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GERGIE
BIERREAE

[IRICEET HFEE

-~
2. #8

EX
5. %8k - HRICEHET HEE

5.1 AFOMMICH o> TiE, MEEOFRELY <72, FAIE U THOBTETE R CAFN S
T oM (M) 2l 252 &, [18.2.2 &)

3. RERUAE

(M RERVHEDESR
WE . RAKR 12 L EO/NRICiZ Y 2 ) RELT1 H 1200mg & 2 [2431F, 118 600mg %
LRI EICROKET 5,
WHEL, 12 AR O/NRIZIZY 2 RE LT IE 10mg/kg & 8 FFfH] Z & IR NG5, 7ok,
1 E#EEE LT 600mg ZH 722 &,

(2) BERUVAEDRTERRE - 1R

4. AERUVREICEHEYT HEE

1. FB% - BEICEET 58

11 sEEHE, BOBEEOODBEZESOWThoR5HECBNTH, 28 BZEB2 850
MR OE NI S TR, LR - T, FAlE L TAKIOBS1E 28 HEBZ 20
ZEMEE LW, [8.6 BR]

1.2 ﬂxﬁﬂiﬁimﬁﬁti XL TCORPEEEEZAT D, LN Tr 7 ABRMESE 2GRS
B L2l s BE . ITRARGER b 25613 22 A 2 0 L CIREEZITH 2 &,

1.3 EHHFIMN S ﬁﬁll«a)tﬂ Ugz
HHRFIAS U 2V U ROBEABEL-BREFICB N T, ROBSRHEETH S L EAHIE LT

Aid. RICHAROEFNCYIV 252 LN TE D,

5. BRERALIE

(WEBET—2 /8Ny 45—
BARWAAR



(2) R PR IR
BT L

Q) AERGERHER
AR L

(4) REEROHER
1) AR
DR L

2) REWHB
LRk L

(5) B - HHEBIHER
AR L

(6) SR AafE F
1) ERARERE (—RERRERE. HFEEARGRAE. FRARELKRRARE) . RERTRT
—AR—RAE. HERTRERAEBROAR
R L

2) ARRFHELTERTFEDARXIEIER LI-RAE - ABOHE
Y LR

(7) ZDith
BARWAAR
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EhEEIR(ZRE9 BHIEH

\

EIPCEEHSIEEMITIEEMEEY

FXV VT URGUEWE TV R VBB AT L

MRSA WA/ T DA Nva~A VB, T4 a7 7=, TARD U UREEE,
BT~ TV RY VBB AT )L

HEE  BEOH LAY DRIEE - IRZFIL, BHORMN LELZZRTH L,

EEFH

(1) YERERGL - 1R MR
UV U RITME Y R Y — L Efia L. FROERED 708 BAGEASIRDIER Z 15 ME O E A& Rl
EHET D, —H. RV Y —LDMEDHDWIETTF NG OABITAEE T, EREF ek
PIEsE L 2725 Y,

(2) ExhEE 4T 1T S ERAE
1) HiEh
VARV U RIFAF Y Vit 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 AIKT DY XYY RO MCEIE, EH5HH 2ug/ml(Clinical and
Laboratory Standards Institute (CLSI) ODIEHELICHET A TY) Tho71= Y,

x AFVYUMMEERT FOBRE 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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X NvavasiomEI>TFOavAR - Tz (VRE) (T3 BB D

B Nrava Ut TO0avyhRX - 7oL (VRE) [2EH1F4 MIC 18RS

M1 RBREA U ) R RHER 600mg THHR)

