R ~AafE 200mg
UARY O EEFRERA 200mg
(2R3 5 &%

AEMICRBSIN-BRICRIEFNRVARIZOVTOERENS TILESR
BRAHITHYFT. LAREGOEERAICFRAT IUNDOEFBENICKE
HMZEFATLHEELTEFEA.
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1.5 EREXITEROEER VFARDER

1.5.1 EEXFEROERE

ZMIEE : 2.5.1
AF LY CAHERE AT RO ERE RSA) 13, 1961 4FEICHFTHID THA SRTLUR, 50 4L
BT 72 0 AH B ORCKRSEHERE [E O RRIR B TR L 72> TW D, 2002 FIi2iE, NrawA v
VIR E T R EKE  (VRSA) 23K[ECTRIE Sz, IS, mkETIE, Nra< A st
F % MRSA DREZIEDRAERI KT (MIC creep H18) MWESNTEY Y | 7 N EREH O HHAIMH
PEALITA % LEITT 5 2 EBNEE SN TV, Eo, FENEYALD MRSA (HA-MRSA) (2inx., i
HUR Y D MRSA (CA-MRSA) 73Kk CHINMEIZ & 1 . 1997 4ED K E R ThiEHt o % —12 &
H/NRTOIRCHO®ELISR, FECH LML >oH 5,

AHTHFE A OSHIMIERE IS K DB & 72> TR0 . MRSA (X 3EA MR B T M
JEBRFEDLL ZED L LME SN T WA, MRSA 1T K AEYE TlE, Mk b %<, HIE.,
FERE « WGTAARRERYE . FINAIRGES ZUChiEx, TN DIFEAEN HA-MRSA 12X DD L35
ZoN5Y , —J7, BRE - SRR YERE D S 0BES LD CA-MRSA D4y BRI ZHIME 12 5
V. BB L 5Y | KFIZEBWT S CA-MRSA 12 X 2 28 « s ESE O #0235k
ARINTUWD, MRSA 1%, B 722 DM OEAIC X 2 EAmE Iz, HHEGES LTo
iz —mb2LooH 0, TOHIENITHEIRIC L HBEEN AR TH D,

A THEBEINTWSHL MRSA L LT, 7Y axXTdF REORy a~vA,A U T A arT
=2, T 7V ay REROTAREY v, XYV ) F0 )2V R, ZLTERIRU A
NTF REDET h~A TN D,

Ny a<wA 0L, 1958 FITKET, 1981 FICAMTHER INTIHEIETHY . 57238 MRSA
JEYUEIC R T 2 BN E L THERA S TWS, LavL, VRSA OB, A MEE O BE N M OV
WEEIERZEOBRENER SN TWD, Rravf vy, T4 a7 o=r, Ty liddt
LT, BEEROE 8 IMMREEDCRWERNS SV, EpmbiEEE=4%1 7 (TDM) B
HEfEEEE COHBERENMLETH D,

Uz U Rk, AFIZHWT 2001 4 4 BICEKR SN MRSA ETH DS, A AT AT
T4 D3I 100% & m < L ERAINORAFI~OUEZ L REETH D | TDM B Re R o FH &7
b MER, L LR n, M/MOBEAEEZ F &3 5 58E ORENHRE SN TEY, 14
HEB25RHZEGEOBIITEENLETH D, T, KET 2000 FITER I N 1 F%IC
U U Rl MRSA OHBAHE SN TND Z LD, WIEMS OB 28 F R BLETH D,

HT <AL, AIIZEWT 2011 4F 7 HIZKRINTHMRSA FETH D, Lo, 717
F XS —BE LA, BRRAEE & W o 7B ORWER A HE ST Y, BHEERE N ®
HBETCIIBHMEEHEENCE=X ) VT OMERDH DL, iz, oV —77 272 MZXOAR
HEEND 20, FRICKHT D 2R/,

ARFNZEBN T, HA-MRSA JEYSEICIN Z . 383D CA-MRSA JEYWEDIERMBE SN D Z & »
O, BEFEOIEANTI 2, FrEEME 58 < o M rEEIRGE X OV #EHHE 0 U 2 7 MRV ET 72 7T
MRSA ZEBMEE L STV 5,

BAY 1192631 [—#&4 (JAN) : 7Y U KU U= A7 /L, LR TR-701 FA) X, v K7 v
T (VU AT)) THY, 5%, FAT7 74—k, MEFMICIEEEH 35 BAY
1170438 [—#%4, (INN) : Tedizolid, LLF TR-700]) (Zif#HlzZ&E# I Nn5 (X 1.5-1) , TR-700
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. AR YUY URTEETHY . VAR Y —24 23S rRNA ISIEA L. BRIBEASIEDTEAL
ZIET S Z L2 X > CTRIRRBRLASUS 24+ 5 2 L X A LERTH 5, EL LTI T A
B 69 D HUETEPED R < . MRSA 2% L TiE, MUAFH VY Y U RPIEEDO U 2V
K& b U C 4~8 WL a2~ g (2.6.2.2. 1.1, 2.7.2.4) ,

—N —N %

’i‘ y) 7 N N>\o — 'i‘ / /N N 7

AN = \)\/0\ oH AN N= \)\/OH
F o//P\ F

OH

N\

FIOVY RY U= 25 L (TR-701 FA) 7Y U K (TR-700)

L1 TOVY RYUBIXTILRUTOV) FOEER

1.5.2 FARORZRE

TR-700 D BAFEILHEE Dong-A 2 X v BRAA S 4u7=7%, 200 AFICREE LIS O BRFEHE K Ok TeHE
%z K[E Trius Therapeutics ff (Fi Merck Sharp & Dohme tHDF=4t) BEAG L. 0%, 2008
BICARZ T
Bl 5T DBA%HE R ONRGEHEDS, Trius Therapeutics f:735 Bayer HealthCare #HIZEENE SN
oo ZNEZIT T, RETIE, Ao VGRS HENHBEITO 2L &lnoTz,

BAFE DR X 1. 5-2 [TR T,

1.5.2.1 mBEOHE

ZMRIHH @ 2.3.S, 2.3.P [B£AI] . 2.3.P [JEHA] . 2.7.1
PLEIEMEZH T2 TR-700 =D H DITAKREEIZIE E A ETE T 720 2 & DR 512 13
P, FEEEERINESNCS WEBZONDZ B ) VIR AT AD T 0 KT v Tt EFT-
770 HEFERBRBRLEENCEM L7-I1E L A ED in vivo IEERR R K VR HIEERRER I VT, R
WL TTFUY Y R V= AT MU oA (TR-701) M L=, Lo UGE %
HI9 L L7 3EAIOZETIZED M A, i rIEBERA Cdh 5 TR-701 FA AR L7-, TR-701 FA
(JFEE) OEMLRAFRB L ONdRER 2 FEm L, 36 » HRIZETHD Z L 2B Lz,

TR-701 FA OHFIE LT, OGBS 7 4 v bha—T 4V TEEENA TV RE LT

B O WS R Al D 2 FEORAN A B Ui, SBUARREBRBIAARTICE L7212 A ED in vivo
FERE R ARBR K N0 T ML OVE DHRBRICBWNCT, 7YY Y R VB AT L7 Y 7 A
(TR-701) DA T ENAIZHEH LT, D%k, TR-701 FA ZJFEIE L L7-AEED 7 4 v b a—
T AT L, TEASIHRREZGEDIEE A EOROKEDEKRRBRICBWCZ a2
L7z, 7ok, MIRTEMAIINER —ORAITH S, EHAORFIE TIX, KEEP T TR-701
FA 235802 - S 2O TR-700 2’55 2 S ES 20, B
%6 M OV R FHABUA & U CHUE R ilg 28R U=, FRIRINEE G- %17 - 72 2 C O FERG IR RRER I O
BRI, MR ERIAILTST & F— TR-701 FA MEHFI 26 /H L7,

BEMWRBROFERLOTA RT A4 NCHSE | KK OSRAFICB T 258 % TR-
701 FA BEAI KL ONESAIE Bz, 36 » A &% E LT,
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1.5.2.2 JEERPREAER

ZRRIEH @ 2.4, 2.6.2

TR-700 1% MRSA IZKf L THZITH D, MIC IX 2pg/mL AT, FUETEMEIZY x>V RED 4

~8 fEEVZ & MR S7e, TR-T00 1Z%f9° % MRSA #RODESZNEICENANEITZED LIV TR,

TR-700 1% in vitro WNT in vivo (TR-701 X% TR-701 FA & L C#5) FFTRLET L E OIS
BT T TN T, MRSAIZH L THEZITH D Z ERnaiiz,

1.5.2.3 ERPRELER

BIRTEH : 2.5, 2.7.2, 2.7.3, 2.7.4
1.5.2.3.1 B =H 1T HERKEFE

KENCEWT 2008 £ X 0 T AEER GRABR TR701-101) A BHAA L. fEEEZR B MR O ks
F A RBIT TR-T01 % HBDUIER O & 5RO BN, B R OSEyEEEZRE Lz, £0
#%. MRSA Z&Te7 T NIRRT K D EHMEMER G - KSR YYE (complicated skin and skin
structure infections : ¢SSSI) HBBEZXRICENE IHAEZR TR G TR701-104) 23FE
Wi L. BERHELEFHYE « &L LT, TR-701 200mg @ 1 [ 1 [HI#¢ 0% 52541 LT,

— 5T, TR-701 FA O BNfsE &U&%ﬁ®%ﬁ%%ﬁﬁbﬂt(152n FEXF ) R A AT
A7) T B GUBR TR701-108) | . 2 ff (TR-701 K OX TR-701 FA) DJF#A FHu 7=
ﬁmﬁﬂ%&ﬁbt&%®TRmo@%%%%K%ﬂﬁw ENTRE AL, DA DB IR &
LT TR-701 FA 24252 & & Lz, ZO®%RICEM L72ESE TR G TR701-107) T
I%. TR-701 FA % 200mg 1 H 1 [EIFFIRN ST 50 BRMED MR S iz, F72, IEMER TR-700
DORREANALFTT ATV T 41E91.5% CTh-oTz,

IHHOREEX Y, TR-701 FA ORANAFTT_RA T EY T 4 BEmNZ et HIRNEES &
BROBEZOEZ2 5 ET, HE - HEOHREIINELWEE X T-, £7-. 2 FHEOFEIDENIC
L D E BRI =N e o7~ 2 v B TR-701 FA BUHK| 2 B 7~ 5 T AE ) B S sl B T AN 3 & o)
L7,

MRSA % &de 7 T LNBEMEEIC K D 2MEMEMER R - RS YE (acute bacterial skin
and skin structure infections : ABSSSI) HF ZxfG L L7z 2 DOESFE MR GRUk
TR701-112, 7Bk TR701-113) TiL, TR-701 FA Z#ZNZHREO#EGOH FRER TR701-112) XX
RN G DR OB 5~ 2 2 7THe (GABR TR701-113) & L7= & X OFINER VLM% 1
XYY RE LTz, ZORE, AMEO EEFMEE Th 5 BRI FIZOV T, TR-701
FA DU 3> Y RIZHT 2 IELMHEDPREES L7,

NG ORERGEZ S EIKE, EU KO A E CAGEHREEN T, 40 » [ELL ETHEGR
HTnsd (1.6) .

