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BERABHEICE T 7INDY O HEEE 400mg Xt
600 mg I 5B DEEM RUEYEIRE

W By
ACBR A R BT Fe i

Wi it
HOCE RS IR PR RS I

(201342 A 12 H=2f1)

TN Y ViR (Arbekacin sulfate; ABK, HR5E4 @ R ¥ v CTESHE) Of
FER A BPEZ 351 % 1101400mg X1 600mg O ¥l 2 081 H 11817 H MR85+ 510
AN R O S B RE % MRt L 72,

ABK 400mg X% 600 mg % HL[0] 30 53 Ff IR G- D i s A RS (C,) 1, %
NZFN41.0+3.6ug/mL, 63.0+9.9ug/mL Tdh > 7z, rHFLA 1R (30 7 fiifg
T30530%) OIEHABKIRIE (Cpep) 1323.242.9ug/mL, 38543 3ug/mL & %D,
WFNO R T & 554 24 IR O IEH ABKIRIE (Cypppgn) O FHIMEIRE RIR
FD0AugmMLAM TS 5720 Chpo Cpoa KO AUC, o1&, $25-5 D8I PRI
L, typ CLg, CL, V KORRIKHPREEEZNThOEGETERMETH - 72,

ABK 400mg X% 600mg % 1 H 107 H# 30 5 ## RN K E % 51T, 8B1~7HOD
L Cr. Coeae R AUC 3T RO H & [FFE T, $25-ROREIZ PRI L
7zo MLEH ABK IR 13 F2 545 TR OfEE & & 1IN T L, 400mg X% 600 mg %
HED Cyppen P FIAMEIL, BHEOVWTNOH & 0.5ugmL LT TH D, RIEHGIC
& B EREANIRD bk o7z, 72, t, CL, CL, V, &Uﬂﬁﬁ%w}kzﬂfﬁ
FHEOWTNOH SHMEET, CLA&ED72Z2 )T 7V A 600mgiifﬁ&’5u
WCRE IR O NEr 57z, £72, BHRE, WRBEICH T 5 kX &
bNahr-7z,

P EO#ER 6, ABK 400mg X1k 600mg % {dtFER A F M I WM P53 1 H 1H]
7 HIBRERES (3047 i) U7z & 2 OEERERE, BRRREL L % G50 ReNEC
KELEBEEZEL, £220KOC,, F ThT :h36.7~54.1, 44.2~78.5 ug/mL,

Cpea 12T NEH19.4~28.4, 32.9~438ug/mLC, VIFNDEGEIZHE N TE Cropg
120.5ug/mLELFIZIK P U, RIERSGRIC W TEMBIRROERIE LR Shsnl
ENMER I NIz, L2A 50, EHRIZEH T 3R & SEMBIRE e < h iz,
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Arbekacin sulfate (ABK, 584 1 R_Ap s v ®
W) 1%, 73270 a3y RRPESE (AGH)
THRAKOVNRO X F 2 Vit @ 7 R o R
(MRSA) 12 & 2 HfiiE XAd i g DEFRIZ G 5
NnTws,

AG FEIT IR I ZARAT U 7= 4 R R DR 1 %
/R L, post-antibiotic effect (PAE) %/R7 728 12,
AL PK-PD /Y T A — & & LT+
BE (Ch) EMICOM (C,/MIC) IZHHBET %
ZENWE IR T0EY, ), AGHIZ K 55
TEFZEE, FrCERERHE ORI, ip b5
T (Couen) BT 2 EWE SN TED, A%

MR OREEOB A, S, 1 H 1R HE I HEE
XN REEME= 4 ) ¥ (TDM) 12H5<
BGHREIBHER X Tn s 1T,

ABK X, HiIMRSAZETDMHf%E 212 & % A
(1999 4F-4 H~20024F-12 A) 5 Hifg 7 L~ &
YOIEMIMPEEREE =2 ) v T EREICTT S

e IR AE (2005 4F- 10 H~2007 42 A) 1)
B O"MRSA JEGYEEEHIZ 9 5 ABK 200mg 1 H
1 B 5-OEFRSEREEAER (20054710 H ~2007 £F- 1
F) 2020 DFRANIED X, Cogy B0, Cropgn E 1K
<HEFEMOR 2, 1 H 101§ 5350 A FYEH R &
1, 200813 - FELY RIS LTIH
1181150~200mg (JIflli) % 3055 ~2 Il 2> 1) T
WEHES %, BEIZIE U 1 H 20 % SiEEET 5
ZeyMRB P eaEE IR, BWIRESICTHY
5NT3,

