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12 Z LI eG4 5,
WH . 12 BARMO/NEIIZY 27U FELT1[E 10mg/kg & 8 RE Z L ISR A 5T 5, B,
1 EF RS LT 600mg 227202 &,

(2) BERUVAEDRTERRE - R

RZERUVAEICEHET H5IE

1. % - REICEET HEE
1.1 RAUREE, BOEG RO B2 EGOWTIORGHFIEIZBNTY, 28 HEBZ &G0
TR OFIMEIIMET SN TV, LERo T, JRAlE LTRAIO¥E1E 28 HZB 2 720
TENRZEE LV, [8.6 B3]
1.2 KANX T 7 ABYEE ISR L CORPEEEEZ AT 5, LR -> T/ T ARERFHE L2 &S DRA
B L2 s =56 XIXREEGEN DN A 5A 1L 72 384512 0FH L TIREEIT O Z &,
1.3 ESEIM S REEI~DLYIY B X
ERHFNNS U 2 ROBEZBGLIZEREEICRBWNT, BROBREARETH D L ERH AW L1
A, FICHEOREANCEIV XD ENTE 5,

5. BRERALIE

MERKRT—2/1\yr—2
M LR

(2) BRPRZF B ER
M ER L



Q) AERGEFRHER
REERR L

(4) #REL AT ER
1) AR ER
U ER R L

2) REMHER
U ER R L

(5) B - FRAEHIEER
LR L

(6) st Rt
1) BRAREAT (—RERREHEE. HEEARERE. EAMRELERRSD) . WERS®T
— 8 A—ZHE. WERFRBRARONE
AR L

2) RARFHELTEBFENDARXITER LI-HE - HBROBE
AL

(7) ZDith
BARWAAR



EhEEIR(ZRE9 BHIEH

\

EIPCEEHSIEEMRITIEEMEEY

FXV VT URGUEWE TV R VBB AT L

MRSA WA/ T DA Noa~A VB, T4 a7 T =0 TART U URREEE,
BT~ TV RY VBB AT )L

HEE  BEOH LG MDRIEE - IRZFIL, BHORMN LELZRTH L,

EEFH

(1) YERERGL - 1R MR
U U RITME Y R Y — L Efia L, FROERED 708 BILGEASIRDOIERM Z 15 . M O & A ARl
EHET D, —H. RV Y —LDOMEDHDWIETTF NG OABITAEE T, EREF ek
PIEsE L #2725 Y,

(2) ExhEE 4T 1T S ERAE
1) HiEh
VARV U RFAF Y Uit E 7 FUERE (MRSA) KON a~wA v Uitk Trayh
A 72 LI LTHENZAT 5, ENORBRICIH T, MRSA KON a1 2 Uitk
TTRAY AT 2T AIKTDHY XYY RO MCEIE, EHHH 2ug/ml(Clinical and
Laboratory Standards Institute (CLSI) ODIEHELICHET A TY) Tho71= Y,

x AFVYUMMEERT FIBRE (MRSA) (X9 HE D

MIC range MICs, MICq,
Test formulation™! 1-2 1 2
Standard formulation™? 1-2 1 2
Vancomycin 1-2 1 1
(ug/mL)
= 128
£
S 64
S 3
><c 16
o
.; 8
©
= 4
g
5 2 4112
o«
e 1 15| 4
3
S 0.5
©
A 0.25
B 0.12
&)
= 0.06
e} [N Lo Lo — [aN] <t [ee) © o <t [ee]
S —~ AN . — N © N
S s < < -
MIC of Test formulation™ (u g/mL)

B AF) UMMEERET RIKE MRSA) 12&(+5 MIC 4HES
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® NravATromtIyFoayvAhAXR - 7oL (VRE) [T 5B A
Drug MIC range MICq, MICyy
Test formulation™! 1-2 2 2
Standard formulation™? 1-2 2 2
Vancomycin 32->128 >128 >128

(pg/mL)

128
64
32
16

14

8
4
2
1

0.5
0.25
0.12
0. 06

MIC of Standard formulation **(u g/mL)

— N = o0 © oo =
— M ©

128

© Lo
[} .