1.5.2.3.2 XFIZH T HERKEFE

20l FELVETAREE LT, HE®5REBR G 16101) M OREREGRER GRBR 16102)
Sl E L7,

HER 16101 TlE. HANERE BM:IZ TR-701 FA 200mg F CAEIRMN L O O HEER G L7 & X
DM, BN Oy Eh i %%Ebtoit @@%TRm0@%mﬂ4ﬁ7N4?Eu
TA1L82.6% THDHZ L EMRLT, ﬁ%1moztm H A A fREEE B TR-701 FA 200mg % 1
H 1[E 7 B REEIRN RO O RERE U T-BR o2 e, 5‘3@@&0%%@ Exfpmt Lz, ZOkk



1.5 EEJFEIE R OB M ONBE I8 DRk
Bayer Yakuhin, Ltd. Page 5 of 8

Ry BEMIZHOWTIE, #HIRNEGHE CRIEDRFTOAEFRERO IO T, BIKRIZRHEE
2% £ O IRt RITERD biigino T,

ENAOFE I HRBR TR LN — X 2B Lz s 25, TR-700 DY ERE K VLMo
wf%ﬂ%ﬁ%%%hf\ﬁﬁkﬁﬁ TR-701 FA 200mg % 1 H 1 [AIFIRAN IR D% 5 L72BR

FIZFER AN L FFRE L & 2 bz, £72. TR-700 12545 MRSA BROEZMEIXENAT
H&ﬁf%é ENFEREINTWEZ Eb, BARANBEIZBWTHIEFARNEE L REOHR)
HERPFRFCX D LB X T,

I
I - .. 20l =0 A B ICERLEREISR AR (LT, i) &
e 0 0 0  [ERTIareheMESoltE e AP |
-
]
- =elike
i _%ﬁof_o —nsoEE CH-OWTE. 20l ER A B P ERK L
SR BT, BRI O E RS (1.13.2)

FEINZE AR (GRUBR 16099) 1%, MRSA (2K 2 K2 « WO AR AR IYLIE M O AU 9 B fE 4
Fhartgl Ul ZhiadthE, BIEA, 35, IEEMEGERR Th 7o, ARBRTIE, #R
NEENLR OB E~DG 2 Z AL L, TR-701 FA 200mg Z 1 H 1 [FEEEL U XY U R
600mg 2 1 H 2 A& G L7z & EOFGMELR VLML T Z L2 B E Lic, &EGHIFIT
FERg « WA GYE Tk 7~14 BE. BIAE Tl 7~21 AR & LT,

20l < 1 1/
e

I
[ oy ES PR EEMEERTY 0 RN 00 RO XN BE
N~ >\ T, RO S EE
B (1.13.2) .

B 16099 OFER., ARMEO EEFHMIEE Th HIRHEHIE (T0C) KRz T K FEDOH %N
X, TR-701 FA BEE U x>V U REETREEET, TR-701 FA BED 95%CI @ FERMEIL 75. 7% & i
WCHE L7ZBIE (30%) X0 & RKE)hov-, TOC DMWY FHN5E, 1R 544 T IR D BRI
NFSPEZIR, A7 V== TN OREDRE SO, A7 UV —=" 7K 5 Day 3
XX Day 4 £ TOREDRKE ORI EOFHIE B ICB N TH, UV U R ERBROANE
DRI N, o, BRMEIZOWVWTYH, AFFROBEEEGIXY XYY REFERETH T,
EGERRBR CHE N ZetE7a 7 7 A L EDEN S, BAARNBEEFICHE OFERERIT
72<, TR-701 FA DRAFIR U AT « XX T 4 v "NT U AR STz,

1.5.3 EEMREERTAE

MRSA |Z X 5 & « #REHLRR REYLIE FRE 1T ﬂﬁ"W?MFA@ﬁ%éﬂ%nént_kﬂ%
# 1.5~ LI TR T, RERTEAR S5z b LT,
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& 1.5- 1 REIRSTAERHF OB

FH XSy EEHEES (1) RS & EE,
R 784 TR N EE 200mg, X7 b oa s 200mg
— 4 TV R g A7 0 (JAN)

ZhEE « Zhik < s A R >

TV RIZBMED AT U UittERE 7 R ERE  (MRSA)

< JE eE >

VRIEVE R RS RS . 1B PERBRIE ., AME « BME K OVTAITAISE O — RIEGE,
WD A - 18O IR

ik - HE (BEA)
BE. RANCIETYY ) R U7 L E LT, 1 H 1A 200mg %%
nEh545,
(FESHAD

WE, RAIZT VY R vigm 2702 LT, 1 H 1 [a] 200mg % 1
REM 2T T ERET 5,

1.5.4 ZDMOBNEE - SIRICET HERKRBARINR

77 MGHERIC L D &R D BENRGI I PR (HABP) U277 ABGHERIC L 5 N T
W BB PG 2 (VABP) (ZHERE L 7o N TP EoE B 2R & LT, BER(L, —HEER,
FHOFH, BRI, ERSEE MRS 2 2 <o 2. 20l T A IIIIEIEIEING
_________________
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1) Deresinski S, Clin Infect Dis 2007:44(12):1543-1548 (5.4.2)

2)  JEAETEAEPENEGE R R — A T AR ABRESR 201541 H~12 A i (24
R ETRAEBE) BENGeR R — oA T A 2 ABRRE R 2016

<https://janis. mhlw. go. jp/report/open_report/2015/3/2/zen_Open_Report_201500. pdf>
(5.4.3)

3) DeLeo FR et al., Lancet 2010:375(9725) :1557-1568 (5. 4. 4)
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1.6 NEICE T HERIKEFICET 2EH

1.6.1 SAEITHER (B - FHAKR

2013 A2 9 H 21 BIZKECTHAGEHFEZITV, 2014 4 6 A 20 BIZ [2MEMIEMER S - FRG/
JEYLAE (ABSSSI) | O IE TR O AR Z RS L1z, 2017 4 11 ABTE, BRINEEME 28 »
Eagte 51 »ETERBEINTWDS (F 1.6.1- 1) . ZOMOEKZOHIETIZ, W s Fak
R ThDH (F1.6.1- 2) .

#=1.6.1- 1 PE—E 2017&F 11 ARERKR)
- 4 &G H
KE 2014 46 H 20 H
B A 2015 4£ 3 A 17 H
RN S (28 w[E) @ 201543 H 23 H
TA AT R 2015 4F 3 H 23 H
J T o — 201543 H 23 H
VeFoyakfy 20154£3 A 23 A
] 2015424 H 17 A
F1 201545 H 25 H
7 — h 2015429 H 9 H
U HR—)L 2015 4£9 H 16 H
A A 2016 41 A 5 H
POCTIET 2016 4£3 H 3 H (824
201646 H 13 H  (JE&H)
. 201644 H6 H (B4
AFT = 201644 A 8 H  (ZEEFH)
b 2016 425 H 31 B (JEHH)
201647 H 29 H  (8&541)
. 201647 H 24 0 (B&H)
2016 4£ 10 H 27 B (JEHH)
7 7 7 E R EE 2016 47 H 31 H
ap L ET 201648 H 1 H  (BEAI
2016 =8 H3H  (FEHHAD
~l— 7 2016 4£ 8 H 22 H
SN L— 2017451 H 4 H
74U 2017 4£ 3 H 10 H
o 20174E5 A 11 B (BEAD)
ITT™7 201748 A8 H (V&)
AL H 201745 H 16 B (B&H)
201746 H 15 3 (JEHH)
P - 2017456 H 29 0 (BEA)
201749 H 21 H  (JESH)
=i 20174E8 H 4 H

a: PRFRAITAUC X DK

b: JEIIE MRS - B HLRERIYE (cSSST)
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£1.6.1- 2 EABHRFE—FE 2017 F 11 ARERR)

= - Hulsi4 AFRHES 0
2007 B
20017 B
0 K3 Bl B
20+~ B EHAD
200 AR (BEA)
200 =017 H
20 =051~
2007 B
0B GEFA)
2007 B
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KERAT SCE K O 8 5L (summary of product characteristics : SmPC) DJFE K OE
R AP T — 2 > —  (CCDS) JR L&A 5,



HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
SIVEXTRO® safely and effectively. See full prescribing information for
SIVEXTRO.

SIVEXTRO (tedizolid phosphate) for injection, for intravenous use
SIVEXTRO (tedizolid phosphate) tablet, for oral use
Initial U.S. Approval: 2014

--------------------------- INDICATIONS AND USAGE

SIVEXTRO is an oxazolidinone-class antibacterial drug indicated in adults
for the treatment of acute bacterial skin and skin structure infections
(ABSSSI) caused by designated susceptible bacteria. (1.1)

To reduce the development of drug-resistant bacteria and maintain the
effectiveness of SIVEXTRO and other antibacterial drugs, SIVEXTRO
should be used only to treat or prevent infections that are proven or strongly
suspected to be caused by susceptible bacteria.

200 mg administered once daily orally or as an intravenous (IV) infusion over
1 hour for six (6) days. (2.1)

--------------------- DOSAGE FORMS AND STRENGTHS----------memenmecees

. For injection: 200 mg, sterile, lyophilized powder in single-use vial for
reconstitution for intravenous infusion;

. Tablet: 200 mg (3)

CONTRAINDICATIONS

None (4)

e  Patients with neutropenia: The safety and efficacy of SIVEXTRO in
patients with neutropenia (neutrophil counts <1000 cells/mm?®) have not
been adequately evaluated. In an animal model of infection, the
antibacterial activity of SIVEXTRO was reduced in the absence of
granulocytes. Consider alternative therapies in neutropenic patients.

(5.1)

. Clostridium difficile-associated diarrhea: Evaluate if diarrhea occurs.
(5.2)

ADVERSE REACTIONS

The most common adverse reactions (>2%) are nausea, headache, diarrhea,
vomiting, and dizziness. (6)

Toreport SUSPECTED ADVERSE REACTIONS, contact Merck Sharp
& Dohme Corp., a subsidiary of Merck & Co., Inc., at 1-877-888-4231 or
FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

SIVEXTRO (when administered orally) can increase the plasma
concentrations of orally administered Breast Cancer Resistance Protein BCRP
substrates. Monitor for adverse reactions related to the concomitant BCRP
substrates if coadministration cannot be avoided. (7, 12.3)

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 8/2017
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Acute Bacterial Skin and Skin Structure I nfections

SIVEXTRO" is an oxazolidinone-class antibacterial indicated for the treatment of acute bacterial skin and skin structure infections
(ABSSSI) caused by susceptible isolates of the following Gram-positive microorganisms: Staphylococcus aureus (including
methicillin-resistant [MRSA] and methicillin-susceptible [MSSA] isolates), Streptococcus pyogenes, Streptococcus agalactiae,
Streptococcus anginosus Group (including Streptococcus anginosus, Sreptococcus intermedius, and Streptococcus constellatus), and
Enterococcus faecalis.