X HIZULAE, ABKO 1 H 1B S5O L&,
MR &AM OMET 23 4 @5 S h, 20124F
IZARSNIZPEETDM # 4 F o4 vicig, [E
FEBE IEH 5 12 F6 ) 2 B IRYYE Tk, H IR
(t"—a%%r-?lsﬁoﬂg/mL Cona/ MIC >8) % 3ERK
5729121 H11300mg (5.5~6.0mg/kg) % &
WELTWBD, ZOREMIZET 2UIR S
NTw3| LixhTtns,

Z D & 512 ABK DEEIRENHRIZE Cppp 1ZHATFT 2

Z&, F7z, KRBORGZR L 5 5 HIERGYED
BEIZ B TRERIR B COM R, ik IC B
5286, KDRETHY G 7k%E e
5 HT, SR, Fi2200mg 2 2 5 &=
2B 9 2 AR NS S EE 7 — & & Fl 4 Rk
LTHELBENDHZ, LA LEAENDL, 200mg %
A 5P 5 s TOREN K OSEYEIREIZB L <+
BWREN L IR TR,

ZZT, AL SR E LT, ABKDI
1] 400mg X i3 600mg D H.[A KU1 H 1117 HE K
T G-RED L OSSR ERE & MG L 7=,

I HRROFE

AR, FRERFEIER O MBI B 2 DK
BHrEHIZ, ALY YFESITHD L HHAHE

R, SF 943 H27 HIHEAEA S 285 [[REES
DR RER D TN D HHE IR+ 5 44 (GCP) ] 3
O RRER I fi 5 e 4 ST LTI L 72,

1. BRI ES
Rk, REEEAERESY — =¥ =R
BElz B\ CHEfE L 72,

2. HERE
PRERF IR TME & U, 2830 DN BRI
BRERCHIRANCHE R EE/dR E Lz, kB

EERAT AR HER AT, Bl AR IS 2
4 2 aiic, FESASCEZ O THIc@Si L

7%, BHERIC K 2 KRBES N ORE % A AH»
5 E T, BB BT KA A3 GRER oy $H R Al
F, FHTOMERREL D, WL 5§ 20
BHERE EWE L2, £72, AAXIZZ OMUfEIC
AGHEIC K 2, 2 OO H 2 HXIE 2 o
V-V IBRERKIZI NIV R TEIETO
155555 (A—G) KU 3243 B ARE R (A—G)
sl L, ZRE2ATLI BN T I L EL
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720 PRE)), SEYREERIE (M7 ABK IR & OR b
ABKIRE) & L7z, 72, HHEER5EOAQTIH
3. HERE Btz KIS LEXMRAE & Fh L 72,

TARA Y VIREEEESWE 17~ 7L 4mL
HIZABK 200mg (JIfil) # &A 9 5, PHIGHEE
B2t (B Meiji Seika 7 7 L w R 2 4k) #
A YV PESHE 200mg & IV 72,

4. BEHE

YA 513 T E AT ABK 400mg, 600mg
X377 ¥R &2 ENEIRAES: (30 55 1)
AT o7z, WO KRG ES A L L, &5
REBIZT T X RABENMA 72 124 O HH#H 12
TEBEINIZ L DT> 72 KBRS IEHERET
ABK 400mg, 600mgXi1& 77 tH%EZhZzhl
H 1017 HEE#IRNEE G- (3053 50#) 2175720 X
ER5IREGRSAE L, RRGEBIZIT I
A28 %M A 7210 % O W5 # 12 MR L EI S &
DIT -7z,

5. i, #®E, WEEREA

g, Mfr, RAEHE, AREER, R,
AEEERRR A (U, ARAEG (R, DPIREL R
&, §1, body massindex (BMI), /X MK O
WA BEOREDORGHKEB TS % 8kHz %
T)), EERMA (M7 A (WBC, RBC,
Hb, Ht, MCV, MCH, MCHC, PLT, WBC 43
(hFepEk, AFEEER, APEESEER, U v oSER, HiEK)),
Mm% 4 b ## (TBIL, DBIL, ALP, LDH,
AST, ALT, LAP, y-GTP, TP, ALB, AMY,
CPK, GLU, TC, TG, BUN, Cr, ChE, UA,
Na, K, Cl, A/Glt, g,327az a7 )Y (B,MG),
V2AAFVC), WRief (BERFIK : B s o8,
vavey /=4y, pH, i, 7 bk €U
vy, i, BE, /MG, T GRILER, A
B, FpcHifa, MAE, M), #JIK:Cr, ALB,
Cr” V)77 A, N-acetyl-f-glucosaminidase (NAG),