M2 EYERLA - A ARy 7 ZAPTESHK 600mg

2) ISR JT 1R K OV E H1E
Ny A=A U U TPERGERE K O MRSA @ 5 HAAIRMER &9 5 BRoaiRik - HIELEEEL, CLST @
FEUEAICHES D »Y,

£ UrVY FOBRBHHERE

Drug MIC range MIC,, MICqy,
Test formulation™! 1-2 2 2
Standard formulation™? 1-2 2 2
Vancomycin 32->128 >128 >128
(1 g/mL)
~ 128
£
S 64
EY)
- 16
o
.; 8
©
= 4
g
5 2 14
o«
T 1 1
3
S 0.5
©
20,25
B 0.12
&)
= 0.06
e} [aN] Lo Lo — [aN] <t [ee] © [N <t [ee]
[e) — [aN] . — [ap] Ne) [aN]
S s s © —
MIC of Test formulation™ (u g/mL)

s M L e
5 R FRIEC L DI/ N B RRIE R E T 4 A PERIEIC X D BHIE AR
P L
(p g/mL) (mm)
S 1 R S 1 R
Enterococcus spp. =2 4 =8 = 21-22 =20
Staphylococcus spp. =4 - =8 =21 - =20

SRk ME, T AR, R O
IRBNCRAED A F VU UtPEHE T K7 ERE (MRSA) L O TARANCEED N a< A
UMt Tuay h A s 72 Uh] ThhH,

1) AFH TS E R

3) Mt

Vx>V Reged 40 0 REBOEMKFFIIM 7 7 AR L 135805 2 b,
fih 7 7 ZAHUEFEMMET Y 2V FIZAZZEMMEEZ R S 7220,

() 1ERRIRMFRT - FrithFa

AR 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 &)

U2 U REE600mg [FAIE) & ARy 7 AEE600mg 2, 7/ B AF—"—IZZ LV ZnF 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 eSO MmEEF Y RV ) FREHE
= 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

_13_



BYLRERIN/INT A—4

(1) A 753
AR L

(2) WUIEE TE L
M E R L

Q) HKREEH

YUY KEE600mg MAAR] 2 188 (Vx> U K& LT600mg) HARANBERERAY 20 £ I|(2HifH
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 — BRIPS BB
AR L

(2) % —FEAEREFT BB
M ER L

Q) EiA~DBITH
HREERR L
<BE>EMER (T v 1) THLHPICBITT S Z L08R TW D,
[VIL 6. (6) % 3Lim] DIEZM

(4) BERA~DIBATHE
LB L
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10.

(5) T DDA~ DBITHE
DR L

(6) MIRELMHEEE
AR L

e

(1) FR BB R DAL BHAEES
LB L

() RBIZEEST 2BEE (CIP %) OHTFHE. B5%
MR L

) WEEEBHROERRUZOHE
LB L

@) REVDOFEEDOEFERVENL., FELSE
M ER L

HE it

FOLEE R L

S o RR—42—IZB9 515k
MM R L
BHEICLBIBER

MEBHT TIZY %Y ROZR RN S,
[VIL. 10. @& 5] OTESMR

RENDERZEIT HEE
(1) i

g (65 UL EOBE) ICBIT LY RV U ROIEYEEIL, TS oAN (BF) LFRKRT

bofe 'V GHEAT—4),
(2) Mz (fERRA)

VBT LY x>V U FOMBETREIZELY bEEa2 R L, SAERIESEL Y bIEEEZRL
7o YUY U F%& 600mg HEREOHKEG LIcBOYE 7 VT T A3 E0iE 5 R EMEL Y D30
(AR 227 L7228, S0 LT O RIE B EBOUT RIS B2 Z2=I358 0 b eiro 7,
L72hio T ZPEICB W TR RES ML TH, AAEMEPRBO SN L#HEZ B 5 2 L3y

LEZBND Y GMNEAT—H),
(3) /MR

1) UV K 10mg/kg ZFIRNZ G- L72/NEEFE O Cnax (IZOWTIE, VRV U R 600mg Z&%5 L
TN & OFERPERE D Bz, /R (B% 1 H~11 %) OFRE (kg) HZOOFE I VT
T UAFREL ADTOMKEINEL 2D EBHLNE RS TND P HEANT —4),

2) MM REIEAEREIN 2 fE1T L 72/ NI U 1 U RELR] K OV A8 $ 5% O I EhREF RO B 5 |
UFRER T Y 2> Y RBEII AT Y X RRE L AONREICHIZTEE LW UTHERF L7220 2
EMIREN TV D, I MRS 2 it T U 7=/ NS (841, 0. 2~11 7#%) (12U = U K 10mg/kg
Z 8 WEH & LT KEARERE Lz & & ERIRERICE T A= U 2V U REEO Cmax K&
O Cmin CEWME K O 1ZFHF5.84 1 g/ml (1.82~9.34 4 g/mL) OV 1.94 4 g/mL (0. 34

~4.62ug/ml) Tho=® WEANTF—H).
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11.