[w=)
[w=)

™ 0.25

MIC of Test formulation™ (u g/mL)
NoavA4 o omEroTFaayhX - 7294 (VRE) (28175 MIC +8EE

XK1 BB 0 Y R ) R AR 600mg THTIR)
362 EYERIF - YA R v 7 ARESHK 600mg

2) JRSZPERRERTT 1R K OV E HE e
Ny A=A VU TPERGERE K O MRSA @ 5 HAAIRIER &9 5 BRoaiRiE - HIELEEEL, CLST @
PEUELICHES D »Y,
x® UV FORZMHEELE

S M L e
5 HRIEIZ X D5/ NEEILRE | 74 A7 JHdEIC K D HIEMEE
s
(p g/mL) (mm)
S I R S I R
Enterococcus spp. =2 4 =38 =2 21-22 =20
Staphylococcus spp. =4 - =8 =21 - =20

StREME, T FUREMVE. R : Witk
1) AR OBESEMIL, TAFNCEMED A F U VIR ET FURE MRSA) KO TAANZEED S 2~ A
UM TRy A . T A T&)ZDO

3) Mtk
VXYY Fagted 4 1) 0 REEOEMBRFIIM 7 7 AR L 135805 2 &b,
fin 7 7 ZAHUEFEMMET Y 2V FIZAZZEMMEEZ R S 7220,

(3) fEFISEIRRSR - FERIET
MR L
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VI

EWEREICERT DIEH

A REDHR

(W AELEMNGIFRE
BRI L

Q) FBRAEBRCHAIN-MPEE
AW R S R 10
(BREEFOEYFHRGEERBET A R4 ER9FE 12 A 22 A [EIEEH 487 B, Wk 13
fE5 A 31 H—#BekiE  [EEEEFRE 786 B, WA 184 11 H 24 H —iRckiE  FAFEIE 1124004
B, Rk 24 452 H 29 H—#ckiE FEARAER 0229 5 10 &)

U U REE600mg TFAIE) & ARy 7 AEE600mg 2, 7/ B AF—N—IZZ LV ZnZFn 18 (U
2V U R&LT600mg) fEFEEYAS FICHRERERROKRE L TR RE(LERBEEZIEL, 556
N 3pEhE X7 XA —% (AUC, Cmax) (Z-DWT 90% (5 FH X VA THEFHIENT 21T o T2 /5 5. log
(0.80) ~log (1.25) DHPHNTH Y, WAL FHIRZEMED MR ST,

{pg/mL)

20 —e— VY FE600mgl Wi )
ffit o A Ho 2 AFE0me
.Hﬁ L i (Mean£SD., n=20)
1} 4
%10 Ef\ﬁ _
1) I \*\
P g
b ¥ |
2 ° S+
N — ;
012 4 6 8 12 24
IES: 1) (hr}
X 600mg e SREDMmEEF Y RV ) FREHRE
= EYHRENTA—4
s HE/RNT A—H BENRT A —H
” AUCt Cmax Tmax T
%i& 1/2
(u g-hr/mL) (u g/mL) (hr) (hr)
U x> U REE600mg (BTG | 20 | 132.0+30.5 16.0£4.0 1.6+1.3 5.0*+1.8
YA R > 7 ZFE 600mg 20 | 129.0+31.8 15.2+3.8 1.6%1.3 5.3+1.7

Mean=S. D.

13 R EENE TN AUC, Cmax FED /3T A — 203, YBRA O, RHEOLRIREIEL - R % OB 5
HC K> TR D WREMD B 5,

(3) thzgssk
LB L

4D BE - HHEEOEE
VI 7. Q) FHEE L F0HE] OESR
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BYLRERIN/INT A—4

(1) A 753
AR L

(2) WUIEE TE L
M E R L

Q) HKREEH

YUY KEE600mg AR 2 188 (Vx> U K& LT600mg) HARANBERERAY 20 £ (i H
ERE O 5 U= B Jesi B E 4L : 0. 153+0. 046 hr'  (Mean=*S.D.) '

@DHoIVTFIR
VIL 6. (7) /MRS DS

) R mEE
REERR L

(6) Z Dt
AR L

B&EH (REaL—ay) @

(1) fBH Fk
LB L

(20185 A — S EHER
AR L

IR 4R
AR L

5%

(1) ik — BRIPT BB
AR L

(2) % —FEAEREFT BB
M ER L

Q) EiA~DBITH
HREERR L
<BE>EMER (T > 1) THLHPICBITT D Z LR8O LTV D,
[VIL 6. (6) % 3Lim] DIEZM

(4) BERA~DIBATHE
LB L
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10.