1.2 Usage

To reduce the development of drug-resistant bacteria and maintain the effectiveness of SIVEXTRO and other antibacterial drugs,
SIVEXTRO should be used only to treat ABSSSI that are proven or strongly suspected to be caused by susceptible bacteria. When
culture and susceptibility information are available, they should be considered in selecting or modifying antibacterial therapy. In the
absence of such data, local epidemiology and susceptibility patterns may contribute to the empiric selection of therapy.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dosage of SIVEXTRO is 200 mg administered once daily for six (6) days either orally (with or without food) or as
an intravenous (IV) infusion in patients 18 years of age or older.

The recommended dosage and administration is described in Table 1.

Table 1: Dosage of SIVEXTRO

: . . Duration of
Infection Route Dosage Frequency Infusion Time Treatment
Acute Bacterial Skin and Skin Intravenous 200 mg Once daily 1 hour
Structure Infection 6 days
(ABSSSI) Oral 200 mg Once daily Not Applicable

No dose adjustment is necessary when changing from intravenous to oral SIVEXTRO.

If patients miss a dose, they should take it as soon as possible anytime up to 8 hours prior to their next scheduled dose. If less than
8 hours remain before the next dose, wait until their next scheduled dose.

22 Preparation and Administration of Intravenous Solution

SIVEXTRO is supplied as a sterile, lyophilized powder for injection in single-use vials of 200 mg. Each 200 mg vial must be
reconstituted with Sterile Water for Injection and subsequently diluted only with 0.9% Sodium Chloride Injection, USP.

SIVEXTRO vials contain no antimicrobial preservatives and are intended for single use only.

Preparation

The contents of the vial should be reconstituted using aseptic technique as follows:

Note: To minimize foaming, AVOID vigorous agitation or shaking of the vial during or after reconstitution.
1. Reconstitute the SIVEXTRO vial with 4 mL of Sterile Water for Injection.

2. Gently swirl the contents and let the vial stand until the cake has completely dissolved and any foam disperses.

2
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3. Inspect the vial to ensure the solution contains no particulate matter and no cake or powder remains attached to the sides of
the vial. If necessary, invert the vial to dissolve any remaining powder and swirl gently to prevent foaming. The reconstituted
solution is clear and colorless to pale-yellow in color; the total storage time should not exceed 24 hours at either room
temperature or under refrigeration at 2°C to 8°C (36°F to 46°F).

4. Tilt the upright vial and insert a syringe with appropriately sized needle into the bottom corner of the vial and remove 4 mL
of the reconstituted solution. Do not invert the vial during extraction.

5. The reconstituted solution must be further diluted in 250 mL of 0.9% Sodium Chloride Injection, USP. Slowly inject the
4 mL of reconstituted solution into a 250 mL bag of 0.9% Sodium Chloride Injection, USP. Invert the bag gently to mix. Do
NOT shake the bag as this may cause foaming.

Administration
Administer as an intravenous infusion only.

Do not administer as an intravenous push or bolus. Do not mix SIVEXTRO with other drugs when administering. It is not intended for
intra-arterial, intramuscular, intrathecal, intraperitoneal, or subcutaneous administration.

The intravenous bag containing the reconstituted and diluted intravenous solution should be inspected visually for particulate matter
prior to administration. Discard if visible particles are observed. The resulting solution is clear and colorless to pale-yellow in color.

After reconstitution and dilution, SIVEXTRO is to be administered via intravenous infusion using a total time of 1 hour.

The total time from reconstitution to administration should not exceed 24 hours at room temperature or under refrigeration at 2°C to
8°C (36°F to 46°F).

2.3 Compatible Intravenous Solutions

SIVEXTRO is compatible with 0.9% Sodium Chloride Injection, USP.

24 Incompatibilities

SIVEXTRO for injection is incompatible with any solution containing divalent cations (e.g., Ca®*, Mg®"), including Lactated Ringer’s
Injection and Hartmann's Solution.

Limited data are available on the compatibility of SIVEXTRO for injection with other intravenous substances, additives or other
medications and they should not be added to SIVEXTRO single-use vials or infused simultaneously. If the same intravenous line is
used for sequential infusion of several different drugs, the line should be flushed before and after infusion of SIVEXTRO with 0.9%
Sodium Chloride Injection, USP.

3 DOSAGE FORMSAND STRENGTHS

SIVEXTRO 200 mg tablet is a yellow film-coated oval tablet; each tablet is debossed with “TZD” on one side and “200” on the other
side.

SIVEXTRO for injection is a sterile, white to off-white lyophilized powder for injection in single-use vials of 200 mg. Each 200 mg
vial must be reconstituted with Sterile Water for Injection and subsequently diluted only with 0.9% Sodium Chloride Injection, USP.

4 CONTRAINDICATIONS

None
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5 WARNINGS AND PRECAUTIONS

51 Patients with Neutropenia

The safety and efficacy of SIVEXTRO in patients with neutropenia (neutrophil counts <1000 cells/mm®) have not been adequately
evaluated. In an animal model of infection, the antibacterial activity of SIVEXTRO was reduced in the absence of granulocytes [see
Clinical Pharmacology (12.2)]. Alternative therapies should be considered when treating patients with neutropenia and acute bacterial
skin and skin structure infection.

5.2 Clostridium difficile-Associated Diarrhea

Clostridium difficile-associated diarrhea (CDAD) has been reported for nearly all systemic antibacterial agents including SIVEXTRO,
with severity ranging from mild diarrhea to fatal colitis. Treatment with antibacterial agents can alter the normal flora of the colon and
may permit overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin producing strains of C. difficile cause
increased morbidity and mortality, as these infections can be refractory to antibacterial therapy and may require colectomy. CDAD
must be considered in all patients who present with diarrhea following antibiotic use. Careful medical history is necessary because
CDAD has been reported to occur more than two months after the administration of antibacterial agents.

If CDAD is suspected or confirmed, antibacterial use not directed against C. difficile should be discontinued, if possible. Appropriate
measures such as fluid and electrolyte management, protein supplementation, antibacterial treatment of C. difficile, and surgical
evaluation should be instituted as clinically indicated.

5.3 Development of Drug-Resistant Bacteria

Prescribing SIVEXTRO in the absence of a proven or strongly suspected bacterial infection or prophylactic indication is unlikely to
provide benefit to the patient and increases the risk of the development of drug-resistant bacteria.

6 ADVERSE REACTIONS

6.1 Adverse Reactionsin Clinical Trials

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in clinical trials of a drug
cannot be compared directly to rates from clinical trials of another drug and may not reflect rates observed in practice.

Adverse reactions were evaluated for 1050 patients treated with SIVEXTRO and 662 patients treated with the comparator antibacterial
drug in two Phase 2 and two Phase 3 clinical trials. The median age of patients treated with SIVEXTRO in the Phase 2 and Phase 3
trials was 42 years, ranging between 17 and 86 years old. Patients treated with SIVEXTRO were predominantly male (65%) and
White (82%).

Serious Adver se Reactions and Adver se Reactions L eading to Discontinuation

Serious adverse reactions occurred in 12/662 (1.8%) of patients treated with SIVEXTRO and in 13/662 (2.0%) of patients treated with
the comparator. SIVEXTRO was discontinued due to an adverse reaction in 3/662 (0.5%) of patients and the comparator was
discontinued due to an adverse reaction in 6/662 (0.9%) of patients.

Most Common Adver se Reactions

The most common adverse reactions in patients treated with SIVEXTRO were nausea (8%), headache (6%), diarrhea (4%), vomiting
(3%), and dizziness (2%). The median time of onset of adverse reactions was 5 days for both SIVEXTRO and linezolid with 12%
occurring on the second day of treatment in both treatment groups.

Table 2 lists selected adverse reactions occurring in at least 2% of patients treated with SIVEXTRO in clinical trials.
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Table 2: Selected Adverse Reactions Occurring in >2% of Patients Receiving SIVEXTRO in the Pooled Phase 3 ABSSSI

Clinical Trials
Pooled Phase 3 ABSSSI Clinical Trials
Adverse Reactions SIVEXTRO Linezolid
(200 mg oral/intravenous once daily for 6 days) (600 mg oral/intravenous twice daily for 10 days)
(N=662) (N=662)

Gastrointestinal Disorders

Nausea 8% 12%

Diarrhea 4% 5%

Vomiting 3% 6%
Nervous System Disor der

Headache 6% 6%

Dizziness 2% 2%

Safety was additionally evaluated in a randomized, double-blind, multicenter study conducted in China, the Philippines, Taiwan, and
the US, which included a total of 292 adult patients treated with tedizolid 200 mg administered IV and/or oral once daily for 6 days for
the treatment of ABSSSI. The safety profile in this study was similar to the Phase 3 clinical trials; however, infusion site reactions
(phlebitis) were reported in 3.1% of tedizolid-treated subjects, particularly among Asian patients.

The following selected adverse reactions were reported in SIVEXTRO-treated patients at a rate of less than 2% in these clinical trials:
Blood and Lymphatic System Disorders. anemia

Cardiovascular: palpitations, tachycardia

Eye Disorders. asthenopia, vision blurred, visual impairment, vitreous floaters

General Disorders and Administration Site Conditions: infusion-related reactions

Immune System Disorders. drug hypersensitivity

Infections and Infestations: Clostridium difficile colitis, oral candidiasis, vulvovaginal mycotic infection
Investigations: hepatic transaminases increased, white blood cell count decreased

Nervous System Disorders: hypoesthesia, paresthesia, VII™ nerve paralysis

Psychiatric Disorders: insomnia

Skin and Subcutaneous Tissue Disorders. pruritus, urticaria, dermatitis

Vascular Disorders: flushing, hypertension

Laboratory Parameters

Hematology laboratory abnormalities that were determined to be potentially clinically significant in the pooled Phase 3 ABSSSI
clinical trials are provided in Table 3.
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Table 3: Potentially Clinically Significant L owest Laboratory Valuesin the Pooled Phase 3 ABSSSI Clinical Trials

Potentially Clinically Significant Values*"
SIVEXTRO Linezolid
Laboratory Assay oral /(iict)?alcgnous (600 mg or al/intravenous
. twice daily for 10 days)
once daily for 6 days) (N=617)
(N=618)*
Hemoglobin
(<10.1 g/dL [M]) 3.1% 3.7%
(<9 g/dL [F])
Platelet count 0 0
(<112 % 10mm) 2.3% 4.9%
Absolute neutrophil count 0 0
(<0.8 x 10¥/mnr’) 0-5% 0.6%

M = male; F = female

* <75% (<50% for absolute neutrophil count) of lower limit of normal (LLN) for values normal at baseline
" Represents lowest abnormal post-baseline value through the last dose of active drug

* Number of patients with non-missing laboratory values

Myelosuppression

Phase 1 studies conducted in healthy adults exposed to SIVEXTRO for 21 days showed a possible dose and duration effect on
hematologic parameters beyond 6 days of treatment. In the Phase 3 trials, clinically significant changes in these parameters were
generally similar for both treatment arms (see Table 3).

