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5. BRERALIE

MERKRT—2/1\yr—2
M LR

(2) B PR EEIRER
AR L



(3) B RIS RFHER
AR L

(4) IREE A B
1) AR
AR L
2) REMEHR
AR L

(5) B - HHEFIHER
AR L

(6) SR AafE F
1) FERARERE (—REARERE. REERMIRRE. GRARELERAZR) . 8ERTET
—AR—RRE. WERFTRERABROAE
U ER R L
2) ARRBEHELELTERTEDARXIIEMR LI-RE - ABROUE
EEER L

(1) ZDith
BA=RSANA



\

EhEEIR(ZRE9 BHIEH

EIPCEEHSIEEMITIEEMEEY

FXV VT URGUEWE TV R VBB AT L

MRSA IZHEZ BT DA Nva~A L UVEBIE, T4 a7 T =0, TGy U,
By, TV R Ui 25 L

HE : EEOH DILEMDOIEE - REF X, BFORMNLELSZHRTH L,

EEER

(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 —LDOMEDHDWIETTF NG OABITAEE T, EREF ek
LR & 5725 9),

(2) ExhEE 4T 1T S ERAE
1) D
UV U RIZAF U UiHEEE T RUEKE (MRSA) KON a~vA v UfitEorTravyd
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) ODIEHEE|IZHES ) Tho7- ",

x AFVYUMMEERT FIBKE MRSA) (X HIAED

MIC range MIC,, MICy,
Test formulation™! 1-2 1 2
Standard formulation®? 1-2 1 2
Vancomycin 1-2 1 1
(1 g/mL)
3 128
£
w64
=
~ 32
16
o
s 8
=
2 4
S
) 412
T 15| 4
3
s 0.5
s
v 0.25
G
© 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)

B AF) UMMEERET RIKE MRSA) 12&(+5 MIC 4HES

X NvavA oI >TFOavAR -7z (VRE) (T3 HEHD

MIC range MIC,, MICqy,
Test formulation™! 1-2 2 2
Standard formulation™? 1-2 2 2
Vancomycin 32->128 >128 >128
(e g/mL)

_10_



128

64

32

14

— DN &~

0.5

0.25

0.12

0. 06

MIC of Standard formulation™ (ug/mL)

o — o <
=

*a%

(=)

o

=)
M

I

Iﬁ012

U U R K 600mg THATR )
FA R v 7 APFEFHE 600mg

X1 RREBREA
X2 REEVERLA

2) JRSZPERRERTT 1R K OV E HE e

Noa<z AL MR ERE & ONMRSA O 5 b ARKIME & B B0 ERE -

PEUERICHES D 5 9,

0 © AN
— ™

N
o

128

Test formulation™' (u g/mL)

/i‘:/:?»f’/‘/ﬂ’ﬁ'l‘iltzv- avhR -7z L (VRE) [2HI1+5 MIC +8ES

EEEIL, CLSI ©

£ UV FORERZMHHIERLE
JESE MR E S e
51 2 = e %
R VB L DR/ NV BRLIERE | 7 ¢ A7 JEHEIC X D FIEF#R
(p g/mL) (mm)
S 1 R S I R
Enterococcus spp. =2 4 =8 = 21-22 =20
Staphylococcus spp. =4 - =8 =21 - =20
S REME, T PRSI, R :OmME
W) AFNOWBWISHFEL, [ARFNEEED X F U Vil 7 K ERE (MRSA) B OV TRANZEMED N
:74yymﬁi/7m:/wx T ULl ThhH,
3) MRSA JEHE T /MTE T DIEEDIE (v R) 10
AF U UAMEE G T KU ERE MRSA) IZX 5~V ARHEEET VBT LY X2V U Rl

TEWR 600mg TEHR] M OW A R v 7 ZA°TEEFHK 600mg DIEFEIRITI FROLBY THH- 7=,

xR AFIYUMEERDT FOBKE (MRSA) BREETILIZHEITSAEMNRE
50% A % H & 95% 15 #HIX [H
UV R A EERR 600mg [H1IR) 3.5 1.6~7.6
%4T/7x¢ﬁw&mmg 8.2 1.8~38
(mg/kg/[A])