Z Dt

A LR
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T2t ERLDIESF) CHYSIEHR

=L

BLEDER

D
m 3

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

BEZRNBEZTNDER

.23 (,ko)%%( [FE5ELHELNI &)
BB O RSk LIBBUE O BEERED & 5 BE

|

MEEX I RICEET HER LT DERA
(V. 2 BRI R BT B TR A BT 5z L,

BERUVHA=ICEAET 5FTEEZTNDER
(V.4 AEXOHAEICBEET IEE] 22885528,

EEGEXRWIEL ZTDER

8. EELERNIEER

8.1 AFNDBMEHIZHT-» T, MHEEORBLEZ T2, ROZEIZEETLHZ &,
- JERYLIE OVRIE 43 72 sk & B A FEOERI XX Z DFFE D L TREZ{THI 2 L
- E IR, YA, EAEE, BEOIERELBE L, W R I \$ﬁ®ﬂm&5ﬁ
%%#ﬂmb\rr@%EL%E&%m@@%%@&EK&5@5:&
BHIAHA S oML Z E0NH LD T, MikREZEHR G811 EAZHQL) [2FEmET 52 L,
[9.1.1, 11.1.1 ]

8.3 T v K— yx“@ﬁﬁ@YyP VANDHHLOLNDZERNHHOT, EK, TRHORER
DD LD b EAICIE., EBLICEMOZKZ2% 05X >BEL2ZoETLZ &,
[11.1.2 ]

8.4 KT N UAMIERNHHONDZ ENHDHOT, EMANZMIET MY 7 AMEOHEEITH =
L, [11.1.7 =]

8.5 FAUICHEN, MR, HMEKIEZL ., KLUk - ME(E 2 0 5 WUE THZ2 IR & 3 2 EE R KGR
T, WHBIMRAEIZ L 0 BIREEE O A 25 BIEE KGR RO b 2 Enb 5, BIERE
W H AR L2 VS EMRE SR, (IREAMES ISR Y . FRCEimE K O EHEE TIET
BARBERDZENDHD, LD TRAIZEG T 256120%, &5BFICR L, HHEP T
B 5% 2~3 WM & T2, MR TS Hbhniza, BEHICEMGBEMT D LI EET
5z b, [11.1.8 BH]

8.6 AHAl% 28 HAMA THRE LIZHE., SIMRESENHODOND ZENH Y . HITH ekt
(BRI @#%5@Tﬁ”%+ ATH T L, Fe BUMET. REE, B, HEFXE
DESBRARIERD S b ONTEE, ELICEMICERT L L) IC8EEEETL52 L, [T.1,

1LL3§%]
PUE SR O T, FERZ M E OBREIHEFE 2 (23 5 pgetER H 2 O T, BRI EERGE N
%ﬁbt AlTiE, BWEZREAITY Z &
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6. BENDERZHI HPEEHICHT HER

() EHE - BEEZFDOHLHESE

)
9.1 &HHE - BEEZEOHIEE
9.1.1 #¥5a1cAmM. BlERFEADE. ALBKEADE. 0/MMRBDMEEDOBEINFHA ARSI TL
EE. BHINFERZE T 2EXEOHANDELEE,. BREEDO-ORIICHE Y DR
BEZAFOBRESAICIREIATLVE, HH0NE, FFEHALTHRESIWLIEE, 14 BER
ATARFNEZHRESNLSAEEDOHDEE
MEREMICEET S 2 &, &, AfmERBCE, LmERBDE, /MRS ESE O 5 Fim ]
OEFCHEALA D BT A IR, AR OG- IEEOEY) /2 0@E %2175 2 L, [8.2, 11. 1.1
2]
9.1.2 {AE 40kg REDBEE
M OFHBE N & L R B HEENPBO BN TN 5,