Peripheral and Optic Neuropathy

Peripheral and optic neuropathy have been described in patients treated with another member of the oxazolidinone class for longer
than 28 days. In Phase 3 trials, reported adverse reactions for peripheral neuropathy and optic nerve disorders were similar between
both treatment arms (peripheral neuropathy 1.2% vs. 0.6% for tedizolid phosphate and linezolid, respectively; optic nerve disorders
0.3% vs. 0.2%, respectively). No data are available for patients exposed to SIVEXTRO for longer than 6 days.

7 DRUG INTERACTIONS

Orally administered SIVEXTRO inhibits Breast Cancer Resistance Protein (BCRP) in the intestine, which can increase the plasma
concentrations of orally administered BCRP substrates, and the potential for adverse reactions. If possible, an interruption in the
treatment of the co-administered BCRP substrate medicinal product should be considered during treatment with SIVEXTRO,
especially for BCRP substrates with a narrow therapeutic index (e.g., methotrexate or topotecan). If coadministration cannot be
avoided, monitor for adverse reactions related to the concomitantly administered BCRP substrates, including rosuvastatin. [See
Clinical Pharmacology (12.3).]

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category C

There are no adequate and well-controlled studies of SIVEXTRO in pregnant women. SIVEXTRO should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus.

In embryo-fetal studies, tedizolid phosphate was shown to produce fetal developmental toxicities in mice, rats, and rabbits. Fetal
developmental effects occurring in mice in the absence of maternal toxicity included reduced fetal weights and an increased incidence
of costal cartilage anomalies at the high dose of 25 mg/kg/day (4-fold the estimated human exposure level based on AUCs). In rats,
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decreased fetal weights and increased skeletal variations including reduced ossification of the sternebrae, vertebrae, and skull were
observed at the high dose of 15 mg/kg/day (6-fold the estimated human exposure based on AUCs) and were associated with maternal
toxicity (reduced maternal body weights). In rabbits, reduced fetal weights but no malformations or variations were observed at doses
associated with maternal toxicity. The no observed adverse effect levels (NOAELSs) for fetal toxicity in mice (5 mg/kg/day), maternal
and fetal toxicity in rats (2.5 mg/kg/day), and rabbits (1 mg/kg/day) were associated with tedizolid plasma area under the curve (AUC)
values approximately equivalent to (mice and rats) or 0.04-fold (rabbit) the tedizolid AUC value associated with the oral human
therapeutic dose.

In a pre-postnatal study, there were no adverse maternal or offspring effects when female rats were treated during pregnancy and
lactation with tedizolid phosphate at the highest tested dose of 3.75 mg/kg/day, with plasma tedizolid exposure (AUC) approximately
equivalent to the human plasma AUC exposure at the clinical dose of 200 mg/day.

8.3 Nursing Mothers

Tedizolid is excreted in the breast milk of rats. It is not known whether tedizolid is excreted in human milk. Because many drugs are
excreted in human milk, caution should be exercised when SIVEXTRO is administered to a nursing woman.

8.4 Pediatric Use

Safety and effectiveness in pediatric patients below the age of 18 have not been established.

8.5 Geriatric Use

Clinical studies of SIVEXTRO did not include sufficient numbers of subjects aged 65 and over to determine whether they respond
differently from younger subjects. No overall differences in pharmacokinetics were observed between elderly subjects and younger
subjects.

10 OVERDOSAGE

In the event of overdosage, SIVEXTRO should be discontinued and general supportive treatment given. Hemodialysis does not result
in meaningful removal of tedizolid from systemic circulation.

11 DESCRIPTION
SIVEXTRO (tedizolid phosphate), a phosphate prodrug, is converted to tedizolid in the presence of phosphatases.

Tedizolid phosphate has the chemical name [(5R)-(3-{3-Fluoro-4-[6-(2-methyl-2H-tetrazol- 5-yl) pyridin-3-yl]phenyl}-2-
oxooxazolidin- 5-ylJmethyl hydrogen phosphate.

Its empirical formula is C7H sFN¢O4P and its molecular weight is 450.32. Its structural formula is:
(@]

N N>\\o
|
NN \)\/
=N = O, P’OH
F 0" “OH
Tedizolid phosphate is a white to yellow solid and is administered orally or by intravenous infusion.

The pharmacologically active moiety, tedizolid, is an antibacterial agent of the oxazolidinone class.

SIVEXTRO tablets contain 200 mg of tedizolid phosphate, and the following inactive ingredients: microcrystalline cellulose,
mannitol, crospovidone, povidone, and magnesium stearate. In addition, the film coating contains the following inactive ingredients:
polyvinyl alcohol, titanium dioxide, polyethylene glycol/macrogol, talc, and yellow iron oxide.

SIVEXTRO for injection is a sterile, white to off-white sterile lyophilized powder for injection in single-use vials of 200 mg. The
inactive ingredients are mannitol (105 mg), sodium hydroxide, and hydrochloric acid, which is used in minimal quantities for pH
adjustment.
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12 CLINICAL PHARMACOLOGY

12.1 M echanism of Action

Tedizolid phosphate is the prodrug of tedizolid, an antibacterial agent [ see Clinical Pharmacology (12.3), (12.4)].

12.2 Phar macodynamics
The AUC/minimum inhibitory concentration (MIC) was shown to best correlate with tedizolid activity in animal infection models.

In the mouse thigh infection model of S. aureus, antistaphylococcal killing activity was impacted by the presence of granulocytes. In
granulocytopenic mice (neutrophil count <100 cells/mL), bacterial stasis was achieved at a human-equivalent dose of approximately
2000 mg/day; whereas, in non-granulocytopenic animals, stasis was achieved at a human-equivalent dose of approximately
100 mg/day. The safety and efficacy of SIVEXTRO for the treatment of neutropenic patients (neutrophil counts <1000 cells/mm”)
have not been evaluated.

Cardiac Electrophysiology

In a randomized, positive- and placebo-controlled crossover thorough QTc study, 48 enrolled subjects were administered a single oral
dose of SIVEXTRO at a therapeutic dose of 200 mg, SIVEXTRO at a supratherapeutic dose of 1200 mg, placebo, and a positive
control; no significant effects of SIVEXTRO on heart rate, electrocardiogram morphology, PR, QRS, or QT interval were detected.
Therefore, SIVEXTRO does not affect cardiac repolarization.

12.3 Phar macokinetics

Tedizolid phosphate is a prodrug that is converted by phosphatases to tedizolid, the microbiologically active moiety, following oral
and intravenous administration. Only the pharmacokinetic profile of tedizolid is discussed further due to negligible systemic exposure
of tedizolid phosphate following oral and intravenous administration. Following multiple once-daily oral or intravenous
administration, steady-state concentrations are achieved within approximately three days with tedizolid accumulation of
approximately 30% (tedizolid half-life of approximately 12 hours). Pharmacokinetic (PK) parameters of tedizolid following oral and
intravenous administration of 200 mg once daily tedizolid phosphate are shown in Table 4.

Table 4: Mean (Standard Deviation) Tedizolid Phar macokinetic Parameter s Following Single and Multiple Oral and
Intravenous Administration of 200 mg Once-Daily Tedizolid Phosphate

Phar macokinetic Oral Intravenous
Parameters of Tedizolid* Single Dose Steady State Single Dose Steady State
Conax (Meg/mL) 2.0 (0.7) 2.2 (0.6) 2.3 (0.6) 3.0 (0.7)
Ty (B0 2.5(1.0 - 8.0) 3.5(1.0 - 6.0) 1.1 (0.9-1.5) 12(0.9-1.5)
AUC (meg-hr/mL) 23.8 (6.8) 25.6 (8.4) 26.6 (5.2) 292 (6.2)
CL or CL/F (L/hr) 6.9 (1.7) 8.4 (2.1) 6.4(1.2) 5.9 (1.4)

* Cmax, maximum concentration; T ., time to reach C,,.x; AUC, area under the concentration-time curve; CL, systemic clearance;
CL/F, apparent oral clearance

T Median (range)

* AUC is AUC,., (AUC from time 0 to infinity) for single-dose administration and AUC.,4 (AUC from time 0 to 24 hours) for
multiple-dose administration

Absor ption

Peak plasma tedizolid concentrations are achieved within approximately 3 hours following oral administration under fasting
conditions or at the end of the 1 hour intravenous infusion of tedizolid phosphate. The absolute bioavailability is approximately 91%
and no dosage adjustment is necessary between intravenous and oral administration.

Tedizolid phosphate (oral) may be administered with or without food as total systemic exposure (AUC.,) is unchanged between
fasted and fed (high-fat, high-calorie) conditions.

Distribution
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Protein binding of tedizolid to human plasma proteins is approximately 70 to 90%. The mean steady state volume of distribution of
tedizolid in healthy adults following a single intravenous dose of tedizolid phosphate 200 mg ranged from 67 to 80 L (approximately
twice total body water). Tedizolid penetrates into the interstitial space fluid of adipose and skeletal muscle tissue with exposure similar
to free drug exposure in plasma.

M etabolism

Other than tedizolid, which accounts for approximately 95% of the total radiocarbon AUC in plasma, there are no other significant
circulating metabolites in humans.

There was no degradation of tedizolid in human liver microsomes indicating tedizolid is unlikely to be a substrate for hepatic CYP450
enzymes.

In vitro studies showed that conjugation of tedizolid is mediated via multiple sulfotransferase (SULT) isoforms (SULTIAI,
SULT1A2, and SULT2AL1).

Excretion

Following single oral administration of '*C-labeled tedizolid phosphate under fasted conditions, the majority of elimination occurred
via the liver, with 82% of the radioactive dose recovered in feces and 18% in urine, primarily as a non-circulating and
microbiologically inactive sulfate conjugate. Most of the elimination of tedizolid (>85%) occurs within 96 hours. Less than 3% of the
tedizolid phosphate-administered dose is excreted in feces and urine as unchanged tedizolid.

Specific Populations

Based on the population pharmacokinetic analysis, there are no clinically relevant demographic or clinical patient factors (including
age, gender, race, ethnicity, weight, body mass index, and measures of renal or liver function) that impact the pharmacokinetics of
tedizolid.

Hepatic | mpairment

Following administration of a single 200 mg oral dose of SIVEXTRO, no clinically meaningful changes in mean tedizolid C,,,x and
AUC,., were observed in patients with moderate (n=8) or severe (n=8) hepatic impairment (Child-Pugh Class B and C) compared to 8
matched healthy control subjects. No dose adjustment is necessary for patients with hepatic impairment.

Renal I mpairment

Following administration of a single 200 mg intravenous dose of SIVEXTRO to 8 subjects with severe renal impairment defined as
eGFR <30 mL/min/1.73 mz, the C.x Was essentially unchanged and AUC,,_,, was decreased by less than 10% compared to 8 matched
healthy control subjects. Hemodialysis does not result in meaningful removal of tedizolid from systemic circulation, as assessed in
subjects with end-stage renal disease (eGFR <15 mL/min/1.73 m?). No dosage adjustment is necessary in patients with renal
impairment or patients on hemodialysis.