(5) T DDA~ DBITHE
DR L

(6) MTFERHEE
AR L

e

(1) FR BB R DAL BHAEES
LB L

QRBIEST HBER CPH) OHFE. F5X
AR L

) WEEEBHROERRUZOHE
LB L

@) REVDOFEEDOEFERVENL., FELSE
M ER L

Bttt
AR L

S o RR—42—IZB9 515k
MM R L

BNHEICLBBRER
MIRBTTIZY %V ROAFEREENERD -,
[VIL. 10. @& 5] OTESMR

RENDERZEIT HEE
(1) Fline

g (65 L LOBE) ICBITD Y x> ) FOEYEREIT, £SO (BE) LRKT

bof 'V GEAT—4),

@)‘?(@%ﬁk)
LR AN DRARDRE SN BEPREIIDMEL Y bEEz R L, omARIT M
Lto)Z/JI%&Mgﬁﬁﬁﬂ&ﬁbt%®1ﬁ7)77/xi KYEDIE D BHMEL Y D
TR & 7R L7228, I 00 L 00 S0 B 1 ST~ 24 -8 %?iziiﬂt

ZeFneEZ LD Y GMEAT—4),
(3) /NREEH

&0 HRMEER

XD LN
Motz, LINo T, ZHIZBWTHARFRENSENML CH, ERMENBD ONIHEAEZEBE LD

1) YUY U K 10mg/kg ZF RN E L7=/NEEE O Cnax [22WTiE, Vx> U K 600mg 285 L

To RN & DFREPEDR RO bz, AR (E% 1 H~11 %) ORE (kg) HVOFH7 VT
7 U AFIRE L RNT OWIERIINE L 225 ZERHSNE RS TND P GNEAT —4),

2) M= EEREAS T 2 M T L7/ NREE T Y > U REE K OS5 5-1% O ZE B RE 2 A0 FL s &

fEREE R ) 2 ) RIREII AT YR RE L AREICHEINCEIE LW IUIHERF Len 2
LR EN TV B, IS ERE &N 2 ftif T L 7=/ NR R (841, 0. 2~1175%) 12V %> U K 10mg/kg
Z 8 WEH T I AR ERE Lo & & EFEIREBRICH T M= U 2 Y RREE D Cmax K&
U%m<¥ﬁ@&$%ﬁ)ﬁ%ﬂ%ﬂ5“uﬂm(IWNQMﬂym)&UL%MQm(QM
~4.62ug/ml) TH-o7=Y GEAT—%),
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11.

Z Dt

A LR
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Z&e EALOIESF) (CEYSHIER

ZERNBEFDER

==
=

—_

AHOMERDREBRZERN CT=. 15 M6k - RICEET ST 1. 18 EXLEANIE] OIE
ERZED L, BEFERICEDHD &,

BEANELZNDEH

225 (ROBHBICEFRELGEWIE)
AN D BT TR BUE DBEFEIE D & % /B3

MAEXIFRICEIET X & TDEH
(V. 2 SRE TR BE S 5 e E ) BT L,

FZEZRUHE=ICEEYT 55 L ZTNDER
(V.4 AEXOHEICBEET IEE] 2285528,

BELGEANIE L ZNDER

8. EELREARNEER

8.1 RAIDFEHICHT= > Tk, MEEORRELS 72D, ROZ LITERTDHZ L,
 JEYYE ORI Ty 7 itk L B A B O R U Z OfREO L L THREEITH 2 &,

- BEE AR, RRYSERAL, EAERE, B OMEREAZEE L, MR ARF Ok G 3
WEEDHTE L, IR OTEH LB e o/ NRORI O IZE Ed D Z b,

8.2 BREMH NS LOND Z ENHLHOT, MEmREZ EHI (F 1 EE2 B ICE T &,
[9.1.1, 11.1.1 &H]

8.3 T ¥ F—Y AEDRBMET v F—=v AR HELNDEZ ENRHLHOT, R, EHOHER
DIV LD SN EAICIE, ELICEMOZHEZ%1T 5L )8F 2 o8+ 52 L,
[11.1.2 ]

8.4 IKF NV UAMIERHHbNDZ ENHA2DT, EHMMICmMEST MY U AMEORIEEZITH =
Lo [11.1.7 8]

8.5 FAUICHEEN, N, AMEREEZ. KR - MR 2 0L O ME TRl &2 TER & T2 mELR KB
T, WHBIMRAEIZ L 0 BRSO A 25 BIEERIGR RO b D 2 Enb 5, FBIERE
HlzEg b2k L X BmE ., (REAMESICHY . FRmimE L O EHRE TIET
BARBERDZENDHD, LB TRAZRGT 2855120%, £5BFICR L, HEP T
5% 2~3 B E CICER. R THRID LbN-HEAe, EHIZEMOBMT L 2FEET
HZE, [11.1.8 &)