4) Tt

UV Y RegieAdxd >y )Y URIEROERETIIM 7 7 AFEE L 1TRRD 2 b,
ftt 7 T AHUEIEMEIL Y 2 U FICAZEMMPEZ R S 720,

(3) YEFARIREFMAE - HiahsrE
YRR L

_11_



EWEREICERT DIEH

I A RE D HER

(1) 7 LA 07 I e
AR L

(2) BRERERER TRERR & M f= i opiR A
LR L

(3) chiEsE:
AR L

4 BE - HHEEOEE
VIL 7. Q) BEHEE L 0l OESHK

EYEERP/NT A —F

OF 2 pp-
MR L

(2) WURE FE L
BARWAAA

(3) MR EEEH
MR L

DO ITIUR
A2V AP

(5) 1A H
AR L

(6) Z Dt
REERR L

B&EH (REaL—ay) @

(1) A 753
AR L

(2) 185 A — S EHER
AR L

IR 4R

AR ANA

kil

AR L

_12_



10.

(1) i — R BAPS BB
LB L

(2) ik — R4 A BAPY BB 1
AR L

) Bt ~OBITHE
AR L
<BESHWIER (7 1) CHIPICBTT 2 LARDHR TS,
VL 6. (6)FEFLIF) DB

) FEHRERA~DFBITH
MBI L

(5) Z DDA~ DT
AR L

(6) MIREOMHEEE
REERR L

(i

(1) AR R U RS
AR L

() RBIZEAST 2BEE (CP %) OHTFHE. BE5%
MR L

(3) HEBBHREOHRRUZOEE
AR L

@) REYVOFEEOEFERVENL., FELESE
M ER L

Bttt
AR L

S o RR—42—IZB9 515k
MM R L

BRHFICLBIBRER
MEBHT TIZY %Y ROZR RN S,
VL 10. @& 5] OESMH

RENDERZEIT HEE

(1) i
EiE (65 UL LOBRE) ITBIT DY %Y Y FORMBEIT, ZThLUSOKA (BF) LRKT
btV GMEAT =),

(@) P75 (HEFEREA)
LHICBT B Y FY Y ROMPTREIEBIEL 0 biEa R L SRARIRHEL D bIEEER L

_13_



2o YUY U % 600mg AR G- L2 O 7 U7 F 0 A, lEDIZ ) BBHEL D b3
WARAE & 7R L7223, SO BT OV B B HOUT R BB B 2IER@ o b vk o 72,
L7 T, ZHEICBWTHIARERRENSHEML TH, ZEENROLNLH8HEEZE XS Z L1320
EEZLND W GEAT—4),
(3) /N i

DYV R 10mg/kg ZERIRNE G- L72/NEEE O Cmax (ZOWTIEL, U3V U K 600mg &5 L
TN & OFERPERFED =, N (% 1 #E~11 ) OFRE (kg) HZVOFH I VT
T U ATIREL VANTOBEIERINEL 2D Z ERHLNLE RS TNDE P HEAT—4),

2) B =B G RGN 2 BEAT L7/ NI Y x> U RHR K OV $6 G- 1% O SN RE ) 1 L B |
JEREE R ) 2 ) RIREII AT Y 2R KRE L AREICHEIZNCEIE LW XUIHERF L an 2
EPRES T WD, MR REERLAEIT 2 1T L7/ DR (8 4511, 0. 2~11 7%) 12U %' U K 10mg/kg
Z 8 WEH Z LI AT ERE Lo & & EFREBRICI T M= U %Y RRED Cmax K&
W Cmin CE¥MMEE O 1ZZE35. 84 ug/ml (1.82~9.34 u g/mL) J TN 1.94 ug/mL (0. 34
~4.62ug/mL) Tho=" HEAT—4),

1. Z0ih

YL

_14_



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 A BT 5 e E ) BTS2 L,

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

BELGEANIE L ZNDER

8. EELRERNEE

8.1 RAIDFEHICHT= > Tk, MEEORRELS 72D, ROZ LITERTDHZ L,

« JEYSRE ORI+ 03 70 50k & R & FEOEERI T2 OFRED H &L TREZ1TH 2 &,
- G HIRE, B, BEAERE, BEOIEREZBE L, WU RIS AR Ok 523
FNHIE L, IR ORI LB e R/ NROBIF OB GIZE EDDHZ L,