(2) BEkpelEERE

9.2 BHEEIEERE
9.2.1 EEDEHAERE
1L/ IR S D FE B
9.2.2 MikBHESE
() MEENZICY X)) RERETHZENEE LY, [13.1, 16.1.3 2]
(2) 1M/ RPBVIEDRBIBE N m < e b BENNH D, [11.1.1 ]

HLBE
R

=340))
BHENGEL 2 BENNH D, [11.1.1, 16.1.3 B]

Q) FHeEEERE

9.3 FFiaefEEEE
9.3.1 EEXIEEDHEEREEDHIES
M/ AE DR E NG L R BEFNRH D, [11.1.1 58]

M EEReZ= AT 5F
FRE STV R0

(5) 4E8%

9.5 1E4m
PRI SUTAEIR LTV D ATREME D & % M2, TeR Lok it Bl % &l sh b
GRZORETH L,

(6) =217

9.6 RELIF
R EOARMER ORARBEOAREZ BE L, RAOMG TP IEZHEd 5 2 &, BimE
B (7 v b)) THIPICBIT T2 2 MO TND,
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7.

(N MR

9.7 MNREF

BERIELZ 12 LT 52 L2 EETL2 L, A% 7T HRBETORE (B 34 AT
HAERICBWNWCZ U T I ANEVMEZ R L. T HHURBICZ VT T A RE I8 3 & o
HENH D, [16.1.7 &0]

(8) Bk E
BIE STV

MEEHR

() BREZEZTDER
REI LTV

QHRAFELZEDEH

10.2 ftAEE

(ftRICEET S L)

AN 5

BEAEAR - FEE Tk

BFF - fEpRIA T

/7 UM bEESR (MAO)
[Eke=Sil
v L XV MR

TSRS AN E P UL b 55 28
bHPREBENNRD B,

AANTIERE, wIHHY MAO
EEHZH T 5,

7 KLU AR
PRV 174
TRy
Jx=)LasxN)—L7y
R R A A R

MmEEF RS LOND Z LD
HDT, BEDREBEZBLELRND,
I DDA DA A ET 570 L
MRISEE T2 2 &,

AFNTFERE), w1 MAO
PEEHZ AT S,

Tr b= AREIE

T k= YRR OB OYER (55

AFNTIEEEIRNE, AT MAO

Cpae LV AUC 232 10220 21% 12 TF 32%1K
T L7,

PRER Y T A B, A%, [EEAZR, IR, WAL, [PEEREET 5,
tr k=2 AT RUF BT, BEE) bbb bdBEinn
UUFRYVALEEADLOT, FDICEETLIZE, Zh

(SNRI) D OFESIER DR O b5 A1
EREE o b= BRI AR EGHEOW S H D W IEWT
IAZBHEEAI (SSRI) N—FOE G Z R IEd 57 Lt e

[N VP S WEZATH Z &, ek, v b=1E

L- U 7 N7 7 a5 a2 e i T G ks kY

bal BERUER DR H 5D ENHDHDT

kT~ R— ViR HEETHZ L&,

A= ey

AR

TV
Vo7rrevy U7 7 oresr ORI L ARAO T AH

FIIvEZSGAT O

ME B, BERHELNDZ ENH

AANFFEERE, r1HHY MAO
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'Y 0T, KFFETIIE, FIIUEIEEREZET D,
F—=X HFEOSWHEYOBREER (1 &H
v—/ 7~-0FF I 100mg LA ) BT &
U A D 5HZ b,

a: FIIVERRE: F—X;0~5 3mg/10g, B —/L ; 1. lmg/100mL, 7R A > ; 0~2. 5mg/100mL

Bl{EH

1. &8lEFA
ROBWERRHHOND ZENHDHDT, BEELTHIATV, REDPED LN HEITITRS
ZHIEd 57 EEU R EZAT O 2 L,

(D EXLEIMER & DHER

1.1 EX%EEIER
11.1.1 B aH

B Lo TEIEL S 2810 (4.8%) - AIMERB/E (1.9%) - JLIMERMEEE (0. 8%) - 1i/)s
WgAME (11.9%) EOBRIMEHNH SDbNDE Z EBnH D, B, KAIOEKKRBRIZBWN T, 14
H %8 2 CTARAZ F 5 U5 A1 il IMROBUE O R BUEE 3 & < 72 DEADBRBDH LN TN 5,