Geriatric Patients

The pharmacokinetics of tedizolid were evaluated in a Phase 1 study conducted in elderly healthy volunteers (age 65 years and older,
with at least 5 subjects at least 75 years old; n=14) compared to younger control subjects (25 to 45 years old; n=14) following
administration of a single oral dose of SIVEXTRO 200 mg. There were no clinically meaningful differences in tedizolid C,.x and
AUC,., between elderly subjects and younger control subjects. No dosage adjustment of SIVEXTRO is necessary in elderly patients.

Gender

The impact of gender on the pharmacokinetics of SIVEXTRO was evaluated in clinical trials of healthy males and females and in a
population pharmacokinetics analysis. The pharmacokinetics of tedizolid were similar in males and females. No dosage adjustment of
SIVEXTRO is necessary based on gender.

Drug Interaction Studies
Drug Metabolizing Enzymes

Transformation via Phase 1 hepatic oxidative metabolism is not a significant pathway for elimination of SIVEXTRO.
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Neither SIVEXTRO nor tedizolid detectably inhibited or induced the metabolism of selected CYP enzyme substrates, suggesting that
drug-drug interactions based on oxidative metabolism are unlikely.

Membrane Transporters

The potential for tedizolid or tedizolid phosphate to inhibit transport of probe substrates of important drug uptake (OAT1, OATS3,
OATPIB1, OATPIB3, OCTI1, and OCT2) and efflux transporters (P-gp and BCRP) was tested in vitro. No clinically relevant
interactions are expected to occur with these transporters except BCRP.

Coadministration of multiple oral doses of SIVEXTRO (200 mg once daily) increased the C,,,x and AUC of rosuvastatin (10 mg
single oral dose), a known BCRP substrate, by approximately 55% and 70%, respectively, in healthy subjects [see Drug Interactions

M.
Monoamine Oxidase | nhibition

Tedizolid is a reversible inhibitor of monoamine oxidase (MAO) in vitro. The interaction with MAO inhibitors could not be evaluated
in Phase 2 and 3 trials, as subjects taking such medications were excluded from the trials.

Adrenergic Agents

Two placebo-controlled crossover studies were conducted to assess the potential of 200 mg oral SIVEXTRO at steady state to enhance
pressor responses to pseudoephedrine and tyramine in healthy individuals. No meaningful changes in blood pressure or heart rate were
seen with pseudoephedrine. The median tyramine dose required to cause an increase in systolic blood pressure of >30 mmHg from
pre-dose baseline was 325 mg with SIVEXTRO compared to 425 mg with placebo. Palpitations were reported in 21/29 (72.4%)
subjects exposed to SIVEXTRO compared to 13/28 (46.4%) exposed to placebo in the tyramine challenge study.

Serotonergic Agents

Serotonergic effects at doses of tedizolid phosphate up to 30-fold above the human equivalent dose did not differ from vehicle control
in a mouse model that predicts serotonergic activity. In Phase 3 trials, subjects taking serotonergic agents including antidepressants
such as selective serotonin reuptake inhibitors (SSRIs), tricyclic antidepressants, and serotonin 5-hydroxytryptamine (5-HT1) receptor
agonists (triptans), meperidine, or buspirone were excluded.

12.4 Micraobiology

Tedizolid belongs to the oxazolidinone class of antibacterial drugs.

M echanism of Action

The antibacterial activity of tedizolid is mediated by binding to the 50S subunit of the bacterial ribosome resulting in inhibition of
protein synthesis. Tedizolid inhibits bacterial protein synthesis through a mechanism of action different from that of other non-
oxazolidinone class antibacterial drugs; therefore, cross-resistance between tedizolid and other classes of antibacterial drugs is
unlikely. The results of in vitro time-kill studies show that tedizolid is bacteriostatic against enterococci, staphylococci, and
streptococci.

M echanism of Resistance

Organisms resistant to oxazolidinones via mutations in chromosomal genes encoding 23S rRNA or ribosomal proteins (L3 and L4) are
generally cross-resistant to tedizolid. In the limited number of Staphylococcus aureus strains tested, the presence of the
chloramphenicol-florfenicol resistance (cfr) gene did not result in resistance to tedizolid in the absence of chromosomal mutations.

Frequency of Resistance
Spontaneous mutations conferring reduced susceptibility to tedizolid occur in vitro at a frequency rate of approximately 107
Interaction with Other Antimicraobial Drugs

In vitro drug combination studies with tedizolid and aztreonam, ceftriaxone, ceftazidime, imipenem, rifampin,
trimethoprim/sulfamethoxazole, minocycline, clindamycin, ciprofloxacin, daptomycin, vancomycin, gentamicin, amphotericin B,
ketoconazole, and terbinafine demonstrate neither synergy nor antagonism.
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Spectrum of Activity

Tedizolid has been shown to be active against most isolates of the following bacteria, both in vitro and in clinical infections, as
described in Indications and Usage (1).

Aerobic and Facultative Gram-positive Bacteria
Saphylococcus aureus (including methicillin-resistant [MRSA] and methicillin-susceptible [MSSA] isolates)
Streptococcus pyogenes
Streptococcus agalactiae
Streptococcus anginosus Group (including S. anginosus, S. intermedius, and S. constellatus)

Enterococcus faecalis

The following in vitro data are available, but their clinical significance has not been established. At least 90% of the following
microorganisms exhibit an in vitro minimum inhibitory concentration (MIC) less than or equal to 0.5 mcg/mL for tedizolid. However,
the safety and effectiveness of SIVEXTRO in treating clinical infections due to these microorganisms have not been established in
adequate and well-controlled clinical trials.

Aerobic and Facultative Anaerobic Gram-positive Bacteria
Saphylococcus epidermidis (including methicillin-susceptible and methicillin-resistant isolates)
Saphylococcus haemolyticus
Saphylococcus lugdunensis

Enterococcus faecium

Susceptibility Test Methods

When available, the clinical microbiology laboratory should provide cumulative results of the in vitro susceptibility test results for
antimicrobial drugs used in local hospitals and practice areas to the physician as periodic reports that describe the susceptibility profile
of nosocomial and community-acquired pathogens. These reports should aid the physician in selecting an effective antibacterial drug
for treatment.

Dilution Techniques

Quantitative methods are used to determine antimicrobial minimum inhibitory concentrations (MICs). These MIC values provide
estimates of the susceptibility of bacteria to antimicrobial compounds. The MIC values should be determined using a standardized
procedure based on dilution methods (broth, agar, or microdilution) or equivalent using standardized inoculum and concentrations of
tedizolid." > The MIC values should be interpreted according to the criteria provided in Table 5.

Table5: Susceptibility Test Interpretive Criteriafor SIVEXTRO

Minimum Inh|b|to/ry Concentrations Disk Diffusion Zone Diameter (mm)

Pathogen (meg/mL)

S I R S I R
Staphylococcus aureus
(methicillin-resistant and methicillin- <0.5 1 >2 >19 16 - 18 <15
susceptible isolates)
Sreptococcus pyogenes <0.5 - - >18 - -
Sreptococcus agalactiae <0.5 - - >18 - -
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Minimum Inhibitory Concentrations

Disk Diffusion Zone Diameter (mm)

Pathogen (meg/mL )

S I R S R
Sreptococcus anginosus Group* <0.25 - - >17 -
Enterococcus faecalis <0.5 - - >19 -

S=susceptible, [=intermediate, R=resistant
* Includes S. anginosus, S. intermedius, S. constellatus

Diffusion techniques

Quantitative methods that require measurement of zone diameters also provide reproducible estimates of the susceptibility of bacteria
to antimicrobial compounds. The standardized procedure requires the use of standardized inoculum concentrations.>* This procedure
uses paper disks impregnated with 20 mcg tedizolid to test the susceptibility of microorganisms to tedizolid. Reports from the
laboratory providing results of the standard single-disk susceptibility test with a 20 mcg tedizolid disk should be interpreted according
to the criteria in Table 5.

A report of “Susceptible” indicates that the antimicrobial drug is likely to inhibit growth of the pathogen if the antimicrobial drug
reaches the concentration usually achievable at the site of infection. A report of “Intermediate” indicates that the result should be
considered equivocal, and if the microorganism is not fully susceptible to alternative drugs, the test should be repeated. This category
implies possible clinical efficacy in body sites where the drug is physiologically concentrated. This category also provides a buffer
zone that prevents small uncontrolled technical factors from causing major discrepancies in interpretation. A report of “Resistant”
indicates that the antimicrobial drug is not likely to inhibit growth of the pathogen if the antimicrobial drug reaches the concentrations
usually achievable at the infection site; other therapy should be selected.

Quality Control

Standardized susceptibility test procedures require the use of laboratory control microorganisms to monitor and ensure the accuracy
and precision of supplies and reagents used in the assay, and the techniques of the individuals performing the test."** Standardized
tedizolid powder should provide the following range of MIC values noted in Table 6. For the diffusion technique using the 20 mcg
tedizolid disk, results within the ranges specified in Table 6 should be observed.

Table 6: Acceptable Quality Control Rangesfor Susceptibility Testing

Quality Control Organism Minimum Inhibitory Disk Diffusion
y 9 Concentrations (mcg/mL) (zone diameter in mm)
Staphylococcus aureus .
0.12-1 Not Applicable
ATCC 29213
Saphylococcus aureus
apny vsad 0.12-0.5 22-29
ATCC 25923*
Enterococcus faecalis .
0.25-1 Not Applicable
ATCC 29212
Streptococcus pneumoniae
0.12-0.5 24 -30
ATCC 49619

*QC range for S aureus ATCC 25923 with tedizolid is 0.12-0.5ug/mL which exhibits less trailing and is easier to read. This strain is
considered supplemental and not required for routine user QC.

13 NONCLINICAL TOXICOLOGY

131 Carcinogenesis, M utagenesis, | mpairment of Fertility

Long-term carcinogenicity studies have not been conducted with tedizolid phosphate.
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Tedizolid phosphate was negative for genotoxicity in all in vitro assays (bacterial reverse mutation (Ames), Chinese hamster lung
(CHL) cell chromosomal aberration) and in all in vivo tests (mouse bone marrow micronucleus, rat liver unscheduled DNA synthesis).
Tedizolid, generated from tedizolid phosphate after metabolic activation (in vitro and in vivo), was also tested for genotoxicity.
Tedizolid was positive in an in vitro CHL cell chromosomal aberration assay, but negative for genotoxicity in other in vitro assays
(Ames, mouse lymphoma mutagenicity) and in vivo in a mouse bone marrow micronucleus assay.

In a fertility study, oral tedizolid phosphate had no adverse effects on the fertility or reproductive performance, including
spermatogenesis, of male rats at the maximum tested dose (50 mg/kg/day) with a plasma tedizolid AUC approximately 5-fold greater
than the plasma AUC value in humans at the oral therapeutic dose. Tedizolid phosphate also had no adverse effects on the fertility or
reproductive performance of adult female rats at doses up to the maximum tested (15 mg/kg/day). Plasma tedizolid exposure (AUC) at
this NOAEL in female rats was approximately 4-fold higher than that in humans at the oral therapeutic dose.