8.2 BREMH NS LOND Z ENHLHOT, MEREZ EHI OF 1 [FE2 B L) I[CE T2 &,
[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 UAMIERHHbLNDZ ENHADT, EHMMICmEST MY U AEORIEEZITH
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
B 5% 2~3 AR E CICER. R THRID L bNHE, 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 RHNCELBYavy, 774 7F > —DRELZHEREICTINTE 5 HENRNDOT, IROH
R R
AN OW TR EIT ) 2 b, 2B, PUAEWESICI T LA —BIIsT
ERTHZ L,

FWHICEL T, ST a v 7 BICHT HARBNLED LN D HEHEZ LT 2
- BB SR ERR TR E T, BEELHFORBICHRI-E, +o7RBE8%21T)
GRMGEZIIEERSBET L2 L,

ko
L, FRlC, ®

_15_



8.8 HUEIKDFE T, FERCZ M ORI 2 e 2 [ REMEN B D D T, BRI B RGN
R LA, WEYRMEESITY 2 &,

6. BENERZHI HPEEHICHT IR

() EHHE - BIEEZEDOHLHESE

9.1 &HHE - BEEZEOHIEE
9.1.1 #5RIICEM., BOIEREDE. RMLEFEDE. M/MURMEZDOFHEIMHFHNER I TL
5EE. BHIFERZET2EXEOHANDELEE,. BREEDO-ORIYICHIYiLDR
BEZAFOBRESAICIREIATLVE, HHNE, FFEHALTHRESIWLIEE, 14 BER
ATARIZHBESNDAREEDH D EE
MEREMEICEET S 2 &, &, AfERECE, LB E, /MRS E S O B Fim ]
OEFCEAL B BT A IR, AR OG- HIEEOEY) 2 0@E %2175 2 &, [8.2, 11. 1.1
Z ]
9.1.2 {AE 40kg REDBEE
L OB D3 < 72 DHADRRD SN TN D,

E0OHLEE

/B EDRBBEE N @ < b BENNH S, [11.1.1, 16.1. 3 & ]
9.2.2 MiKBHESE

(1) MEBEHRICY 2V RE&ETLZEREE LY, [13.1, 16.1.3 2]
(2) 1/ RBE DRBBEE RN EL b BT d 5, [11.1.1 ]

Q) FHeEEERE

9.3 FFiRefEEEE
9.3.1 EEXIEEDHEEREEDHIES
M/ AE DR E NG L D BEFNR"H D, [11.1.1 58]

D) XEGERe AT 5F
REI LTV

(5) 4Ei%

9.5 1%
Wb TR LTV D ATREMED & D oM. 1B LB MR GRMEE LR 5 S s s
LBEILORFZETH L,

(6) =217

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

(DR

9.7 INRZE
BEEEEY 12 BTt 2EZBETAZ L, A% 7T HABETORE (TEE 34 BT
HAERICBNTZ U TS ZAMEVMEZ TR L. 7T HABEICZ VT 5o 2 3RsEIc N+ 25 & o

_16_



7.

8.

WENH D, [16.1.7 ]

