebo 8 377.3 %289 375.0+18.0 —23%19.6

100 6 367.5+28.4 364.8 £24.9 —27%11.2

200 6 368.7 £21.5 356.3 £27.7 —123*14.5

400 6 389.3+17.6 368.7£11.0 —20.7%+279

600 6 367.7+30.9 365.8+26.9 —1.8%*254

A QTc: QTc changes relative to baseline measurements

AP 53T D Tmax fE (45 2 R#) © QTc
SEIYMEIL, 200 mg RS S-HE T 360.4 +189~378.6 =305
msec, 400 mg X 18 % 5 #f T 354.3+22.0~369.3+22.3
msec TH Y, 7 J KR 3635*144~3765+25.1 msec
WCHARTIERERD SN ol Tz, 5 2 RH%E
D A QTc FHMEIF, 200 mg A G-HET-13.0+168~
52+295msec, 400 mg & 5 % 5 # T-18.0+248~
-30%x465msec TH Y, 77 A 10x11.1~140=
208 msec & AR TEREM 2 7R S Bh o 720

BHOPEER (400 mg B 5 07 a0 2+ — /3 =
B%) T Tmax & (325 2 KeffE) @ QTc FHftiL,
111 363.1+228 msec, 2 361.7+182msec TH Y,
Heai (1313781198 msec, 2] 381.1=15.7 msec) IZkt
NRTERMENZ RS 2h o7,

FRIR 25 T AHEABR &R T QT FI9flIE, &5 3 Hf%
T4048+30.7msec B & " ¥ 5-9 H % T 409.7+305
msec TH o720 BLHOFG 3 HEB X U5 9 Hi%
® QTc ‘F¥fEIZ, B L B FIARTNI A TR R
BEIRSRDo72h, TRTOBERHAIZBNT, Tlo
QTc FHEIEH IR TE D o 72 (Table3), F 72,
BhzabeizaQTe DERMETRETIE, &5 3 HikbB
FUOHEE5IHBOFHMEIE-105£270 msec B & O
-9.0+278msec TH 1 95% EHHEX M » EREIZEE
ZRE G o7: (Tabled),

2. H T 3T VIR

1) HREHAETO QTe B X V4 QTc D54

Hildz 53T, #5012 450 msec Z 2 5
QTc IEFBD LN Do 720 60 msec #2554 QTc i,
100 mg, 200 mg B & U 600 mg H25-FEZNFh 1 L4I1ZFE
DHNLH, WIND Tmax ISHY T 2%5 2 BE% %
BEE (4~6, 12, T21FHE) THotze F72, 400
mg % 5-# T1x 31~60 msec D A QTc iz b N 7
Mo 725 31~60 msec D A QTc DFEBHEIX, 7I &R
LML Tz (Table5)o

PR G- BT, 350 I 450 msec R 5

Table 3. QTc interval of patients in phase III clinical trials

3 days after first

9 days after first 7 days after last

ECG Parameter Baseline . . .. . .. .
administration administration administration
n 263 260 132 136
Males mean * SD 410.7 =31.6 400.8 =32.3 401.3%+29.9 404.6 =29.1
median 408.0 398.5 400.5 405.0
min ~ max 322 ~ 505 302 ~ 509 323 ~ 506 330 ~ 488
n 234 230 120 116
QTc Females mean * SD 420.6 =30.3 409.3 =28.1 419.0 =284 416.2*25.6
(msec) median 418.0 409.0 423.0 414.5
min ~ max 337 ~ 527 341 ~ 498 358 ~ 500 359 ~ 491
n 497 490 252 252
Total mean * SD 4154 %313 404.8 =30.7 409.7 =30.5 409.9 +28.1
median 413.0 404.0 409.0 410.0
min ~ max 322 ~ 527 302 ~ 509 323 ~ 506 330 ~ 491
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Table 4. A QTc of patients in phase III clinical trials

3 days after first 9 days after first 7 days after last
ECG Parameter

administration administration administration
n 483 250 247
4qQr mean * SD —10.5*27.0 —9.0+27.8 —5.0%26.5
[¢