(8.2, 9.1.1, 9.2.1, 9.2.2. 9.3.1 M)
11.1.2 REET7 L F—2 X (0. 2%)

BT ¥ F—Y REORBET & F—= ARHLDONDH Z ERD 5, lRK. EHEOIER Y
WLHHONTEGACRRAEOT v R— 24 L df ERBEBADZDERN S 5 i
AR, BEETIET 572 R E AT Z &, [8.3 5]
11.1.3 R BE (EEAH)

[8.6 =]
.14 2avy HERW)., 774 7F>— (FHERH)
11.1.5 MEM MK (0. 1%)
11.1.6 X2 (0.3%)

J VT F=vES BIN ERAEEZMEIBAENRH LN R D,
11.1.7 &5 b YUy LdufE (0. 9%)

EkbEE . A, R, BRRIRELZ VKT N D AMERH LIRS I ENH D, [8.4 B
]
11.1.8 AEMXREX (BE )

G, BEREIO FTHIND HONEHEAIITEBICESEZTIET 270, WURLELZITHY Z &,

(8.5 /]
11.1.9 FFigaERES (BE AR

AST, ALT, LDH, Al-P, vy -GTP %D EH %5 FEERERH DN DL Z ERH D,

(2) ZD D EI1ER
11.2 ZOthoEIER
FHEA \BH L 1%L | 0. 1~ 1% 0. 1% 8 A< B
i IR BRI N MR IE A I | 4 SR ERIBAE . 285
BRI INIE
UoX—E8hn, 7 I |CK M, ik I RN, AR L S AIILE .
L F—PHhn, K m REHE N
s - ks U U
B Y T AGE, K
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H VT AMIE, &K
i 1fn JiE
FEIED RO EGRTHS. R — il MR
o RHR, %K OAEEO(MBIE, FlEEED F v, &
7R E L IR, KRR RS, SEEE. RIRJE.
Yk N, ZREIE, L)H
T, IROBEFE, AR,
SR AR ML S . B, Ho
PR, BRTEIEAG, RIS
EMEHISME, QT IEE . ANk, IR, i
TE R EE, B, i EIREE, RIS
FRPER RS
I R ffide, MiZKME, S[Zmk, Wik, WHEAZ ., KUE
) E o] K. REIK, MK, &
ik
T HO, M, BACR|EBHm, M. (IEEEm. DER. DK,
IR, BIEK - HIBR B Vo A |DFERNTEE. DFEN EBRHE,
MEE (e N8, HEEY EFREE, FX, FL6, &
DEE, EAOUE, Bk,
LA E, i, A L)
FFHEBERR A | B U L B e, AST LDH #81, fF4&
JH ik il 55 AN, ALT #8500, v
~GTP ¥8n, ALP Hgn
32 K¥E & . BER B IR 2
FIi B2 B 2 B B A
. é\@%\ﬂ%\%%%\
BTG RGs . B PR A
KEOS A, EHFE, K8
TR, I A
iy - EHE s
o 5 PEPRIAEE, SR, |, MR, YEZR WY,
WRE - R L% RIE PR L R
MR AR M BRAE (SR, TR, 8 MR eV I B v
MmN, I, BEE, B OFE, |7 LA =G, et
%, AMERAR M EREE | TR Sy, B -HCGIMERC S, HET)SE, 7. #&
m s FEORIT, RGIEERLME R,
B TR/ T
— T VTRV, S/
G BT T N D IR, TE
FEER /I T T — T VK
. TESTER/ M T —T L
HRERIRSS /AR PR R DS . 1
S/ M T — T VR
I

9. MKRBREHKRIZRIZT
BREI LTV

B2 388
5!?%
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10.

11.