(8) B E
BIE STV

HREFHA

M RZERLEFDER
BIE STV

QHRAFELZEDEH

10.2 StREE (BRICSEEI S L)

ek
¥ L XV ERRE

HOPONDLIBTNRD D,

KA % B ARAEAR - HEFIE 15 B - fEBRIA T
T T I UWALEESR (IA0) | FISEA A FRANAIT AR A LAE b 54803 |AHN ISR, AL MAO

EERZHY S,

VAN 2R INZ (S TE S
NARNIVS Y7317}
TRV Y
T xz=)L7uassR)—L7
R A A R IR

MmEEF, BENRHLONDZ END
HDT, BEDREBEZBLELRND,
I DDA ORE AT 570 L
MECEETSZ L,

AFNTIERINA, Al A MAO
IHEEHEZHT 5,

Tr b= AREHIE

T k= SRR OB OYER (55

AFNTIEEIRE, AT MAO

Cpae OV AUC 232 10220 21% 12 T8 32% 1K
T L7,

IREE Y F 7 I B, A%, [EEAZR, IR, WAL, [BREEREET 5,
o b= AT RUFIRET. @852 Abhobhvsenn
UUFRYVALAEEADLOT, FDICEETLIZE, Zh
(SNRI) D OFEESIER DN RO b5 A 1T
BREEo =B IE AHEOFHEOW S H DV IEWT
IAZBHEEAI (SSRI) N—FOEE 2L 57 Lt e
NN ES 2 WiEEITH 2 &, 7ok, Bu h=1F
L- MU 7~ 77 oE AR EEEO 2 E TG IRIC XY
bal BERUER DR H 5N D ENHDHDT
kT~ R— ViR HEETDHZ L,
TR =)
A R R
TV RIS
R A Vg U7 7 ey EOPFRIZE Y ARFIO| AT

FIIL RS EGHTHK
§-27]

F— 2

E—/v

TR A L

MmEEH, BERLLDLNDZ ERH
DT, AEFEGHIZIX, FTIIVUE
HFEOmWREMOBEER (1 &5
720 FF 32 100mg LA E) &M &8
5T &,

AANTIERE, wIHH MAO
EERZ AT 5,

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

Bl

11. 8l4EH

ROBWERARH LN ZENHDHOT, BIELTHIATV, REDBO LN EITITRE

_17_




ZHIET 57 EEU R EZAT O Z L,

(D EXGEMER & HER

1.1 EXLEIER
11.1.1 BE5aH

e pIbic k> TR L D 2&1M (4.8%) « AMERB/AE (1.9%) « PLIMERIGE (0. 8%) « i/l
WIAE (11, 9%) S0 B HEHEIN S oD Z ENd D, B, AFOEFRRRICBWT, 14
H %8 2 TARAZ # 5 L7258 1l MR E O FE B EE 23 @ < 72 DA 378 5T 5,

8.2, 9.1.1, 9.2.1, 9.2.2, 9.3.1 M)
11.1.2 REMET7T L F—2 X (0. 2%)

FLERT ¥ R—v 2EDORBNET v R—v 2R H5bND Z 08B 5, EA. MEHORER A D
WLHOEONEEARERNRHOT & F— 24 L < & i & RFEIERAD % OIER R & & bh
AT, B EPIET A CEMURLEETTH 2L, [8.3 5]
11.1.3 fRmRAE (AR

[8.6 =]
.14 2avy BERH), 774 7F>— (BHETRH)
11.1.5 MEM MK (0. 1%)
11.1.6 EFX£ (0.3%)

J VT F=r EH BIN EREZEOBARAERH LN ENH D,
11.1.7 B+ YD LI (0.9%)

HikkEE K, WL, BRRIESZEE KT N Y AMERSH DD ERH D, (8.4 &
i
11.1.8 AEMXER (BEEARH)

. BEREIO FTHIND bONEHEAIITEBICESEZTIET 27, WURLELZITHY Z &,

(8.5 & ]
11.1.9 FFHEEREE (BEA)

AST, ALT, LDH, Al-P, vy -GTP %D EH %5 FERERH DN LZ ENH 5,

(2) Z DD EI1ER
11.2 ZDMOEIER
R\ % 1%84 1 0. 1~ 1%T8 0. 1A S B
L DFRREREANE | VBRILEE, F i ER A R, SRBE
i ,
HEABIE
U oX—BHhn, 77|CK #n, MK SRR, A LS T A ILE
T —EHm, K RE N
i 7 v —VIE, &
P - ez b, @Y A
MAE, KA Y 7 A
MYE, &R E
BN F U T, BN, IR RRS R S
i W, % b E X O REMRE, BEEHEDE W,
&, IR, KRR, SERE. RIR
JE, R, BE, YR
TR, IRoEE, KR
b e . WAL, HE,
h HomE, WL, %
TR B
EEMEMSMGE, @(QT R, IR, ST,
TEER o M, B, S| SRR, SRZ
FrRAK
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10.

11.

PR

I8 [ 4

7 N1 NN )

R, MR, MHEEZE, K

BR. R, MK,

S .