6. MO

ABK 400mg, 600mg, 7' 7 tHR%ZhZThH
M3 1 H 107 HEEIRN S (3043 520%) L 7=
RFOREWER DR8I %2, AWK, My, £
SAMIRRAL S OTRIRMRAR I & D Gt L 72,

7. DERI/NT X — 25

DEBXST 2 —a3H0E, 79 2 L0EEHC K
BlET — 2 A HMEIC KD FERL, LEXST
A —4& (QTIHkE, PRMIME, RRIME, QRS MFE,
QTcHkd (QTc-FEkE, QTc-BEIkE, QTc-N [HFE
KU QTe-11IF) ) #FH L, MhiRE & OBf%R
B 73 — i & Fh L 7z,

8. EMREDRIER*

MEH ABK IR, S aOtHE 265 TDXFLX
VAT LK DMIE L2, PR ABK B IR
Wikoa~ v 277 4 —H&E5H (LC-MS/MS)
FICKDWUGE L 72, M R OIRP OE =mRAE 2
NZ1N04 K1 ug/mLTh -7z,

9. EMENRERRIT

ABK DIEMBERE ST A — 2 (C,s Towo tis
AUC, ., %) % E T LIEIKAERNIRITL, AT
PR PEMR R O CL, &5 L 72,

AUC, W3HEMEEEIZLDEH L, AUC, .IF
WHISHE E B A T, IS &k 0 s LY
L7z,

AUC, . =AUC, +C /T E
t IS HIE R
Clage & IAEHITE WA D M7 Hh R

¥ 7z, ABKR{EHHIRNIEG-B5D € 7L IEKAT
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Rt DIEYBERE ST X — & (Cmax’ Ctrough’ tis
AUC, CL,) Z22WT, H1HIZHT 554 HXE
ETHOK (Tt &217 572,

II. &%

1. #HEBREES

ABK ¥ K O E 55D (400, 600mg ik
77 R) OWHEEOFh, SR, (KkEH, BMIK
UHREDH 720 OG5 EICEWT, PBRHERIZKZ
s N3RS 5 s 5 7= (Table 1), 400mg
RS REOKRED 720 OS5 8ITFHET6.5~
6.7mg/kg, 600mg % 5-If T 13 9.5~10.0mg/kg T
Ho7,

2. B2
ABK % ¥\ 5- U - O RIMER L, 400mg %

Table 1.
administration of arbekacin sulfate.

G IC 8 5 PR AMGHI A 1 84 1 1R 6 h
ZOARTHD, 600mg KV 7 T 4 K5 IHIFED
bNsh 572 (Table2),

ABK % {815 U 72D EIERIZ, 600mg %
BRIt 1 4 11, 7 7 2 RS5O ALT
S 1A, 400mg 516D 3 44 3 1 S UV 600 mg
PE5IED 2 4 2 112 8,MG XUEIRHB,MG O 75
FREBED N, ZOMOBREEA (15 #
%, W, WAEHZMH) ICERELZEHEEED S h
o572 (Table 3),

HLO K O R AE A G-I FE 8L U 7= BT FH DR e
ORUERIUZ, 600 mg I HEG-IEIZFEBE U 7= kit
RO TUE AL 72D, $XTRIETH
D BALE T L 72, Ak, EHPENBRE ((KE,
IME, WRAE, PP, (R, Zehfi 12 558008
X B OER R ICh W CEIERIZRD 6 hik
Molz,

Demographic characteristics of healthy male volunteers in single or multiple

Adminisiration = (rear9 o T aemd ek
400 8 244(20-29) 171.4(159.1-176.5) 62.1(55.9-75.4) 21.2(192-25.1) 6.5 (5.3-7.2)
placebo 4  22.8(20-25) 1743 (171.1-179.9) 68.7 (56.6-77.6) 22.6(19.3-26.1) -