12

BERS

13. BEKRS
13.1 @
KHFN OB ERGNEDONIZB AT, BEITE URERIE A MWAE 2 4 S8 5 LRlEEE21TH =
WEE LV, MIEENT TIZY VY FOAEREENRD bz, [9.2.2, 16.1.3 ]

EALEDZFE

4. BHLEDEE
14.1 ERXRFBHOFE
mP@ EDOFFNIPTP > — F bV L TIRHT 2 X 98T 5 2 &, PTP v — FOFRERIC
L WA AN B ERE AT L, BICIT L2 B L CHERIAA S0 EE RS ﬁr%w%
Té; ERH D,

ZTDMDEE

MEERFERICE D I1EHR
BRE I LTV

(2) FEERREXBRICE D B3R

15.2 JEBRERERBR(ICE D < 1EHR

15.2.1 A XIZBT D 1 » ARIKKER O G3MERER (0, 20, 40 X 80mg/kg/ H : AUC D LL#EZ T,
b FORAFG K OFIRNE G281 2IRBEOZNEH 0.4 (FLL EXRTN 0.8 5L E) 1IcBWn
T, XHEEREE S B G REOREICAINIIR, R OREE RO R A HE S THD 083, 1 X
(BT Do [ G BB Tl AR T B ITRE O BT ey,

15.2.2 T v MZEIT D82 () JREE - AFHE K O AL 81T 5 A FEakEx (0, 2. 5,15 &Y 50mg/kg/
H) 2B\ T, mAHER (AUC O T, B FOREOEE L OFIRNE G2 1T SIREROZ
ZH 0.7 RN 1.3 fFITARY) I EEREORERX FAHE ST\ 5, ST » MaBiT
5 a5 RRBR (100mg/kg/ H, 22~35 A#p) TIiX, FHEBPEOM T &K O+ OIREE(LA,
WIS AR L E L TR O, 20L& DBREREIL, 3 » Hl~11 /NN EE (4
EAN) THOHOHNDAIC D5 9fETH- T,

15.2.3 WhEHET » MZBIT D KAER 5B (T~36 HmIC SOmg/kg/[ﬂ 37~55 HnlZ 100mg/kg/
H) Tik. BBEOBRERTAROON-, Z0LXOBREERIT. 3 » Alii~11 mo/NEEE
EAN) TRDHND AUC D5 1fFTHoT=,

15.2. 4 M7 » b DR ORAIICY %'V K 50mg/kg/ H & E5/E (AUC DT, & F OO #&
5 OB RN G2 381 AIREEDOFIEI 0. T 5RO L 3 f5I0FY) 128\ T, 4% 1~4 H
BT D EAERDAELFRMET Lz,

15.2.5 v MBI A/ AERERERER (0, 50 XN 100mg/kg/ H. 9 #EHEE) I2BWT., &
FERE (AUC DT, & O D &5 K OFFIRN & 5-12 fé%ﬁew%ﬂ%ﬂ21kﬁo
4.0 f5ICHEY) CTRE4BEBOT A NAT a AEIZRD R AN, BHE 12 B OT A N A
T O EICELIZA LN TR EHRE S TWD, BT v MBI Do ERiRERER TIX
T A RAT B AEORFATRD BTN,
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JERRPREABR B9 4 1EH

I ER

(1) AR
VI S FEEICBE T 2T | OHEZM
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SKE T cES | 8 USE IN SPECIFIC POPULATIONS
(2021 #£ 10 A) 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
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at 50 mg/kg/day

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/2021/021130s043, 0211315039, 02113250421b1. pdf

(20234F4 H21 AT 7 & R)

H i ks

F—=R2NZ VT O
(An Australian categorisation of risk of drug use in pregnancy)

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

2 OB

(20234F4 H21 AT 7 & R)

A=A NZ VT O5F (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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2 DOSAGE AND ADMINISTRATION
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%?222i222;2e§22232; 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 h
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

31 : https://www. accessdata. fda. gov/drugsatfda_docs/label/2021/021130s043, 0211315039, 02113250421b1. pdf
(202344 A 21 BT 7 &%)
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