HAbE

i

AL, WE, AR
AR, Rk - H

[ZES

B, MER. R
R SRy S
B, BHARET

fER . g2, AW
K. DEENTES. DFEN
FBEAE, HhEE, &R,
HEM, oL M, Ak
JUIE, WER . IR R,
Bf, A LT

iaa

JIT B BE B £
il S

EU LY LE,
AST #8/0, ALT 4
n. vy =GTP #30,
ALP #40

LDH #80n, AT

&5

KT

R J. BER SRS
I P i
fi9s. W5, FTHE, FHH
B SR, MR
Bk, KEOE A, 5
FE. RCRERINK. D

Yrang)
R

IR

0

WREs - b

HERINSEE, #R, £
&

. IR G, PEER UL
Y. RIEFE i, FR2

R

Z Ot

K08 R AR L BR 8k
JiE, METR ., I,
TR, MR R .
ERHEN

SHTRE. Tl B
H P HRE, PR
1. B-HCG 8

I AR I Y . R TR
flE, 7 L X—KIE,
R R R M T
P, HEIE. FIT. ORI
R MRS, BTG,
S/ s T — 7 v
SRR, RS/ A T
— T NVEE D PR, RS
/M T — T VK
. TSR/ T — T
VT IR 2% / 1A M B R
K. TS/ MBS T —T
JVER I

RERIRERRIC

REI LTV

BERS

RIFTHE

13. BERE
13.1 &

AFN OB EFR G N EDONIZHE L, LEIS URERIKRABREA#EE S8 5 XEpEEL2ITHY 2 &
NEE LV, MEENT TIZY 2 U FORERERNED Lz, [9.2.2, 16. 1.3 7]

EALEDZFE

14 BALDIE

141 RFBREFMDIEE
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14.1.1 BE5H1C, REWOBRD LN L DIIEH LN &,

14.1.2 Ry &4 Z LI L VIRIBNWOBFREOFEREZIT O Z &, WIRNDERD b= E12iE,
MEEVEN B DN T D ATREMER H D 72O L2 &y

14.1.3 Ry 7ORBEY IIBIZOELE LCHERATHZ &,

14.1. 4 RFNZ, FHORE E & BICHOZRET L2 R0, DN EL RITTZ &iF720,

14.2 EXFRARBOIE

14.2.1 BB&Z1t
AHNX, WOFEH LR EEZTH D,

TAEART I UB, Zulrya~xwI U EWiiE, OTEBRA RO IVUATAUERRE, =
2T VA VEBIE, = T RITA, AATF AR —L e N R
VA 7 NITHY ST R DA

14.2.2 RANMOIERZEALTHEHA LN &,

14.3 EFRSRFOIE

14.3. 1 RFN M OIEF & R GT 285 6121F, FIEAOE D S 1k - HEIHEW, Bilx i
BHETBHZ L,

14. 3.2 KH| LA D FRAN % [7]— O F = — 712 X 0 HHHEAT DAL, AR Ol oo 5654 &
BlE 2 bz 2 e (RBREIRIR) 2 AF OB GRIZICEIKT = —7NIZiT 2 &,
14.3.3 AHNL, MMOEPWANy 7 THDHO T, KRRUETHRICARERPPEH S D720, lREHT

RETH D,

14.3. 4 U @513 TN &,

14.3.5 AFNIFTMFNE LTT OB 4.6% (7 RUBKF#E T 5%) (1 23y 7 300mL H, 7
RokEL LT 13.702g OKFIMHE T 16.071g)) &A%, st 256 O@EE L,
10mL/kg/hr (7 RoBEKF# & LT O0.5g/kg/hr) AT ET52 &,

14.3.6 AFNL, HHAEDOENEID Ny 7 THDHOTHERIIFEH LN &,

12. ZOOFEE

(M EGRERFERAICED 1R
BIE STV

(2) SEERRERERICE D C 1EHR

15.2 JEERPREERICE D 1%k

15.2.1 A XIZBT 5 1 » ARKER D &G (0, 20, 40 X O 80mg/kg/ H : AUC D LL#Z T,
b FOROHEG R OFIRNE G281 2@EEOZNZ1 0.4 5L LR 0.8 8L E) 120
T, XEREZ B A B GREOREIC AN IR, BELOWEE EEROBEF SRS STV DE R, 1 X
(BT DAD R AE G- TR CIT AR LITER O STy,