8.6 AAlZ 28 HAHA THE LIzA, TIMREENRH LN Z ENH Y | TITH I ERICHE
TT5HEMENH O TR EZ+DIITH> 2 &, T2, SNKT, REY., Z6H, XA
DX BRBARIERDID S -5E, BELICEMICEKT 2 L) ICBELRETH &, [7.1,
11. 1. 3 ]

8.7 P DML, FRREEZ LR OB FI B A A2 (R T 2 FTREMEN & 5 O T, IRF I BN
FHLIZGEITE, BORLELITH 2 L,
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6. BENERZHI HEEHICHT IR

() EHE - BEEZFOHLHESE

9.1 &HHE - BEEZEOHIEE
9.1.1 #¥5acEmM. BlERFEDE. ALBKEDE. 0/MMRBDMEEDOBEINFHA AR S TL
EE. BHINFERZE T 2EXEOHANDELEE,. BREEDO-ORIICHE Y ihDR
BEZAFOBRESAICIREIATLVE, HHNE, FFEHALTHRESIWLIEE, 14 BER
ATARFZEZHRESNLSAEEDOHDEE
MEREMICEET S 2 &, &, AfmERBE, LB E, /MRS ESE O 5 Fim ]
OEFCIEALA D BT A IR, AR OG- IEEOMEY) @& 2175 2 &, [8.2, 11. 1.1
2]
9.1.2 {AE 40kg REDBEE
M OFHBE N & L R B HEEBBO BN TNW 5,

(2) BHREIEE R

€
i (D

9.2 BEaElEERE

9.2 1 EENEREEZTOHLIESE

/MR EDRBBBEE N @ < b BENNH S, [11.1.1, 16.1. 3 & ]
9.2.2 MiKRBHESE

(1) MEBEHHRICY 2V RE&ETLZEREE LY, [13.1, 16.1.3 2]
(2) M/RBME DRBBEE N E L b BT d 5, [11.1.1 5]

I O

Q) FFeElEE RS
9.3 FrikRElEE RS
9.3.1 WEENIEEDHHEREEDHDEE

M/ E DR E NG L RHBENR"H D, [11.1.1 58]

D EEReZ=A T 5F
FRE STV R

(5) 1T47

9.5 1¥47
10 SR L W B ATREE D & 2 & MEICiE. 1B EORF NGRS BB 5 &l S b
LBEILORFZETH L,

(6) #&Z3L1%
9.6 2R
R EOA MR ORARBOARIEZBE L. RAOMESUTTIEZHEd 5 2 &, BmE

B (7w ) THHPIIBIT T Z LN TNS,

(DR

9.7 /MR

BEMWEE 12T 22 2EBETL L, A% 7T HEETORE ((ER 34 BAR)
FAERICBNTZ U 7 I AMEVMEZR R L. 7T HALKICZ U T T v A2 RS8N+ 5 & o
WENH D, [16.1.7 ]
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7.

(8) B E
REI LTV

HREFHA

M RZEREFNDER
BIE STV

QHRFELZEDEH

10.2 ftAEE

(fHRICEEYT S L)

AN

B AEAR - HIE T 1

BFE - fEpRIA T

7 UBbEERE (MAO)
[Eke=Sil
v LX) ENRE

W S AR AN AR L e 57258
HOPONDLIBTNNRD D,

AFNTIERINA, Al EA) MAO
IHEEHZHT 5,

7 RLF U AEBHE
NPV Y 731}
7RI
TJx=)L7uaxX)— )7
I UERE S A EEGLE

MmEEF, BENRHLONDZ END
HDT, BEDIREBEZBLELRNPD,
I DDA DORE AT 578 L
MECEETSZ L,

AFNTIERINA, A6 MAO
IHEEHZHT 5,

Tr b= AREIE

T k= YRR OB OYER (55

AFNTIEEEIRE, AT MAO

Cpae OV AUC 232 10230 21% 12 T8 32%1K
T L7,

IREE Y F 7 I B, A%, [EEAZR, IRER, WA, [BREEREET 5,
o b= AT RUF IR, @852 Abhbobhvsenn
UUFRYVALAEEADLOT, FDICEETLIZE, Zh

(SNRI) D OEESIER DN RO b5 AT
BREEo =B IR AHEOFHEOW S H DV IEWT
IAZBHEEAI (SSRI) N—FOE G Z R IEd 57 Lt e

N 74 R IEHA WiEAITH 2 &, 7ok, Bu h=1F

L- U 7~ 7 7 &G R EEEO SR TGP ks k)