95%CI —13.0 ~—8.1 —124 ~—55 -84 ~—17
(msec) R

median —10.0 —11.0 —5.0

min ~ max —136 ~ 93 —104 ~ 71 —74 ~ 55

4 QTec: QTc changes relative to baseline measurements
CI: Confidence interval

Table 5. QTc interval prolongation in healthy subjects studies

QTc A QTc
Study ?Os;: N (msec) (msec)
m
& 431 ~ 450 > 450 31 ~ 60 > 60
Placebo 8 0 0 3 0
ingle
d 200 6 1 0 1 .
ose
400 6 1 0 0 0
600 6 0 0 0 .
Placebo 4 0 0 3 0
Multiple
d 200 6 1 1 P .
ose
400
14 0 0 0 0
Effect of (first term)
food 400
14 0 0 0 0

(second term)

A QTc: QTc changes relative to baseline measurements

QTc 12 200 mg 58 1 IO HN/22%, Tmax #i#  msec B2 5 A4 QTc THo72(Table6)o ARBEHIZIZ,
ET2HM#BTH oo 60msec B2 5 AQTcid  EHNTH7 2 hlige & (BEIHMEM B L &R O
200mg B L P40 mgHGRHEZNZN1IAICAD LN HENHY, QTc DR (437—498 msec) (ZNliiFZE DI
7228, Wiy QTc A 450 msec Kiii T - 726 31~60 BIZHRE D) ZIREDOEALIC L 5 0 LHfEE S L7z,
msec D A QTc DEBBEIX, 77 LRHLHEMPL TV (2) %59 H#® QTc Bl 4 QTc D5Ai
7z (Table5), BEClE, 450 msec MWz 5 QTc 2 30 msec % i@
KHOMERB (400mg#5) <Ti&, 18, 2#1&d 25 AQTciF24ICHED LN D9 B 141260
QTc F7213 4 QTc DIEREM F 213 EFRMEIIFEOONE msec 28R 5 AQTc TH -7 (Table7)o REH D

M o7z (Table5)o QTc it £ (411482 msec) |, RR @ %5 #i (905—648
2) FERRSIMIMHRABRCTCOBERN T L DQTch  msec) ICEAENATAZLZDDT, WHWEDOTIEE
A QTc D5-Ai o7z,
(1) %5 3H#%D QTc W4 QTc D44 ZHETIX, 470 msec B2 % QTc 2 30 msec % &

BECld, 450 msec Mz 5 QTc 2 30 msec % i@ 25 AQTc X 2D SNTz25, 470 msec # W2 5
25 AQTc I3 HICRBDENTZ, FDH B 14, 500 QTc2 60msec %254 QTc IFBD SNLh o7z
msec LA E®D QTc %2 60 msec %82 % A QTc TH - (Table 7)o
7z (Table 6), AEH D QTc LK (416—509 msec) I3, 3. BB LY A QTc & OB EM:
DB 114/ 55 L& CHIERIC X 28R T, T Hi$% 5.3 T o GRNX @ Cmax (249 5 A4 QTc ®
BHPLOHBIRET, TR RRORENHEZFIT KA (4 QTemax) B LU FEHME (4 QTcavg) %7
HY, THEOITHEIHTEILZ L2 enD, H 2 FL (Fig.1), Cmax & 4 QTcmax B £ "4 QTc
BB ZEZ bhoT avg & HILEIG AT L 7255 F (Table 8), Cmax & A4 QTc

L TIZ 470 msec Z #8 2 5 QTc 7 30 msec % 8 max B L N AQTcavg & ORICHBEMEIZED Sk
ZHAQTclE2A4 IR DO OLNT D H B 121360 D072,
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Table 6. Distribution of categorical QTc and A QTc in patients at 3 days after first administra-
tion
4 QTc (msec)
Category <0 0~ 30 31 ~ 60 > 60
N (%) N (%) N (%) N (%)
< 430 154 (60.2) 47 (184) 8 (3.1) 0 (0.0)
431 ~ 450 11 (4.3) 14 (5.5) 4 (1.6) 0 (0.0)
Males
451 ~ 499 6 (2.3) 9 (3.5) 2 (0.8) 0 (0.0)
QTc = 500 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.4)
(msec) < 450 136 (59.9) 67 (29.5) 8 (3.5) 0 (0.0)
451 ~ 470 4 (1.8) 4 (1.8) 3 (1.3) 0 (0.0)
Females
471 ~ 499 2 (0.9) 1 (0.4) 1 (0.4) 1 (0.4)
= 500 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