15.2.2 7 v MZBIT 5% (3) Iane - A 5fRe K O AN 3817 5 A 5H3ER (0, 2. 5, 15 J UY 50mg/kg/
H) 2B\ T, mMHERE (AUC O T, b FORAKRGMOFFIRNESICBIT 2BEEOZ
A 0. T 5RO L35I Y) 1T FEBREOBRER TARE SN TS, 7 v MakT
HIRE®RGFEE (100mg/kg/H, 22~35 Hit) TiE, ¥ HEEMEOMK TR OKE - OREZLL,
WD AR b E L TR B, 2oL & OBEERIL, 3 » Ali~11 mo/NERE (4
EAN) THEHLNDAICD L. 9fETHoT,

15.2.3 ST » MoBIT HREHR 535 (7T~36 H#ElZ 50mg/kg/ H. 37~55 HEHIZ 100mg/kg/
H) Tk, BREORERTARDON-, Z0LXOBERIL, 3 » Ali~11 mo/NNLERE
MMEAN) TRRD LD AUC D 5. 1 ThH o7z,

15.2. 4 M7 » b DR ORAIICY %'V K 50mg/kg/ H & E5#E (AUC DT, & F OO #
5 R ORI G2 BT BB EO TN 0. TfE RO 1L 3 fEI2MY) 128\ T, A% 1~4 H
BT D EAERDOEFRMMET Lz,

15.2.5 7 v MBI D MEMEATERE I AR (0, 50 TN 100mg/kg/ H . 9 B L) ITB W T, &
MERE (AUC O T, b FORAKRGROFHIRNEGIZB T 2REZEOLNEN 2.1 FLAD
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4.0 f5ITHEY) CTRE4ABEBOT A AT AEIZRD B AN, BHE 12 B OT A N A
T U MEIZEIZ SN TN W ERE SN T WD, T > MIBIT Ao 4&%EieaRER T,
T A NAT B AEOWAITERD STV,
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JERRPREABR B9 4 1EH

I ER

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

(2) B EEHER
BRI L

(3) 2 DI EEEER
AR L

R

() BEEESHERR Y
U3 U R 600mg BRG] %2, U XY U K& LT 40mg/kg DFEH-ETT » MIHEFFR
WG L. 8 HiHl, —MIREEZBIEH% ., SBT3 L7c, TofE. —RIREBICEEEkIT e
<, HWHEOHER K O IR IIFE O bl oo,

(2) REHRG=EHER
MVIL 12. (2) FEERIRAABRICEE S < 1F ) DIHZ M

Q) Bi==MHER
M ER L

(4) B AR ER
HREERR L

(5) EIEHREEMHER
VI 12. (2) FEEGIR BRI IS < I DHESBM

(6) BT RIA MR
MR L

() 2 DO HEH
AR L
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10.

11.

12

EEMFEICEAYT HEEB

B X
WA U YRR EEIRO00mg THIIA ) AL A
) EE-EASOREEIC L ERT S L
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SIRIRAE (23T 5 2 &)

Bk EDFE
20 IRV EDFE
KT A A TWAAITES MO BAM A FER L TWAO T, MO E X REFET 50, {FH
BFE CRHEI L2V Z &)
V. 10. (DIEBEDNMIERRES « W3, ANENFRR RS - AT 2 15R DESR
VI 11. & oS OESR

BEMITEM
BHTEILS T A R 5
KFYVDOLED : bY
ZOMOBE TG« 2L

F—F5 - FA#E
Fl—m 3 - A Ry 7 Z°BE 600mg, WA R 7 A TEHK 600mg

EffSEEER B

MM ER e L
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201542 H 16 H 22700AMX00414000 201546 H 19 H 201546 H 19 H

SEER [IZIREM. AERVHAEEEENFOFABRUVZTDAR
ZhAE - 2. FVE - HEO AT AGR : 201946 A 5 H
W 2hie - VR IT D <WISEE > & U TARFNENMED 2 T2V UitPE i~ RO EKE (MRSA)
Ze, <GEIE > & U CRUIMAE . TRTEME R GYE, 18PEREEOE, SME « BUE K VRl AIE O
TR, MR A E L ERGE N,

BEERRE. BIEBERAXRFAEBRVEZORE
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BEAEHME
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XI.