Single 600 8 22.9(20-31) 168.7 (164.8-173.4) 63.5(52.1-69.7) 22.3(19.2-24.7) 9.5 (8.6-11.5)
placebo 4 22.3(20-25) 173.2(168.2-176.7) 63.1 (56.8-68.4) 21.0(19.1-21.9) -
400 8 24.4(20-35) 1683 (160.4-174.3) 60.5(53.0-67.6) 21.4(18.9-23.4) 6.7 (5.9-7.5)
placebo 2 27.0 (27-27) 166.5(163.5-169.4) 59.1 (53.4-64.8) 21.3 (20.0-22.6) -
Multiple 600 8 25.4(20-31) 169.6 (158.9-177.8) 60.8(50.1-72.1) 21.1(19.0-24.7) 10.0 (8.3-12.0)
placebo 2 28.0(25-31) 166.4(159.6-173.2) 57.9(57.6-58.2) 21.0(19.2-22.8) -

Mean (min.—max.)

BMI: body mass index, BW: body weight

Table 2. Adverse reactions after single administration of arbekacin sulfate 400 or 600 mg as

potency.
Day 1 24 hours
Dose Event Upper limit Unit before after Day 8
administration administration
400 mg single B> MG urine increased 200 ug/L 88.5 260.7 117.8
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Table 3. Adverse reactions after multiple administration of arbekacin sulfate 400 or 600 mg as

potency.
Upper Day 1 Day 4 Day 7
Dose Event l'p P! Unit before before before Day8  Day 14
imit S SRR SR
administration administration administration

placebo ALT increased 42 IU/L 29 32 46 42 31
400 mg > MG urine increased 200 pg/L 69.2 124.2 203.9 73.5 65.3
400 mg B> MG increased 1400  pg/L 1317.1 1179.1 1298.6 1582 1228.8
400 mg B> MG increased 1400  pg/L 1208.7 1097.4 1245.3 1441.1 12455
600 mg B> MG increased 1400  pg/L 1054.7 1328.7 1400.4 1135.7 1192
600 mg B> MG urine increased 200 pg/L 25.3 210.4 209.2 120.4 13.1
600 mg Dental pulpitis Day 6 - Day 71

Table 4. Laboratory values related kidney after multiple administration of arbekacin sulfate

400 or 600 mg as potency.
. Day 1 Day 4 Day 7 Day 8
Refe{ence Unit Dose before before before 24 hours after
value (mg) administration administration administration  administration
400 11.7£2.7 12.5£2.9 13.5+3.3 13.3+£2.9
BUN 8.0-22.0 mg/dL 600 11.4+2.4 11.5£2.6 14.5£2.6 12.9+3.3
. 400 0.70+ 0.06 0.69+ 0.07 0.70+ 0.07 0.80+ 0.09
serum creatinine  0.60-1.10 mg/dL 600 (‘641006  0.68£008  0.69+006 0.76+ 0.09
400 1061+ 144 1064+ 106 1105+ 164 1157+ 249
P> MG 650-1400  wgL 600 175193 11255164 1044% 192 996+ 153
. 400 0.66+ 0.07 0.68+ 0.05 0.65+ 0.04 0.67+ 0.06
cystatin C 0.50-0.90  mgL 600 66£006  0.63£007  0.67+005 0.69+ 0.08
. 400 69.4+29.4 78.7+35.6 122.8+52.9 75.6+51.1
P> MG urine -200 ng/L 600 70.1+29.1 12454556  1152+£62.9 88.9+ 51.0
Mean=standard deviation (n=8)
F.MG: f, microglobulin, BUN: blood urea nitrogen
ABK % 1[0]400mg 313 600mg, 1H 17 HE  Table6).

KAEH SOOI 2 v 7 F = (Cr) ORI,
T OWERE R ORI L-mO I I T RIS
54, THOBHKE G WTN G SN TS -
7o SH# (557 H#%5 24 M%) 12 HUEEN O
HiPHC LA 2D RD SNz h, 2 ORI
DDE»THD, 600mg# 5o E57 O IE
400 mg % 5-0f & JbiR LA % 2> 5 72, BUN,  IfiLif
Cr, /MG, ¥ 2 & F ¥ C, IR HBMG, ALT,
AST, JR¥Cr, Crz V7 7 ¥ 2 K UIRHPNAG
Ol e OCFEHEfR 221, WEhdkb5ick3
FRERIZEED S s - 72 (Table 4, Table 5,