A QTc: QTc changes relative to baseline measurements

Table 7.
tion

Distribution of categorical QTc and A QTc in patients at 9 days after first administra-

4 QTc (msec)

Category <0 0~ 30 31 ~ 60 > 60
N (%) N (%) N (%) N (%)
<430 76 (57.6 32 (24.2) 4 (3.0) 0 (0.0)
431 ~ 450 6 (4.5) 5 (3.8) 3(2.3) 0 (0.0)
Males

451 ~ 499 3(2.3) 1 (0.8) 0 (0.0) 1 (0.8)
QTec = 500 0 (0.0) 0 (0.0) 1 (0.8) 0 (0.0)
(msec) < 450 73 (61.9) 24 (20.3) 7 (5.9) 0 (0.0)
451 ~ 470 3 (2.5) 4 (3.4) 3 (2.5) 0 (0.0)

Females
471 ~ 499 0 (0.0) 1 (0.8) 2 (1.7) 0 (0.0)
= 500 0 (0.0) 1(0.8) 0 (0.0) 0 (0.0)

A QTc: QTc changes relative to baseline measurements

F 72, BRR S TILAHGREBR O 18 VE IR 35 IR G e SR % k)
% & L 72 PK/PD #X B C, GRNX # 5.3 H # ® Tmax
58 (P85 2~4 BE#2) oISEhiRE 2 E B L ON0E
K%5E5k L (31 44), GRNX @ Cmax & A4 QTc O#UAiX
#E L7z (Fig. 2)o ERYHEEH TH GRNX @ Cmax
& AQTc & ORMIZHBIMEIZRED SN o 72,

4. DEMEEORE L ZNICHET 2 HEHER

KM CTHEB LT R TCOLERER 2R L -8
R, QTcERFZ &, AEIZK 2HE OB REEO
BALIZA LN o 120

F 72, ERRSEHEEAER, BREE 11 HEER S X OVRRIR S TIT
MR TRB L 2AERLD S B, HBHESWINT 5 &
IR R AKIRIER O Y 7 F Ve ) 25 L vwbh
BEFEDOAERG (TAP, 22858, LEVEFIR, LEMBE)
HDHVITOERE), L, ©F v, TAPAFRIE) 0%k
BUHE AL, MEEERE B X OBEOLER % HRE
L7z

BRRSE BB CIE, FWHZ QT R & FRICHBIL 72
ARENRIZA SN D5 72 2 HICHREOFHEDO T, B
IO 1 AICBREDOLERX PRIEEDNASND, Wil
DWEHFHIZD QTe BL P AQTcDIEREFHED LA

o7z

FRIR S5 TLAH & & OV T AHBBR <, L ERIEREIZH
HTLEEZONLAERR (LEWHIR, OEME)DH
VI LEMBZ L) EALNERS72, HDF VA1
LA HNTH, WTNOEE S QTe DIER IS T
Lol B, IWEHFEREKOEREMERMICL YL
WX QT #iEMMRER | e Sz BHEN 24, [OE
QT ER] tHEshzBEBEN 1 LALNZ, 24D
[LER QT fiEMBER 09 B 11, QTc DFEHH
# [QTc=QT + (1,000 —RR)/7] ®iEWIZ X HIERETH
D, Bazett DffiIERIZ L 5 QTc TIREREIZE YL %
Do Tz o 1 HIZFHEHIOR R, BhH o QTce 121t
FAHONGEDo7, MMERQTERID 14X, FHED
DAE EOBRRBUEIIR S b DD, BEFMEHT A 5.0
FEAEERELZ MV QRSTRAR—ZAF4 Y LY RS, £
DIzO RN QTe R o TWBETH o720
FwFho QTe E S R LR E 372 6 v &I
L7