1

SR

51 F3CER

1)

2)
3)
4)
5)

6)
7)
8)

9)
10)
11)
12)

13)
14)

The use of stems in the selection of International Nonproprietary Names (INN) for
pharmaceutical substances 2018 (Stem Book 2018)

Uz U R e 600mg [BVG ) OZEMEICET 288 (FN&EED [D001107)

U/ ) RS EER 600mg TR OSEZEMEICB T 288 (RilatBh) ((h& k) [D001109]
U U RAdEER 600mg TBATR] o pH 285k ((EPNEEHD [D001104]

SEAN 5 FETE R > AT & <https://shinryohoshu. mhlw. go. jp/shinryohoshu/yakuzaiMenu/ >

(2023/04/21 7 7 & R)

Shinabarger D.: Expert Opin. Investig. Drugs. 1999; 8(8): 1195-1202 (PMID: 15992144)
UV R R 600mg [BVR ) OHUE BT 288 (FNEED [D001640])

CLSI : M100 Performance Standards for Antimicrobial Susceptibility Testing 29th Edition.
2018 : 68-72

CLSI : M100 Performance Standards for Antimicrobial Susceptibility Testing 29th Edition.
2018 : 58-66

UV U REHSEER 600mg THVE) DA F Y Uitk GA T RUKE~ 7 A 25 RY-E 7 LI
B B HohRHMAER (FEAERD [D001639]

Sisson, T. L., et al.: Eur. J. Clin. Pharmacol. 2002; 57(11): 793-797 (PMID : 11868801)
Jungbluth, G. L., et al.: Pediatr. Infect. Dis. J. 2003; 22(9): S153-S157 (PMID : 14520140)
Yogev, R., et al. : Pediatr. Infect. Dis. J. 2010 ;29 (9) : 827-830 (PMID : 20442688)
U2y U R A EHER 600mg [BIVE) OREMET v k&2 W IC B EIFIRN & G- 0EaER ENE L
[D001638]

Z DD SE 3
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FLARANA

KIEIDEATSCE™ |8 USE IN SPECIFIC POPULATIONS
(2021 £ 11 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 were observed only at doses that caused maternal
toxicity (clinical signs and reduced body weight gain). An oral dose of 450
mg/kg/day given from Gestation Day (GD) 6-16 (6.5 times the 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

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 oral dose of 15 mg/kg/day given from GD 6-20 (0.06 times the
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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/1abel/2021/021130s043, 0211315039, 021132s0421b1. pdf
(2023/04/28 77 &A)

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

%2 https://ww. tga. gov. au/products/medicines/find-information-about-medicine/prescribing-medicines—pregnancy-database
(2023/04/28 772 A)

2% pEOME
A—AMZ VU7 D45¥E (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

(2) /NRFEA~DOEGIZEET D 1HH
KRBT HFEDE mE2AT L2BEICHT2EE 19.7/NE%E ] OHORLHIFLLTO LB Th
V. KEOTIICE L I3ERR D,

9. HEDERZEITHEEICHT IR

9.7 INRZE
WHMEZ 2SIt 22 2B8 T8, A% 7T HAETORE (TE 34 WA B
AVIZBNTZ VT Z U ARNMRWMEZ R L, 7T HELRIZZ VT 7 0 A REIZH T 5 & O
ERnH D, [16.1.7 ]
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2 DOSAGE AND ADMINISTRATION
Dosage Guidelines for ZYVOX