DERBRAEIZEB VT, QT Mk & U QTe kD
B 73 —H#EFTIE, >450msecDH 7T ) —IZ
BRI N HERE S QT M T24 (600mg % 5-
K14, 77 tAR5E14), QTe-IMET14
(77 2 RPEEGE) Ao, QTRMEMUQTe
[t B 23 500msec & E [0l - 72 #EBR & X A 5 h s
oz, BERTHME D TIE>30msec D T
T - E N HBRENQTHIM T14
(600mg % 5-), QTc-FRMTI® (772K
Likg), QTe-BHEIFE T34 (400mg 51, 600mg
G, 77 v R LRTE1H) B 5Nk,
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Table 5. Laboratory values related liver after multiple administration of arbekacin sulfate 400
or 600 mg as potency.

) Day 1 Day 4 Day 7 Day 8
Reference  Unit  Dose before before before 24 hours after
value (mg)  administration  administration administration administration
400 14.4+ 6.7 17.9+10.3 19.3+10.0 20.0+10.2
ALT 842 TUL 600 136:54 173+ 7.6 18.5+ 9.4 19.3+ 10.0
400 143+2.4 16.4+ 3.7 17.5£3.5 169+ 3.4
AST 1333 IUL 600 129423 15.0£3.9 14.5£2.9 15.5£3.2

Mean = standard deviation (7=38)
ALT: alanine aminotransferase, AST: aspartate aminotransferase

Table 6. Urine laboratory values related kidney after multiple administration of arbekacin
sulfate 400 or 600 mg as potency.

from day 1 from day 4 from day 7
from day - 1 . . .. . . .
Reference Unit Dose to day 1 administration administration administration
value (mg) Y to after 24 hours to after 24 hours to after 24 hours

administration

administration administration administration

urine-creatinine 1,015 /da 400 1.4+0.2 1.5£0.1 1.5£0.2 1.5£0.2
e giday 600 1.5+ 0.2 1.4£0.2 1.4£0.2 1.4£02
.. . 400 149+ 18 159+ 13 158+ 21 133+ 22

2
creatinine-clearance 72-176 ~ mL/min/1.73mm 600 161+ 14 1542 13 150+ 14 132+ 18
400 3.1+ 0.8 2.6+0.7 42+1.7 42+ 1.6
NAG 0.3-11.5 UL 600 3.4+ 1.6 2.9+ 0.9 45+1.2 6.0+ 1.0

Mean+standard deviation (n=8)
NAG: N-acetyl-f-glucosaminidase

Fig. 1. Relationship with serum concen-
trations of arbekacin and QTc-F interval
after single administration of arbekacin
sulfate 400 mg (@) or 600mg (O) as
potency.
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e

QTc-F (msec)

380 1 1 1
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serum conc.(pg/mL)

60msec % #4 2 7= W BRH 1L QTe-BIIE T 7 7 £ K
RO 1IHDARTH >z, 72, QTHIELT
QTclElbd (Fig. 1) & IilyE+ ABK IR & OBIfRIZ
RO LN,

3. EYEhEE

ABK 400mg X i3 600 mg ¥ [k A £ 5-FE D Il
TEYH ABKURFE X, RO IR IA £ 5B A 0 %0 2
CEFAL, EGRERD 5 24 (Cuopen) THE,
400mg, 600mg & & Iy ABK O C, g T35 1308 it
PR D 0.4 ug/mL A Td > 7= (Fig. 2) . 54T
KD C, KO R R G 1 IER 2 (30 53 1UEAS T30
or#) OIMEH ABKIEE (Cread s Tonge AUCq oo
typ CLyp Vi SRARRAPRIHEKOCL, 25 L
7z (Table 7). PR ABK S (CF-afiti £ FEHE(R 22,
PUT TAIRR) (3 riaiikiN £ 5-Fda % 0~2 IEfH T
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Fig. 2. Serum concentrations of arbekacin after single administration of arbekacin sulfate
400mg (@) or 600mg (O) as potency.
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Table 7. Pharmacokinetic parameters of arbekacin after single administration of arbekacin

sulfate 400 or 600 mg as potency.