5. QTc LR &FkHE B L U4 & MR

BAEZRD 5\ IEEEE ST 5 GRNX #ZF #5112
£% QTc ERDEELZ THT 57-0, hEB L U &



Garenoxacin @ QT W~ D % 219

VOL. 55 S-1
80 80
°
60 ® 60
—_ _ °
g 40 ° ° 2 40 °
g ) ® z o
B o ° kS ¢
g 2 o 2 20 o o
E 0, S . *
3} o [ )
= d ° ° = °
o 0 ° o 0 ® 50 )
g ° ~ ° ® ,
° ° ° L4 °
—20 —20 J
° ° °
—40 —40
—60 =60 : :
0 5 10 15 0 5 10 15
Cmax (4 g/mL) Cmax (4 g/mL)
AQTc max: maximum of AQTc in subject AQTc avg: average of AQTc in subject
Fig. 1. Changes in maximum/average QTc versus Cmax in subjects after administration of single dose of
GRNX.
Table 8. Quantity of QTc change and relations with GRNX Cmax (A lin-
ear regression analysis)
Linear regression
variable 95%
estimate confidence p
interval
) intercept 24.6 12.3~36.9 < 0.001
A QTc max®
slope —1.02 —2.84~0.80 0.262
4 Qe avg” intercept —6.7~154 0.425
slope —0.53 —217~1.11 0.516
3 Maximum of 4 QTc in 24 hours after the dosage in subject
b Average of 4 QTc change of 24 hours after the dosage in subject (The
area under the A QTc versus time curve from 0 to 24 hours divided by
24 hours)
80 AQTc L DRfRZ AL 720 KEDB X O4EEH O 4
QTc 54 Tl (Figs. 3, 4), HEB L UL b 4 QTc
60 - HE =
y= —3.9645x + 31512 EOMICBEIERED SN h o7z,
40 R = 0.1202 11 =

[
[=]
T

AQTc (msec)
=

—90}
—a0 }
—60}
—80 . . .
0 5 10 15 20
Cmax (4 g/mL)
Fig. 2. Changes in QTc versus Cmax in patients at 3 days after

first administration.

QT Mk G L Ao ZRT 720, QT ZEED
I IEHEE (QTe) Z V2D —HRINTH %,
Bazett D IER TR ZHELEZ LIS TLIFLITH
WHNTHED, EMEA/CPMP 54 K5 4 »?Tid Bazett
OAEHWIHIEN TR SN TWz2%, ICHEI4 71 F
F 4 Tl Bazett DFIERIS- OBV IGEITE K
WHEIE L, (O30 60 bpm AKiil OB & 1E M/ M HIES
HI DL, LHEPLEHTHIHBREICBV T
Fridericia D#ilERAAL D IEMETH 5 LI hTw
% o RIANT TLE 244 Bazett 3 & U Fridericia O Wi 1E3%
RHVTHE L7228, WiiiERzZ Hw7fE L 2o
WIEEED o 72720, AR5 Bazett OFIEXTO
MaERE R L7,

HZA® GRNX #E DR RERTIX, QTc 0
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150
3 days after 9 days after R 3 days after
y=0.0345x — 12.14 y = 0.0306x — 10.892 9 days after
R?=0.0003 R? = 0.0002 = regression line (3 days after)
100 - ° = = = regression line (9 days after)

A A °
° o A o o
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Fig. 3. Relationship between changes in QTc and weight of patients.
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Fig. 4. Relationship between changes in QTc and age of patients.
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Relationship between oral administration of garenoxacin and QT interval

Yuji Murakawa

Fourth Department of Internal Medicine, Mizonokuchi Hospital, Teikyo University School of Medicine

The effect of garenoxacin mesilate hydrate(GRNX), a novel quinolone antimicrobial, on QT interval was
investigated. Electrocardiogram data from 66 healthy volunteers was analyzed in the clinical pharmacology
study, and 504 patients who received 400 mg/dose/day in phase III clinical trials on infected patients.

At around Tmax (two hours after administration) of the single dose study, in the subject group who re-
ceived 600 mg administration, the mean QTc was 365.8 = 26.9 msec, and the mean 4 QTc was —1.8+254

msec, and did not have the tendency to prolong QTc.

The mean A4 QTc of phase III clinical studies were —10.5 = 27.0 msec at three days after administration,
and —9.0 £ 27.8 msec at nine days after administration, and there was no tendency of prolongation.

In an analysis by category, there were three of 504 patients in phase III clinical trials who had QTc ex-
ceeding 450 msec (470 msec: females) and 4 QTc exceeded 60 msec, but these QTc and 4 QTc were due to

a clinical background.

In an investigation on the relationship between A4 QTc and the plasma concentration of the drug, no corre-
lation was observed. No significant changes in the electrocardiogram wave pattern by this drug or adverse
events related to QTc prolongation were observed. No correlation was observed between QTc or 4 QTe,

and age or weight distribution of patients.

From these observations, we conclude that GRNX has no appreciable effect on QTc intervals.