Dosage Route, and Frequency of Administration Recommended
Pediatric Patients™ Birth | Adults and Adolescents (12 | Duration of
Infection*® through 11 years of Age) Years and Older) Treatment
(consecutive
days)
Nosocomial pneumonia
Community-acquired
pneumonia, including| )
concurrent 10 mg/kg intravenously or oral*| 600 mg intravenously or oral* 10 t
. o 14
bacteremia every 8 hours every 12 hours
Complicated skin and|
skin structure
infections
Vancomycin-resistant
fﬁégiiﬁiﬁii‘s jéé{jlmmlo mg/kg intravenously or oral'| 600 mg intravenously or oral® 14 to0 %8
- - every 8 hours every 12 hours
including concurrent
bacteremia
Uncomplicated skin [less than 5 yrs: 10 mg/kg oral*| Adults: 400 mg oral* every 12
and skin structure every 8 hours hours ) 10 to 14
infections 5-11 yrs:10 mg/kg oral * every 12|Adolescents: 600 mg oral *every 12 0
hours 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 £nterococcus 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 (methicillin-susceptible strains only) or Streptococcus pyogenes
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. In pediatric 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
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| |shou1d be considered when assessing clinical response.

%1 https://www. accessdata. fda. gov/drugsatfda _docs/1abel/2021/021130s043, 0211315039, 021132s0421b1. pdf
(2023/04/28 77 &A)
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1)U FREFNTR 600mg T88] DREEILHARER

A Rk5e4 Bl A (ml.) . . T R ]
i e |magn] A | PO | R e T e | 4w | 1w
BT M — MV | EED | MaED —
e s T 55) 50 50 pH — 4.63 4.63 4.63 —
B (%) — 100. 00 100. 19 100. 38 —
STy IIE S8l MR | R — MBI | MR
(250mL) 25 30 pH 6.83 4.83 — 4.83 4. 84
(REHRIET ) B (%) — 100.0 — 99. 4 97.8
Z:/ VLT A1 iR sl M yRH] | A — My | s
= (200mL) 20 30 pH 6.35 4. 88 — 4. 87 4. 88
7 (7 %) BRAEE (%) - 100. 0 - 100. 8 99.5
) VLT A3 ik sl M yRH] | A — My | s
gﬁ (200mL) 20 30 pH 6. 37 4.91 — 4.90 4.91
vall (7 v%) EAFE (%) — 100.0 — 100. 6 99.8
V) Z —T3 Sk S8l MEOVED | EEET — MBI | MR
(200mL) 20 30 pH 5. 52 4.90 — 4.89 4.90
(ZA VAT 7—~) B (%) — 100.0 — 100. 5 100. 0
%7t — F ik S8l MR | R — MBI | MR
(500mL) 50 30 pH 6.93 5. 26 — 5. 25 5.26
(PR A T) B (%) — 100.0 — 98.7 97.7
. i sl — Myl | A | s —
t;ziibfm 50 50 pH — 5.93 5. 94 5.94 -
ORI EAFE (%) — 100. 00 99. 69 100. 22 —
TABY 2 1 Bl wam | e | R | PREE | REAE
(903mL) 90 30
(FvE) : pH 5. 05 4. 90 — 4.88 4.89
1. EAFE (%) — 100.0 — 100.3 99.7
% X NI I B | Y | EaE - MR | AR
s (200mL) 20 30 pH 6.97 6.23 — 6. 20 6.18
Al (KRB T 45) ) - 100. 0 — 99. 6 99. 4
T3 LN R R S8l MEOVED | EEET — MBI | MR
(200mL) 20 30 pH 5.93 5. 29 — 5. 27 5. 28
(RERIET ) B (%) — 100.0 — 100. 1 99.6
T AN = 4 sl Y] | R AEY — WRE I | R AE
(1000mL1 ¥+ 1) 100 30 pH 5. 59 5. 27 — 5. 26 5. 26
(RERILTH) EAFE (%) — 100.0 — 99.9 99.0
3 — £ P 48 P £ VBB —
KBRS 5% 50 50 ﬁ? — ?gﬂ ?gﬂ f;H —
(RFIET L) —
b EAFE (%) — 100. 00 99. 87 100. 17 —
B oty v ril—1 % sl | mewn | mewy | - | mepy | seay
(700mL) 70 30 pH 4. 44 4,42 — 4.41 4. 42
(T %) B (%) — 100.0 — 101.2 98.9

Hroesn Kk OBGE e T

£ 2023 4 4 A BUED L EEChtdk L7,
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