13.2 Animal Toxicology and/or Phar macology

Repeated-oral and intravenous dosing of tedizolid phosphate in rats in 1-month and 3-month toxicology studies produced dose- and
time-dependent bone marrow hypocellularity (myeloid, erythroid, and megakaryocyte), with associated reduction in circulating RBCs,
WBCs, and platelets. These effects showed evidence of reversibility and occurred at plasma tedizolid exposure levels (AUC) >6-fold
greater than the plasma exposure associated with the human therapeutic dose. In a 1-month immunotoxicology study in rats, repeated
oral dosing of tedizolid phosphate was shown to significantly reduce splenic B cells and T cells and reduce plasma IgG titers. These
effects occurred at plasma tedizolid exposure levels (AUC) >3-fold greater than the expected human plasma exposure associated with
the therapeutic dose.

14 CLINICAL STUDIES

14.1 Acute Bacterial Skin and Skin Structure I nfections

A total of 1333 adults with acute bacterial skin and skin structure infections (ABSSSI) were randomized in two multicenter,
multinational, double-blind, non-inferiority trials. Both trials compared SIVEXTRO 200 mg once daily for 6 days versus linezolid
600 mg every 12 hours for 10 days. In Trial 1, patients were treated with oral therapy, while in Trial 2, patients could receive oral
therapy after a minimum of one day of intravenous therapy. Patients with cellulitis/erysipelas, major cutaneous abscess, or wound
infection were enrolled in the trials. Patients with wound infections could have received aztreonam and/or metronidazole as adjunctive
therapy for gram-negative bacterial coverage, if needed. The intent-to-treat (ITT) patient population included all randomized patients.

In Trial 1, 332 patients with ABSSSI were randomized to SIVEXTRO and 335 patients were randomized to linezolid. The majority
(91%) of patients treated with SIVEXTRO in Trial 1 were less than 65 years old with a median age of 43 years (range: 18 to 86 years).
Patients treated with SIVEXTRO were predominantly male (61%) and White (84%); 13% had BMI >35 kg/m”, 8% had diabetes
mellitus, 35% were current or recent intravenous drug users, and 2% had moderate to severe renal impairment. The overall median
surface area of infection was 188 cm”. The types of ABSSSI included were cellulitis/erysipelas (41%), wound infection (29%), and
major cutaneous abscess (30%). In addition to local signs and symptoms of infection, patients were also required to have at least one
regional or systemic sign of infection at baseline, defined as lymphadenopathy (87% of patients), temperature 38°C or higher (16% of
patients), white blood cell count greater than 10,000 cells/mm’ or less than 4000 cells/mm’ (42%), or 10% or more band forms on
white blood cell differential (4%).

The primary endpoint in Trial 1 was early clinical response defined as no increase from baseline lesion area at 48-72 hours after the
first dose and oral temperature of <37.6°C, confirmed by a second temperature measurement within 24 hours in the ITT population.

In Trial 2, 332 patients with ABSSSI were randomized to SIVEXTRO and 334 patients were randomized to linezolid. The majority
(87%) of patients treated with SIVEXTRO in Trial 2 were less than 65 years old with a median age of 46 years (range: 17 to 86 years).
Patients treated with SIVEXTRO were predominantly male (68%) and White (86%); 16% had BMI >35 kg/mz, 10% had diabetes
mellitus, 20% were current or recent intravenous drug users, and 4% had moderate to severe renal impairment. The overall median
surface area of infection was 231 cm”. The types of ABSSSI included were cellulitis/erysipelas (50%), wound infection (30%), and
major cutaneous abscess (20%). In addition to local signs and symptoms of infection, patients were also required to have at least one
regional or systemic sign of infection at baseline, defined as lymphadenopathy (71% of patients), temperature 38°C or higher (31% of
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patients), white blood cell count greater than 10,000 cells/mm’ or less than 4000 cells/mm’ (53%), or 10% or more band forms on
white blood cell differential (16%).

The primary endpoint in Trial 2 was early clinical response defined as at least a 20% decrease from baseline lesion area at 48-72 hours
after the first dose in the ITT population (Table 7).

Table 7: Early Clinical Responsein the ITT Patient Population

SIVEXTRO Linezolid
(200 mg) (1200 mg)

Treatment Difference
(2-sided 95% CI)

No increase in lesion surface area from baseline and oral temperature of <37.6°C, confirmed by a second temperature
measur ement within 24 hours at 48-72 hour s*

Trial 1, N 332 335

Responder, n (%) 264 (79.5) 266 (79.4) 0.1(-6.1,6.2)
Trial 2, N 332 334

Responder, n (%) 286 (86.1) 281 (84.1) 2.0(-3.5,7.3)
At least a 20% decrease from baselinein lesion area at 48-72 hours'
Trial 1, N 332 335

Responder, n (%) 259 (78.0) 255(76.1) 1.9 (-4.5, 8.3)
Trial 2, N 332 334

Responder, n (%) 283 (85.2) 276 (82.6) 2.6(-3.0,8.2)

Cl=confidence interval
* Primary endpoint for Trial 1; sensitivity analysis for Trial 2
T Primary endpoint for Trial 2; sensitivity analysis for Trial 1

An investigator assessment of clinical response was made at the post-therapy evaluation (PTE) (7 - 14 days after the end of therapy) in
the ITT and CE (Clinically Evaluable) populations. Clinical success was defined as resolution or near resolution of most disease-
specific signs and symptoms, absence or near resolution of systemic signs of infection if present at baseline (lymphadenopathy, fever,
>10% immature neutrophils, abnormal WBC count), and no new signs, symptoms, or complications attributable to the ABSSSI
requiring further treatment of the primary lesion (Table 8).

Table 8: Investigator-Assessed Clinical Response at Post-therapy Evaluation in ITT and CE Patient Populations from Two
Phase 3 ABSSS| Trials

SIVEXTRO Linezolid Treatment Difference
(200 mg) (1200 mg) (2-sided 95% CI)
n/N (%) n/N (%)
Trial 1
ITT 284/332 (85.5) 288/335 (86.0) 0.5 (-5.8, 4.9)
CE 264/279 (94.6) 267/280 (95.4) -0.8 (-4.6, 3.0)
Trial 2
ITT 292/332 (88.0) 293/334 (87.7) 0.3 (-4.8,5.3)
CE 268/290 (92.4) 269/280 (96.1) -3.7(-7.7,0.2)

Cl=confidence interval; ITT=intent-to-treat; CE=clinically evaluable

Clinical success by baseline pathogens from the primary infection site or blood cultures for the microbiological intent-to-treat (MITT)

patient population for two integrated Phase 3 ABSSSI studies are presented in Table 9 and Table 10.

Reference ID: 4137586
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Table 9: Early Clinical Response by Baseline Pathogen from Two Phase 3 ABSSS| Trials(MITT Population)

Noincreasein lesion surface area

from baseline and oral temperature

At least a 20% decrease from baseline

in lesion area’

of <37.6°C*
Pathogen : : : :
SIVEXTRO Linezolid SIVEXTRO Linezolid
(200 mg) (1200 mg) (200 mg) (1200 mg)
n/N (%) n/N (%) n/N (%) n/N (%)
Staphylococcus aureus 276/329 (83.9) 278/342 (81.3) 280/329 (85.1) 276/342 (80.7)
Methicillin-resistant S. aureus 112/141 (79.4) 113/146 (77.4) 114/141 (80.9) 111/146 (76.0)
Methicillin-susceptible S aureus 164/188 (87.2) 167/198 (84.3) 166/188 (88.3) 167/198 (84.3)
Streptococcus pyogenes 27/33 (81.8) 18/20 (90.0) 25/33 (75.8) 16/20 (80.0)
Sreptococcus anginosus Group 22/30 (73.3) 26/28 (92.9) 22/30(73.3) 25/28 (89.3)
Sreptococcus agalactiae 6/9 (66.7) 8/10 (80.0) 6/9 (66.7) 7/10 (70.0)
Enterococcus faecalis 7/10 (70.0) 3/4 (75.0) 6/10 (60.0) 1/4 (25.0)

Pooled analysis; n=number of patients in the specific category; N=Number of patients with the specific pathogen isolated from the

ABSSSI
* Primary endpoint of Trial 1
" Primary endpoint of Trial 2

Baseline bacteremia in the tedizolid arm with relevant pathogens included two subjects with MRSA, four subjects with MSSA, two

subjects with S. pyogenes, one subject with S, agalactiae, and one subject with S, constellatus. All of these subjects were
Responders at the 48-72 hour evaluation. At the Post-therapy Evaluation (PTE), 8 of 10 subjects were considered clinical

SUCCESSES.

Table 10: Clinical Response at PTE by Baseline Pathogen from Two Phase 3 ABSSSI Trials(MITT Population)

Clinical Response at PTE

(200 mg) (1200 mg)
n/N (%) n/N (%)
Saphylococcus aureus 291/329 (88.5) 303/342 (88.6)

Methicillin-resistant S. aureus

118/141 (83.7)

119/146 (81.5)

Methicillin-susceptible S. aureus

173/188 (92.0)

186/198 (93.9)

Streptococcus pyogenes 30/33 (90.9) 19/20 (95.0)
Sreptococcus anginosus Group 21/30 (70.0) 25/28 (89.3)
Streptococcus agalactiae 8/9 (88.9) 8/10 (80.0)
Enterococcus faecalis 7/10 (70.0) 4/4 (100.0)
Pooled analysis; n=number of patients in the specific category; N=Number of patients with the specific pathogen isolated from the

ABSSSI

Baseline bacteremia in the tedizolid arm with relevant pathogens included two subjects with MRSA, four subjects with MSSA, two
subjects with S, pyogenes, one subject with S, agalactiae, and one subject with S. constellatus. All of these subjects were
Responders at the 48-72 hour evaluation. At the Post-therapy Evaluation (PTE) 8 of 10 subjects were considered clinical successes.
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 Tablets

SIVEXTRO tablets are yellow film-coated oval tablets containing 200 mg of tedizolid phosphate; each tablet is debossed with “TZD”
on one side and “200” on the other side.

They are supplied as follows:
HDPE bottles of 30 tablets with child-resistant closure (NDC 67919-041-01)
Unit dose blister packs of 6 tablets (NDC 67919-041-02)

16.2 For Injection

SIVEXTRO is supplied as a sterile, lyophilized powder for injection in single-use vials of 200 mg. Each 200 mg vial must be
reconstituted with Sterile Water for Injection and subsequently diluted only with 0.9% Sodium Chloride Injection, USP.

They are supplied as follows:
Package of ten 200 mg single-dose vials (NDC 67919-040-01)

16.3 Storage and Handling

SIVEXTRO tablets and SIVEXTRO for injection should be stored at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to
30°C (59°F to 86°F) [see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
Administration with Food

Patients should be informed that SIVEXTRO tablets may be taken with or without food and without any dietary restrictions [see
Dosage and Administration (2.1) and Clinical Pharmacology (12.3)].