7l BERUER DR H 5N D ENHDHDT

kT~ F— ViR HEETDHZ L,

TR =)

A AR

TV
V77 oevyw U7 7 ey EOPFHIZE Y AREIO| AT

FITIVELELSEAT DK
X7

F— 2

B—

RO A %D

MmE LR, BiERHLbNDZENRH
LT, KEEERIZIX, FTIU0F
HEOEWREYOBEER (1 &H
7-0FF 3 100mg LA F) AWET S

52 &,

AFNTFERE), w1 MAO
EEHZHY 5,

a: FIIEEE: F—X;0~5. 3mg/10g, B —/L; 1. lmg/100mL, #R7 A > ; 0~2. 5mg/100mL
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Bl{EH

1. &8lEFA
ROBWERRHHOND ZENHDHDT, BEELTHIATV, REDPED LN EGEILITRS
ZHIEd 57 EEU R EZAT O Z L,

(D EXLEIMER & DHER

1.1 EXLEIER
11.1.1 B5aH

BhHHIRIC K> TEIE L D 2810 (4.8%) « HMERB/AE (1.9%) « PLIMERISDAE (0. 8%) + i/
BOBAE (11.9%) O EHMH NS LoD ZENH D, B, AFIOEKRRBRIZKENT, 14
H % 2 TR % B 5 U= 5A 2 i/ B E O F8 BUBEE 23 & < 72 AR O HiL T 5,

[8.2. 9.1.1, 9.2.1, 9.2.2, 9.3.1&MH]
11.1.2 REET7 L F—2 X (0. 2%)

FLEET ¥ R—v 2EDORBNET ¥ R—v 2R H5bND Z 08B 5, EA. EHORER A D
WLHOEONEEARERNRHOT & F— 2% L < & i B RFERIE R % ORER R & & bh
AR, BEETIET A2 R 0@E AT Z &, [8.3 5]
11.1.3 fReEE (A

(8.6 &H]
.14 avy BWEAY), 7HI245F2— (BHEARH)
11.1.5 ME MM (0.1%)
11.1.6 EFX£ (0.3%)

LT F=vER BIN EAESEZEBRERNHLDONDLZ ENRH D,
11.1.7 B+ YD LI (0.9%)

EARREE, A, R, BRARIREZE KT N T AMERS LN Z ERH D, (8.4 &
il
11.1.8 AEMXEX (BER)

JEJ. MEEIO FHND bbb B ITEbICR G2 I+ 570, WORAELEZITY 2 &,

(8.5 /]
11.1.9 FFHEEREE (BEARE)