C Urinary
Dose N Cm‘“ Tonax AUC., tin CLt Vs excretion CL,
(mg) peak (hr) (ug-hr/mL) (hr) (L/hr) L) (0-24 hr) (L/hr)
41.0+3.6
400 8 232429 0.5+0.0 90.2+ 9.4 3.1+1.2 45+£04 143+£27 859+2.0 40+04
600 8 gg(S) i 2(3) 0.5+0.0 141.6+122 28+0.8 43+04 125+1.5 81.0+7.1 3.6+0.5
Mean=standard deviation (n=8)
BE<, ZRENI051.34823 1 ug/mL, 13495+ Coo U Coosr Towo AUCy o, tn CLyy Vi,

1164.5ug/mL CTdH > 7z, T DHFERERNZMLT L,
P 5B 4 % 12~24 BE [ T3 19.194+5.01 ug/mL,
19.36+6.15ug/mL Tdb - 7z, 2 RillHE D IR Pk
LI GHEGEHO~2KEM T, Th £ h435+
1.5%, 42.6+£54%TdH -7z (Fig. 3). 5T I
D Cprax. Cpeak X TFAUC o 13 P51 DB R IZ 10
WUz, 72, t, CL, CLAUV idw§h
ODHETEFRBEOMETH D, HHEIZKIZ1
IFRO e r-7z,

ABK 400mg X3 600mg KIEH 51251 %,
1, 4 %07 HOREEIRN LG4 T D ABK O

A REOR v PR K OCL, & B L 7z, ABK
400mg X 13 600mg % K {H %5 L 2D C 13,
1, ARCTHICMAR?2, 3, 5KU6H &HE
EThotz, 72, H1, ARVTHDCppp BT
NEFEEDIETH 572 (Table 8) . HEHAET #,
17 ABK IR EE ISR %l & & 1K T L,
400mg X 1% 600 mg #5-F D Cp o, D TIIMEIL,
HEOWTIOHE 0.5ugmLLFTh > 72, %
¥, 600mg KIERES-55 7 H H O 524 B o 1L
T ABKIRE O MR, EEIRA D 0.4 ug/mL A
WCThHY, KIEHGIZ K 2RE O EAMERIZRD



104 (46)

THE JAPANESE JOURNAL OF ANTIBIOTICS

66—2

Apr. 2013

Fig. 3. Urinary excretion of arbekacin after single administration of arbekacin sulfate 400 mg
(@) or 600mg (O) as potency.
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Table 8. Pharmacokinetic parameters of arbekacin after multiple administration of arbekacin
sulfate 400 or 600 mg as potency.

Dose Da g'"ax Tinax AUC, t1n CLiot Ve Urinary excretion CL,
mg DY G o eheml) (o (L/hr) @) (024hr) (%) (L)
Dayl $9%32 (5.00 922:160 3415 4407 139+16 4249  39+07
v 36107 O ) . . . . . . . . . . . .
400  Day4 ‘2“5";’ : ‘2‘:3 05400 1001+167 50422 41+07 165+38 88.642.9 38406
Day7 ;‘5"2 $37 05400 10754170 64+17 38406 186+34 883460 35407
Dayl gg} i;? 05400 1487493 5412 41+02 172+27 83727  35+02
600 Day4 ;g;ig; 05400 15754115 5414 38403 159£29 879456 35404
Day7 O39E34 05.00 14994129 41+16 4003 145528 914+56 38403
38028
Mean =+ standard deviation (n=28)
bk o7 (Fig.4). 7z, REHGEEORS
Pt X Fig. s & 512k -7z, EZE

ABK 400mg } U 600mg X 1% ¢ 5- B & C
AUC, o, t;p R CLAZDWT, GHER
(GE1, 4R UTH) DI & 47 - 7288 2R,
400mg RAGHEG-HED t, ), & i & £ 5-05 S T 213

C

trough?

LML 72,

max?

a0

BEPEICHE

TR A3 % 5 512 ABK @ 1[81400mg X i3
600mg D H O KU1 H 1117 HE R E# 5RO %R
VR OSEEIRE A MET L 72, 2 ORSR, "aelk
RO LENLEIr o7z,

ABK O - H&EIE, [HAICKHLTIHLE
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Fig. 4. Serum concentrations of arbekacin after multiple administration of arbekacin sulfate

400mg (@) or 600mg (O) as potency.