Usage Safeguar ds

Patients should be advised that antibacterial drugs including SIVEXTRO should only be used to treat bacterial infections. SIVEXTRO
does not treat viral infections (e.g., the common cold). When SIVEXTRO is prescribed to treat a bacterial infection, patients should be
told that although it is common to feel better early in the course of therapy, the medication should be taken exactly as directed.
Skipping doses or not completing the full course of therapy may (1) decrease the effectiveness of the immediate treatment and (2)
increase the likelihood that bacteria will develop resistance and will not be treatable by SIVEXTRO or other antibacterial drugs in the
future [ see Indications and Usage (1.2)].

Patients should be informed that if they miss a dose, they should take the dose as soon as possible anytime up to 8 hours prior to their
next scheduled dose. If less than 8 hours remains before the next dose, then they should wait until their next scheduled dose. Patients
should take the prescribed number of doses [ see Dosage and Administration (2.1)].

Keep SIVEXTRO and all medications out of reach of children.

Potentially Serious Adver se Reactions
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Patients should be advised that diarrhea is a common problem caused by antibacterial drugs including SIVEXTRO and usually
resolves when the drug is discontinued. Sometimes after starting treatment with antibiotics, patients can develop frequent watery and
bloody stools (with or without stomach cramps and fever) even as late as two or more months after having taken the last dose of the
antibiotic and may be a sign of a more serious intestinal infection [ see Warnings and Precautions (5.2) and Adverse Reactions (6.1)] .
If this occurs, patients should contact their healthcare provider as soon as possible.

Sivextro tablets
Manufactured by: Patheon Inc.
Whitby, Ontario, LIN 5Z5 Canada

Sivextro for injection
Manufactured by: Patheon Italia S.p.A.
03013, Ferentino, FR Italy

For patent information: www.merck.com/product/patent/home.html

Copyright © 2015-2017 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
All rights reserved.

uspi-mk1986-mf-1707r002
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(2.5mg/kg/H) KOUHXOMEENER (Ing/kg/H) X, & hOROTERELEEST LTIV
U ROMBERE MR FHEfE (AUC) LIFERL (v AKOT v b)) XL 0.04 %5 (UHF) T
& % AUC i & DBIEMEDGRD BTz,

HAERT R O A SRR IR IR R O AL R OMEZ » M7 oY) R VBT AT V% dxca A

& 3.75mg/kg/ H CHE- LIz & 2 A, BHAKR O HICHERIEMITRd o7z, 20 & & oM
$e7 oY) NigdgE R (AUC) 13 200mg/ H DR&IR &4 G-Rpod b b M AUC BREE & & FIEF LT
Hol,

8.3 SRR

TV RIET Y hORELPICBITT S, 7Y U R e NEERLFICEITT 2008 9 23R
ThHbH, < OFEFINE SREFICBITT 572, SIVEXTRO ZAMICHK 5T 2L ICITEE
TAHZ L,

8.4 INREFEADERE
18 A D /N BE NI D LR OH TS ST TV 2R,

8.5 SHEANDRS

SIVEXTRO D IR FRER I X IR & 70 D SRS R 2 B 532 5 DI 43 725D 65 7%
LI EOWBRE 2kt G & LT\ Rino o, milin s & EHFEE L& O TIERMBIREICHR G 2213780
IR T,
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10 BERE
WEREOBAI2I%, SIVEXTRO #5291k U, — AR TR EZ1TH 2 &, KB %
ToTHIERBERNOT VY RBRFERICEEINDIDITTIIR N,

1 HARE - MR

Vo7 m K7y 7 Tihd SIVEXTRO (7Y U R UVBRT AT V) [FHRAT 7 4 —BITLY
TV RIZEBIND,

b5 : [ (6R)—(3—{3-Fluoro—4-[6— (2-methyl-24tetrazol-5-yl) pyridin—3—yl]phenyl}—2—
oxooxazolidin-5-yl]methyl hydrogen phosphate

5313 ¢ CusHigFNeOeP

5y 1 450. 32

=
O
_N
N= 7\
oy
NN = \/J\»/O\/OH

o OH
TV RY VBT AT VTAB~EHAOEETH Y . B0 XIIEIRNE S S b,
FEIEMME CH DT VY Y RiZAFH Y VY VROFEIETH 2,
SIVEXTROSEITIET Y ) R U U™ A7 /L 200mg DIEH HEINI & LTRSS L m— 2
Y= bR JRARE RS, RERCROATT Y U~ 7320 L3
BENTVD, EBIT, Tqhba—T 4 Y ZITEIRIME LTHY E=A7 L a—1, B
FHy RYVTFLL ) a—)/ ~wrsad— ZL7hOES = ISR EEN TS
VESF ] SIVEXTRO (%, 200mg oD HAEWE Fl/SA 7 /AT A 5 7= [ 8~ IR 148,00 15 F o0 DR vl
BMARTH D, WL, ~>=hk— (105mg), AT LU 7 AROMEEETH Y . pH M
O DI ERIEKENH NI TN

12 B PR 238
12. 1 EFRERF
TV U RV UBTATNET VYU ROT e R v 7 THY HIEEKTH D [ FLFERE (12, 3)
KO (12.4) ],

12.2 FEhZ
AUC/ Fre/NE B PRI E (MIC) 138 DEGEE T MICBW T T U U RIEME &b K <AHES
LT\,

Hifa 7 RERE O~ 7 A KBRERRGLE T L TlE, FERIEROIELED SIVEXTRO OHL 7 R 7 BR 2
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FIEVEIC B KIF U, FERIERBID ~ 7 2 Tk (G ERE 100/ml R9m5) . & MEYSHER
2000mg/ H % & 5B M OFF IRREAF Dz, —J7, TBRIERED T3~ A TiE, b
NMEY K 100mg/ H &2 5-Rp BB O Ff LLIRIEDMG D avic, AFhERBIME RS (P EkEL
1000/mm® i) DIEIPRITHT D SIVEXTRO D224t e O RhPEILFEAM S ATz,

DMEESEES
IEVELAL, BREXTIR K OV 7 2 RS 1 A4 — N—QTc FFMEREBR T, ek S /-y 48
{5112 STVEXTRO DA% & 200mg, SIVEXTRO DiGHE % L5 & TH 5 1200mg, 77 LR KO
PP RRSE 2 R O B L7z & 2 A, Dff. DB OTERE, PR. QRS KON QT MF&IZx
% SIVEXTRO DA /R BITZR D 7oz, L7eAy - T, SIVEXTRO IZ X 2D F MR~ D5
£ C NS A WA AN

12.3 EWEhEE

TV U RU VR RT VTR ORGSR OFRIRNIE GRICR R T 7 2 —BI2 L - THAED:
7RISR ChHHT VY ) RIZERSND 71 KT v 7 Th D, &0 G KOFIRN R 5%
DTV Y R VBT AT NVOEHREEREIIZS TN ThL2H, 7Y Y ROy HETE

277 AMIONWTORS BITHFT 5, 1 B 1 EOR MG TR & G 2 E 5 R 50 L
Teoh MR, 3 AUNICT UV U R 30% R L7REECEFIRREICE L (7
VY RO 12 BB, 412, 7YV U KU UEET 271 200mg O 1 H 1 [BIFE M
H R OFIRNER G- LT OEmEiE (PK) T X —X ZRd,

R4 TOVYR)UEETZATIL200mg 1 B 1 BOEOAXRUVEIRNANOEREUVREREERD
TOVY FEYERE/NT A -2 DFEYE (FERE)

FOVY ROEY #0 AR

BEAT A" BEES T IR BE BEES IR BE
Cuax (meg/mL) 2.0 (0.7) 2.2 (0.6) 2.3 (0.6) 3.0 (0.7)
T (hr) T 2.5 (1.0 -8.0) | 3.5 (1.0 -6.0) | 1.1 (0.9 - 1.5) | 1.2 (0.9 - 1.5)
AUC

(mog: hr/nL) * 23.8 (6.8) 25.6 (8.4) 26.6 (5.2) 29.2 (6.2)
CL Xi%

CL/F (L/hr) 6.9 (1.7) 8.4 (2.1) 6.4 (1.2) 5.9 (1.4)

* Cuax  BRIRIE . Toax © Coox BIEERFRA], AUC : JREHRIR TG, CL: 2527 U T T X, CL/F: AT oRkos
VrZ oA

TR fE (EPH)

POAUC TR BTk D AUC)-oo (0 2 DEEFR KR E T AUC) K OB G5 AUCoos (0 525> 24 Wi &
TOHAIC) Th b,

IR 4R
ZEERFCT VY ) R Y VR X T VAR DR G L2 3 RN, 37T oY ) B U e A
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TV 1 BT TRIRN RS TR, TV Y ROf S i R C B Uiz, fadf o
ATRATEY T A% TH Y FIRNES & R ARG THERGIIRETH 5,
TV RY VBT ATIL (1RA) ORHGEER (AUC)«) IXZEMERs & B AR (R, &
Y —) TENRP-TZEND, BREROZEBRRICOPDOLTRETHZENTED,
kil

7YY Y FOob MUEER~OEBAFBEFRITN 710~90%Th b, EKACTIY U RY &
it 27 L 200mg % HEIFHRNE G- L2 & & D7 V' U ROEFREDAAEO AT 67
~80L (KNFAKIEDR 2 %) Thotz, TV U NITNERRE & OVE A& SRR o W e
AT T 20, ZOREOIEGEEIL, MAEHOIEFEEMEMIC L LBERLFKTH D,

(|

HER DR ELGTHEIRSE AUC D) 95% % 557 VY ) ROIENZ, & MIBWTEE R MF
(L7 = eA AN
E MFI 7 v Y —=LTET VY FOGRFATONR TR 2O Z 8137 VY U R
D CYP450 BRI T 5 A H Th 5 AletE RN Z L A27R LT D,
Invitro R TIL. TV U FOBBITEHDOANK T AT 25— SULD) T A Y 74—
2 (SULTIAL, SULTIAZ }rUFSULT2A1) %445 Z LAVRENT,

Bt

MC T UV Y R VAT AT LA ZEERFIC IR ARG L & & HRlko KRER T AT
L TATo, FISFHEERNE TRUEM IS ANEME ORI AR & LT, BEHBIHEED 82% 18
FEHP LD, B%BNRFLVENR S, TPV Y ROPEIEOIZE A LD (85%18) 96 HEfE#4
ETIATOND, BHEINZT VYY) R VBEAT VO 3%RFEPRENEDT OV ) R
L CELIRPICHRES T,

HEOEKH

REEHEED B RBARHT ORI, 7 Y U FOIEYEIREIC 8 & KT T ERIRAYICEE 2 N AR
FIIE 7 & OB ORRARFHIR 7 (R, MERI. AHL, RN, RE, IR BHhe
JTHSRERRAAR) 1372272,