AST, ALT, LDH, Al-P, y-GTP %D L5 Z1F 5 HHEREEENH bbb 2 &b 5,
11.1.10 #EWARERE (BFE A

AT, B, K EH., MR ORF I Aoy ERHERS bR -EAIcE, &5 %%
L, HWURAEZITO 2 &, o, BBIRAEIC L 2 2B REEOREICIEET D Z &,

(2) ZDHDEIER

11.2 Z0inEIEA

e BE N\ 1%LL E 0. 1~1%ATis 0. 1% 158 A
i T IR BREE NE M/RRIAE i A W ER s E . SREE
BRHE HIE

Uox—EBEM, 7 ICKEm, Bk PRE, KL T ALE,
Z—BHm, K7 o RN

it s —/VIE ., & g

PR - A EH Y A, (%
B U T AME, &R
P L JiE
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FFEIPE D F U JAE . ERRIHIS, PRI RREETE . — RPN e
. RE, BHHEZO|MABIE, BlHEstED EV, K
7o &, IR, RSB, SERRE. RHREE.
B K&, ZSEE, LR
T, IROREE, 5 RH
R 25 ML S . B, Ho
fEE, DRETC, BRI
EMEISMGEE, QT B, SR, AR,
h B mImE, B, B, SRR
FePERR RS
P ) A 3 ffige, MiiZKME, S|W%EHk, Wng, WEEAAK ., [UE
e fitg %K. REXK, Mk, S
ik
T HO, M, BACR|EIBHIm, M. (IEEEm . DER. DK,
IR, BIEE - BIGR |BREMA Lo 2 | OFEPTEE. DN B BHE,
ER|rs M8, HREyEREE, Tk, TG, H
D, BRI, R,
WHALARE, i, A LT
JFHSRERR 2| B U L B I fiE . AST LDH #8/m, FF&
FFF-fi il S N, ALT #8500, v
~GTP #40, ALP BN
2 K A BN R NITRZ SN N
HIBLME B R B B
7 %, W, fLBE, RSB,
R R Ye, BEREMER 2%,
RIS A, %95, KE
FK, WO %
i - B 5
S 0 PEPRIREE, BEIR, |, MR, YRR,
WG - LA 557 R PR R
HER AR ML BRI E , |BRYRE . 50, 8| M5 SRR P v e, Ve
M., I, BRI B DFE, |7 LR —R,
B, MR AR M ERHBOE | TR, B -HCG|ME G, HETJE, 957, i
m HE N FEORIT, RGIEERLME. R,
B Y SRR/ A
— T VIR, YRS/ M
ot BT T N DR, TE
R/ M T — T K
. ERE/ ME T —T v
ER RIS/ A tER R . T
WS/ LA T — T VR I
I

=

REI LTV

9. BRRBRERRICKITTHE
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10.

11.

12.

BERS

13. BEXRS

13.1 @

AFN OB EF G N DN EA T, LEIDS UARERKASBEEE R S8 5 XEpREEZITHI Z L
WEE LU, mm@ﬁfi)Z/)b®%$ﬁﬁ%# b, [9.2.2, 16.1.3 ]

EHELEDZE

4. FHLEDEE

14.1 ERXRFBHOFE

HP@%@%%&HP/~F#Eﬁ@ﬁbf%ﬁ?éi?%%?é &, PTP o — F DRAEKIC
BB AN BB R A~ A LU, I3 LB 2 LT%%M%%ﬁE%@Q%F%H%

Té;kﬂ%éo

ZDMDEE

(M ERERFERAICED < 1HER
BIE STV

(2) JeERERERBRICE D < 1EHR

15.2 JEBGEREKER(CE D 1%k

15.2.1 A4 XIZBT 5 1 » ARER D &GRSR (0, 20, 40 X ¥ 80mg/kg/ H : AUC D LLEZ T,
b FORAFG K OFIRNE G281 2IRBEOZNEH 0.4 (FLLER 0.8 5L E) 12BN
T, XEREZ B AR GREOREIC AN IR, BELOWEE EEROBEF RS RS ST DE R, 1 X
(BT DD R AE G- TR CIT AT LITEE O ST auy,

15.2.2 7 v MZIT 5% () Mahs - AFHEE O AL F5 1T D A5l (0, 2. 5, 15 K& TN 50mg/kg/
H) I2BWT, &R (AUC DT, B FORABEROFHIRNELICH T 2BREEOZFN
FIO0.T 5RO 1.3 fHICHY) IR HEIREORER FAME SN TWD, T v Mokt
LG ER (100mg/kg/ B, 22~35 Hifp) TiX, fFEBEOM T LU DO IREZELA,
wﬁh%T@m&Em&bf B LTz, ZDLEXOBEERIT, 3 » Al~11 mo/hNNEERE 4+
EAN) TEROHHNDACDE.9ETH-T-,

15.2.3 éhiiﬁﬁi7,/}* B o EHRSRR (7~36 A#EC 50mg/kg/fﬂ 37~55 H#IZ 100mg/kg/
H) TiX, RREOREKTNRD SN, 0L EOBRERIT. 3 » Hlii~11 mo/NEEE
(%IA)T @6%6Mﬁ@51PT%oto

5&0@%%&5 Té%ﬁaw%h%mo7hﬁo13ﬁ ZFIY) 2B\, £k 1~4 H

B3 HEROEFRNET L,
15253y%t£ﬁ5ﬁ@$%%@@ﬁ%(050&meymﬁi9Lﬁ&5) BT, &
FERE (AUC OB T, & FORAOERG K OFIRNE 51250 2 3% @%h%nz1m&o
4.0 fFICHY) CTHES 4BEBEOT A NAT 0 MBI R LM, BIE 12 BEOT A R A
T MEICELIZA LN TV RN EHRE IR TWD, BT v MBI Do ERERER CIX
T A RAT B AEORFATRD BTN,
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JERRPREABR B9 4 1EH