1st day 4th day 7th day
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Mean = standard deviation (n=8)

Fig. 5. Urinary excretion of arbekacin after multiple administration of arbekacin sulfate
400mg (@) or 600mg (O) as potency.
1st day 4th day 7th day
100 100 100
< X 80 L 80
s s <
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> fa >
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= S 20 S 20 |
0 b L L L ] 0 1 1 J 0 1 1
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Mean=standard deviation (n=38)

150~200mg (JIfii) % 30 %3 ~2 Wi [l A 1) C ridi
RS 5. SEIZIG U 1 H 20 % SiEEHET 5 2

LeHoks] LLTHWSATWS,

AG SR EE & FIEFH S B B 23 fEHs &
NTHD, ABKOBGEIFZ2ug/mLY LD 7 714#
DR R S B & EREEORIERARBBEENEL &
3728, PIEETDM 4 F 54 v T, B
B DB 5 Cropgn & 2ug/mL Al & $5 Z &
LS XN T 5 8 IAIREREE I C oy 1
HEMORZMITHEIZIZI Py N ) 7EIETD
15555 (A—QG) ZE=,PEEG T2 MG ShTn

2%, ZhoOE kb, ABK % &SRS,
EDDHIF200mg =8 A 2GR TORENE KRV
EFREIZ DN TR 5 Z L HHETH S,
72, ABKDERRAIRIZC, (AT T H T L
25, 1 H TG KGR S, A SCE TR HEE
Cooon (£ 9~20ug/mL & X N7z, JEAFEDOMETTIE,
Cpear & U T 15~20pug/mL, “F¥9#¢5 5 5.8 mg/kg
MBE L O, 300mg LLE o ARG
WL O YIS 5~6mg/kg U BT
Cpeai 10~ 15 pug/mL L LR & O, &7z,
EHRE 5 12 5 TE 300~400mg, £ Al



106 (48)

THE JAPANESE JOURNAL OF ANTIBIOTICS

66—2 Apr. 2013

P REGURERER = % U T 400~500mg 1% 5- % H:3%
THWE®D 5D, X 5I2MIC A 2ug/mL DkEE
RBHEh, PIHETDMH 4 F 54 ¥ Tk H iy
&7 5 NZ C, /MIC >8 % TR 3 5 728 12 ABK
D15 8% 300mg, KEHZ-DORGEE L
T1H1M55~6.0mgkg # LE & 4 % & #Hiih5 S
?/L"CU%B)O

L2LAEA6, 200mg %A 558 TO+5
7 RAVE R OSEMBIRE D MGHE & X h Tk,
Z 2T, [EFERASEENRE LT, ABKEHE
Peb DR, BEM KOS EE L MG 5
HET, ERRIZE T 25 mOBURIE OIS HiRSE
TDM % 4 F 7 4 ¥ T/RE 721181300 mg £ 5-
D2f5EAEE 2T, ABK 1H400mg X3 600mg
ZHO XU H 17 H RS54 % a5k & 52
it L 7=,

4B ABK $ 5B BLL 22 BIMERNIE,  phifeig,
B EE O IR & & 5 i K UK T B,MG D I,
ThHO, FHELZEWERNE T [N ofisk
BB LN, 72, WThoDILh & IR |
SoMG DB & JEFIZEM T H O KNI K& &
ML 522 Tldn <, WiEkx<, ¥5#&T1
FRRIZIZRE L 72, 7 OO EHEEIZBI 5 Il
WMUOIKCr, BUN, ¥ Z&FVC, Cto VT oV
2, RHNAGE DM A IC REABHI X <,
ABK O Cyyu 1&, 600mg® 1 H 11117 H [ 5%
BRI W T EHMERBOHLTH % 2ug/mL
A (0.5ugmLLLT) THO, £/, THEOH]
YEH & I E v ABKURFE OBIfRIZEED 52 >
72o E72, MIECrIcHWT, 57 HHOES 24
B2 53 2 MEAIAEED &z 28, FEHEfE N
ODHFHTHD, TOREBEIDLTH»TH - 7=,
600mg #% G-I D LA DOFEREL, 400mg £ G-Ik &
WL D R TIZED ERPZINE 5 7228,
BRSO IMEL EOBREAET 2 &%
A6z, AT, HHEREICBE§ % ALT X UYAST
O FRAEmR 2 O OEERMRAEE (L 5. @5,

M, FAEEHSH) CHREZHTROOh A
morz,

INCE S0 i e RSN A s E R R N A
NEW T B 72 FEHEO T RO 7= DI I3 HER
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HEdE X 7= dRBBIC Fo TR SR 13300 & s
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IZK D HES AT 2B ARSI L 2B AR
L TNWD720, HREERE SO R EED
WA MR L 72 LTRSS Z L3 Al» 8 L
nEn,

MAT, DEXBRAEOLERE, ABKI%EIZ X
IRIIZZEIRD & % QT MR X i3 QTe Mg DL
W b T MIE SRR & ORIR E D 5 s
molz,

ks, R - AhdE e kR (FPIREE) 3R
Moz,

ABK 400mg X & 600mg X 18 % 5- i D C,,
Ciougnr AUC) o MU CLIZDWT, Heheri (5
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&0 EZRD LD 572, L2 5T, ABK
400mg K U'600mg D 1 H 1117 H B {E 512 &
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THR TGO b kb 5 7z, 5B 24 HEE
% TORBIKPHPMERE CPEME) 1, HEES
T85.9% Xi381.0% TH D, WINDOHETEK
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7z, T OBUEIS R A S EIZ ABK 200mg % Hi
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M5 (6047 KiH) L7k X ofti? LEfE T
»Holz, ¥, ABK 400mg K {Hi% 5Dt , 1,
BIHICHANTEIHTHRBICEREL 72, —A,
600mg K H %5 TidnFhoikh 1 & [FfEE
TEIF s L, HEICEAAT 221005680 5 gy
MR ED, 400mg KIEHG TRY 5N -HREZE
3, PRI K BEYBREOLIC L BETIT A
WEnEEIL 6Nz,

P EO#R 6, ABK 400mg K U 600mg % &
FEHE A IEH 2 BN M IC I 5303 1 H 1
b7 HRRAEHES (3045 /i) L7=8d, iR
NO B R O ESOREMICRE S FEI
5, £ZOBEOC,, I, ThEh36.7~54.1
KU'442~785ug/mL, CoolE TN E119.4~284,
32.9~438ug/mL T, LWTFROEGEIZENWTE
PG5 24 #1213 0.5 ug/mL KL FIZIK T L, KB
PBHIFIZB W T ERMEIZERD Sk » 572,

A E

AFREROFHEIZBE L, RBRETIEATIE LTE K
KR A W=7 EF L, EEEASERSY —
Y — ¥ —REORbEbT R, TRIIASE A ISR L
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Safety and pharmacokinetics of 400 and 600 mg
arbekacin sulfate to healthy male volunteers

KEISUKE SuNAKAWA
Research Organization for Infection Control Sciences,
Kitasato University

Seur Hori
Department of Infectious Diseases and Infection Control,
Jikei University School of Medicine

We assessed the safety and pharmacokinetics of arbekacin sulfate (ABK, brand name:
Habekacin® injection) in single and 7-day multiple administration of ABK 400 and 600 mg as
potency to healthy male volunteers.

In the single administration of ABK 400 and 600mg (over 30min, drip infusion), C,,,
values were 41.0+£3.6 ug/mL and 63.01£9.9 ug/mL, respectively. Serum ABK concentrations at
60 min (Cpeak) after the start of administration were 23.2+2.9 ug/mL and 38.5%3.3 ug/mL,
respectively, and the mean serum ABK concentrations at 24hr (C,,,,,) after the start of
administration were less than 0.4 ug/mL (LOQ: limited of quantitation). C,,., Cpear and AUC ,
were increased with doses, and t,,,, CL,,, CL, V and urinary excretion were comparable at both
doses.

In the multiple administration of ABK 400 and 600mg (over 30min, drip infusion) once a
day for 7 days, C,,, Cpec and AUC, ,, were comparable from the 1% day through to 7 day and
increased with doses. After the administration, the serum ABK concentrations were decreased
with time, and the means of C,,,q, were 0.4ug/mL (LOQ)—0.5ug/mL, which showed ABK has
no tendency toward accumulation. In addition, t,,, CL,,, CL, V and urinary excretion were
constant throughout administration days at either dose, and CL,,, containing CL, was not
decreased. There were no notable changes in the functions of the kidney, auditory organs, etc.

Based on the above-mentioned results, when ABK 400 or 600 mg was intravenously
administered over 30 min once or once a day for 7 days to the healthy male volunteers with
normal renal clearance, it is suggested there were no problems in terms of safety, and C,,, were
36.7-54.1 and 44.2-78.5 ug/mL, respectively. In addition, Cy,, Was 0.5 ug/mL or lower at either
doses and ABK was not accumulated in multiple administration of ABK. ABK was, therefore,
expected to have good safety profile and favorable pharmacokinetics.
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