I ER

(1) AR
VI S FEEICBE T 2T | OHEZM

(2) B EEHER
BRI L

(3) E D> FEEHER
REERR L

B4R

(1) BEx 5 EHHER
U REE600mg [BAVE] # U RV U RE LT 100mg/ke (BRICIHIT A 1 HES5ED 10 f2I260Y)
OHETHENET v MCHEBEIRRO#EG L, —BREBIZE., (KRENE K OFIRZIT o 7RG8R, R K
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SKEOFAcES | 8 USE IN SPECIFIC POPULATIONS
(202446 H) 8.1 Pregnancy

Risk Summary

Available data from published and postmarketing case reports with linezolid use
in pregnant women have not identified a drug—associated risk of major birth
defects, miscarriage, or adverse maternal or fetal outcomes. When administered
during organogenesis, linezolid did not cause malformations in mice, rats, or
rabbits at maternal exposure levels approximately 6.5 times (mice), equivalent
to (rats), or 0.06 times (rabbits) the clinical therapeutic exposure, based on
AUCs. However, embryo—fetal lethality was observed in mice at 6.5 times the
estimated human exposure. When female rats were dosed during organogenesis through
lactation, postnatal survival of pups was decreased at doses approximately
equivalent to the estimated human exposure based on AUCs.

The background risk of major birth defects and miscarriage for the indicated
populations is unknown. All pregnancies have a background risk of birth defect

loss, or other adverse outcomes. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2-4% and 15-20%, respectively

Data

Animal Data

In mice, embryo—fetal toxicities wereobserved only at doses that caused maternal
toxicity (clinical signs and reduced body weight gain). An oraldose of 450
mg/kg/day given fromGestationDay (GD) 6-16 (6. 5timesthe estimated human exposure
based on AUCs) correlated with increased postimplantational embryo death,
including total litter loss, decreased fetal body weights, and an increased
incidence of costal cartilage fusion. Neither maternal nor embryo—fetal
toxicities were observed at doses up to 150 mg/kg/day. Fetal malformations were
not observed.

In rats, fetal toxicity was observed at 15 and 50 mg/kg/day administered orally
from GD 6-17 (exposures 0.22 times to approximately equivalent to the estimated
human exposure, respectively, based on AUCs). The effects consisted of decreased
fetal body weights and reduced ossification of sternebrae, a finding often seen
in association with decreased fetal body weights. Fetal malformations were not
observed. Maternal toxicity, in the form of reduced body weight gain, was seen
at 50 mg/kg/day
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In rabbits, reduced fetal body weight occurred only in the presence of maternal
toxicity (clinical signs, reduced body weight gain and food consumption) when
administered at an oraldose of 15 mg/kg/day given from GD 6-20 (0.06 times the
estimated human exposure based on AUCs). Fetal malformations were not observed.
When female rats were treated with 50 mg/kg/day (approximately equivalent to the
estimated human exposure based on AUCs) of linezolid during pregnancy and
lactation (GD 6 through Lactation Day 20), survival of pups was decreased on
postnatal days 1 to 4. Male and female pups permitted to mature to reproductive
age, when mated, showed an increase in preimplantation loss.

8.2 Lactation

Risk Summary

Linezolid is present in breast milk. Based on data from available published case
reports, the daily dose of linezolid that the infant would receive from breastmilk
would be approximately 6% to 9%of the recommended therapeutic infant dose (10 mg/kg
every 8 hours). There is no information on the effects of linezolid on the breastfed
infant; however, diarrhea and vomiting were the most common adverse reactions
reported in clinical trials in infants receiving linezolid therapeutically. There
is no information on the effects of linezolid on milk production. The developmental
and health benefits of breastfeeding should be considered along with the mother’ s
clinical need for linezolid and any potential adverse effects on the breastfed
child from linezolid or from the underlying maternal condition.

Clinical Considerations
Advise lactating women to monitor a breastfed infant for diarrhea and vomiting.

8.3 Females and Males of Reproductive Potential

Infertility

Males

Based on findings from studies in rats, ZYVOX may reversibly impair fertility in
male patients.

%1 : https://www. accessdata. fda. gov/drugsatfda_docs/label/2024/021130s046, 0211315044, 021132s0461b1. pdf
(20244F9 A6 AT 7 & R)

HH SR
(An Australian categorisation of risk of drug use in pregnancy)

%2 : https://www. tga. gov. au/products/medicines/find-information-about-medicine/prescribing-medicines-pregnancy-database

(20249 H 6 AT 7 R)

2 FOME
A=A FZ U T D5FE (An Australian categorisation of risk of drug use in pregnancy)

B3 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing
age, without an increase in the frequency of malformation or other direct or indirect harmful
effects on the human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance
of which is considered uncertain in humans.
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H FLEN A
SKEOUSSGEES | 2 DOSAGE AND ADMINISTRATION
(202446 H) Dosage Guidelines for ZYVOX

Dosage Route, and Frequency of Recommended
Administration Duration of
Infection* Pediatric Patients Adults and Treatment
Birth through 11 Adolescents (12 (consecutive
years of Age) Years and Older) days)
Nosocomial pneumonia
C22$;2;§27a222133?n 10 mg/kg intra 600 mg intra
Sonourren% bacterem?a venously or oral? venously or oral? 10 to 14
Complicated skin and skin] = cVery 8 hours every 12 hours
structure infections
2%?2221222;2e§222?2; 10 mg/kg intra 600 mg intravenously
infections, including venously or oral? or oral* every 12 14 to 28
concurrent bacteremia every 8 hours hours
Uncomplicated skin and less than 5 yrs: 10 . i
skin structure infections|mg/kg oral® every 8 Adults: 400 mg oral
every 12 hours
hours . 10 to 14
. Adolescents: 600 mg
5-11 yrs:10 mg/kg i
1 oral*® every 12 hours
oral* every 12 hours

* Due to the designated pathogens

T Neonates less than 7 days: Most pre-term neonates less than 7 days of age
(gestational age less than 34 weeks) have lower systemic linezolid clearance values
and larger AUC values than many full-term neonates and older infants. These neonates
should be initiated with a dosing regimen of 10 mg/kg every 12 hours. Consideration
may be given to the use of 10 mg/kg every 8 hours regimen in neonates with a
sub—-optimal clinical response. All neonatal patients should receive 10 mg/kg every
8 hours by 7 days of life

I Oral dosing using either ZYVOX Tablets or ZYVOX for Oral Suspension.

8.4 Pediatric Use

The safety and effectiveness of ZYVOX for the treatment of pediatric patients with
the following infections are supported by evidence from adequate and well—-controlled
studies in adults, pharmacokinetic data in pediatric patients, and additional data
from a comparator—controlled study of Gram—positive infections in pediatric patients
ranging in age from birth through 11 years:
- nosocomial pneumonia
- complicated skin and skin structure infections
- community-acquired pneumonia (also supported by evidence from an uncontrolled
study in patients ranging in age from 8 months through 12 years)
- vancomycin-resistant Enterococcus faecium infections
The safety and effectiveness of ZYVOX for the treatment of pediatric patients with
the following infection have been established in a comparator—controlled study in
pediatric patients ranging in age from 5 through 17 years :
- uncomplicated skin and skin structure infections caused by Staphylococcus aureus
(methicillinsusceptible strains only) or Streptococcus pyogenes
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Pharmacokinetic information generated in pediatric patients with
ventriculoperitoneal shunts showed variable cerebrospinal fluid (CSF) linezolid
concentrations following single and multiple dosing of linezolid; therapeutic
concentrations were not consistently achieved or maintained in the CSF. Therefore
the use of linezolid for the empiric treatment of pediatric patients with central
nervous system infections is not recommended.

The pharmacokinetics of linezolid have been evaluated in pediatric patients from birth
to 17 years of age. In general, weight—based clearance of linezolid gradually decreases
with increasing age of pediatric patients. However, in preterm (gestational age < 34
weeks) neonates < 7 days of age, linezolid clearance is often lower than in full-term
neonates < 7 days of age. Consequently, preterm neonates < 7 days of age may need an
alternative linezolid dosing regimen of 10 mg/kg every 12 hours.

In limited clinical experience, 5 out of 6 (83%) pediatric patients with infections
due to Gram—positive pathogens with minimum inhibitory concentrations (MICs) of 4
mcg/mL treated with ZYVOX had clinical cures. However, pediatric patients exhibit
wider variability in linezolid clearance and systemic exposure (AUC) compared with
adults. Inpediatric patients with a sub—optimal clinical response, particularly those
with pathogens with MIC of 4 mcg/mL, lower systemic exposure, site and severity of
infection, and the underlying medical condition should be considered when assessing

clinical response

%1 : https://www. accessdata. fda. gov/drugsatfda_docs/label/2024/021130s046, 0211315044, 021132s0461b1. pdf

(20249 H 6 AT 7 R)
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