FF%EEEE
AR (8 ) SUXESE (8 f5) DATHEREFEE B (Child-Pugh 4348 B T8 C) (Z SIVEXTRO 200mg
AHERE ARG Lz & A T DR RERE 8l L ik LT, 7Y U RO G LY
AUCo-oo FEIEIZ BRIR B B 2 BV ITFR D AL 7R o T2, FHERERE B 1 xh3- 5 H S HiIE
RETH D,

10
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EHREIEE

HJE O BHEREREEWERE 8 B (eGFR 30mL/min/1. 73m® AR & E#) 1 SIVEXTRO 200mg % Hi[m]
RN G- LT & 2 A, KT 2 4R BB 8 5l & Flt LT G 13EEARRITEALE T,
AUCo-eol & 10% AR I LTz, R OB EHERE (eGFR 15mL/min/1. 73m” Kifi) TR ST
WA E DI, MIKEITIZ L > TRFERMN LT VY ) REFBICBRET S Z LIXTER)NoT,
R HRERE AR S LM IRENT B E (T 2 A ERENIAETH D,

EhE

B m g (65 L LT D7 < & b 5B T LL_ L ORISR 4 Gde: 14 ) % 5%t 5212 STVEXTRO
200mg Z HEREO# G L7281 MRBRT, 7V VU NOERWENEZ I5H4EE OXIIREE (25~45
. 14 1) & HHR U TRl L7z, mlind & EFEE DRI TT VY U RO Cpay MUY AUCo-oo [ Jif
IRENZEE R 2T O e o T, @il 1Zx3 % SIVEXTRO O H &I A ETH 5,

5

PERI1AY SIVEXTRO O FEYENREIZ MAF T 5280, R B xt5 & U 72 B ik M OVE 34
FREfRIT CRMli STz, T2 Y RoEyEhaeI I B E L LM TIZIER U Th - 7=, MR HES
< SIVEXTRO ® HEFHHIIAETH 5,

EYHEEERRER

EYRHEE

JFOE 1 ABBRALEOS &I U7 AREHR S 12, STVEXTRO OHEIHC & - TEEARREE TIdRu,
SIVEXTRO KO &Y' U RIZ#IR S 417z CYP R E Ot 4 F IS E R OFHFET 5 2 LI
ipoie, 20O EIFRBLHIREC S < Y AER A 2 2 wREMEDMENZ & 2R L
TWna,

HEBEAE

TYUVY RXIIT VY Y R SR 2T VB EBELRFEY I AT 7 m— 7 I (0AT1, 0AT3,
OATP1B1, OATP1B3, OCT1, M TrOCT2) ODiffiikds L OBEHEEL (P-gp X TVBCRP) Z#BHET 5
AfetE%E in vitro TRBR L7z, BCRP ZBR< 215 OWERCIE, ERMICEIEO ® 2 AME
AP Z 2 EIFE 26T,

R BRE |35\ C SIVEXTRO (200mg 1 H 1 [8]) ORKEHRGOHFHIZL Y, BEEIO BCRP A
ThorANAZF L (10mg HEREAEKE) D Cux KT AUC 3 ZNZIHKI 55% KT 70% L5-
Lo [FEYHZER (7) 28,

TS T IS FI—EHEF
7YYV R invitrolZBITHF /7 I VR (MA0) O RNHFRREREIRTH 5, MAO BHEA]

11
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AR LT A HBRE 2 3Bk 7 O R4 7= 728, MAO FREHI & O BAERILE 2 FHE O 3
FHRER T2 Z L N TE R o T,

7 RLF U fEBE

TEFERBR A 2 5 521, EHHRHE T SIVEXTRO 200mg % A% G L7 XD F YA Rm7 = K
YBIOFT T I KT D AESOEBIER 2T 5720, 2 S2OT TR 1 2
F—N—BBRNFEM ST, 7V A RET7 = KU AL B M5 R O EE R A LITR
LN o Te, BEAMDON—2 T A o BIGHEHIME % 30mmHg LA b EF S5 DIZME LT
7 ORSEPREILX, 7T &R 425mg (ZxF L C SIVEXTRO 3256mg ThH o7, F7 I Aff
FRBR T, SIVEXTRO #% 5-8f 29 firf 21 6] (72.4%). 77 &R &R 28 Bl 13 1] (46. 4%)
IZEVEDFRD b,

0~ = EEE

TV RY UBBEATANRE MAYHED 30 FE TGS &0 b= AEEER
L, o F=U0E8EE FRT 2~ U RAET MICE T HEEXTREIZER L CThoTe, H 3
MR CIE, BRIt e h = BEY IAZBLESE (SSRI) . ZBRARHLD DA/ OER h =2 5-
b rrXs b 7FZ Iy 6-HTD) ZARMEIEEE (R 77X R) REDH D SH,, ANV Y
PANZ T A R R SOt r b= AR A IR L T D 8B 1 3BRA S iz,

12.4 WEYF
TV Y FIFEEDOAF Y VY VRICELTND,

ERHF

TV ROPFEERIZ. MIEY R Y —2D50S 7 2=y h~DFEEIZL Y, BEAEAKE
FHETHZEICED b ebd3nNb, 7YY RIFOIEF IV VY VROTIEIK L e D
TEREFIC LV MEOBEREERAET 2, LR T, 77UV U Refhdr T 2AOHESE
& DAZFEMMEDE U B ATREMEIIR, In vitro TO Time-kill HEROFER NS, TV U R
NTrruay A 7 RUREERV KBS U CRERICERT 2 2 Em s,

[REL 52

23S rRNA ST U AR Y —AEAE (L3 KOVL4) & a— N A EEBE T OERIZI Y A%
UV ATTMEE FFOBIL, RIS T VY U RICREMmMMEZ R, IRONZEOER T R
UERERERE LT A PREHRERNR VRS /e AT s oa—)L-T )T 2 = a—
Vit (efr) BIGTORENRT VU Rtz L7259 2 Sl3hoTz,

it D FE IR HEE
TV U RDBESZMHER T2 72 5T BRZIRERIL, in vitro TIIK 1071 OB CTHBLT
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éo

thDMBERE L DHEEER

TSV RETAMAT A BT NITHXI U BTV A A INKA VT 7B,
FUARTUL-ANLT 7 A XYY —v I A7V JV U EvAT, T rTn
XY, BT b~V Noavwf vy, Fuod~Ayy, TAKRTYY VB, 7 hat
V=V RO T NVET T 4 D in vitro WO ARERCIL. MHRIMEASUIHETERIERED &
niginoiz,

EEARY ML
AR OMEHE (1) DIEIZEEMD LBV . 7YV i in vitro M UERREGZ BT,
UTIORTHIEDIZ L A EDITHERRIZ S L CTIEEZ RO Z LV RENT VD,
FRERVEED T S LEEE
Staphylococcus aureus [AF U LAtk (MRSA) JOAF U szt (MSSA) S7Hf
e ate]
Streptococcus pyogenes
Streptococcus agalactiae
Streptococcus anginosus Bt (S. anginosus. S. intermedius, S. constellatus 72 &)

Enterococcus faecalis

LIFIZRT in vitro7T —ZIIAFARETH DM, BKRNERIIM LS T2V, BLUF O
WD 90% LA ES invitro TT YU RIZk LT 0. bmeg/mL A D f5e/ N BB IR EE (MIC)
ZRLTWD, LL, ZhOOMAEMIZ K 5 EREEGEDIERIZIS 1T D SIVEXTRO D22 &
OEMEE, UNCEHE - S0 SN 73 BRIC BV THENL S AL TULZR0,

FRMERVBERTMET S LBEE
Staphylococcus epidermidis (AF U VSR NA F 2 U MRS BiERK 2 5 T e)
Staphylococcus haemolyticus
Staphylococcus lugdunensis

Enterococcus faecium

LA AR D T 7
ATRETHIE, BRARBEMRA ST, HIROWE L ORI THO B TH S HTEHIC O
CD in vitro S MERABREGAE O RFHER 2 . B IR R & O HIRIEE ORZ 7 v 7 7 A

13
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IV FLH L B & U CERNICIRIET 2 2 3 R SN D, 2D OMAIE, IRRICH D
RO A IR T HERICER OIS £ 2 513 TTh 5,

TR

PEAIO R/ N ERILIRE MIC) ZHEIC, EREELHWD, 2 b0 MIC EIXFiE MRS
WS B HIE O OHEEE A 7R LT D, MIC I A BRIE (FFasi, R UIMEFR)
IS W TR L S 72 FINE SRS O FNEZ AW (L S M B L O Y ) Ko
BEZHAVCCETHZ & M3 MICEITE 5 ISR IN T HEEC LN TRIRT 5 2 &,

& 5 : SIVEXTRO [2x49 & REZ 1S ER D AR IR E#E

) R/MHBEMELREE (mcg/mL) T4 RAVHRBGERRLEFER (mm)

RIRE

S I R S | R
Staphylococcus epidermidis

(AF U Uil DA F =0.5 1 =2 =19 16-18 =15

U R Bk A B )
Streptococcus pyogenes =0.5 - - =18 - -
Streptococcus agalactiae =<0.5 - - =18 - -
Streptococcus anginosus R =0.25 - - =17 - -
Enterococcus faecalis =<0.5 - - =19 - -

S=Rez M, I="1H. R=THE

* S anginosus, S. intermedius, S. constellatusZ g ip

WAL

PHLAE#FELPR O ITE & B 5 i Bk, FUBE P L ST 3 2 Al 0 s M o FE 81 AT RE 7 HERE A
LR LTS, SN FIATIE, EE SN ERREZ V5 0LERH D 275,
ZOFIETIE. 7YY NS A ORGSR T 5729012 20meg T Y'Y Fa5
R EHTeAA—= =T 4 2T EH D, 20mcg DT VYU ROT 4 A7 VT AEHER—F ¢ A
7 AR O RZ R LT B 133K 5 OIEMEIZ L7 > TR T2 Z &,

NS M) OWEIT, PrEZES @ YA CRIE FTRE R IR 1T L2 A . IR O 5 %
PIHT 2 ATREMERS RN 2 E 2R LTV D, THH) OWEIE, 2RO REIEZ D HLEND
D EBMURERICK L CHY R R R SR o AR A ) KT WERH 5, Z
D17 3V 1F, FEHN D LA BRE S 4D HAREALZ B CTREIRAYA 2 2 <3 ml el 4w
L CW\W5, £72, 2087 3 VITEHAEO DTN ERER S ERIC BT 5 K& 220 &
EHIER I SARVE I ICT HREE R L 2o T D, TitE ) O, HUE RS i YL AL
THFEARERREISEL TO 256 TH R E OHGE 2 #Hl 5 5 FTREMEMEVW 2 L 2R LT
WD, MOIBFRIEZIRIRT 2 Z &,

14
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iy BB

B S AT R MR B T I 2R T U B RS Tk OSSR 0O TERERE IE DN RS % BE AR -
R T DO ERRE LA T O 0ERH Y | & IR A Ehi T 2 A OB BLETH
ZoLes  fmusEfe O ) NI, 26 IR TRIFEO MICEE R34 XERNH S, 20meg DT Y
Y KT 4 27 5 T BIEIC W T 3 6 1088 LI @I OfE B 783850 51 5 11T
D,

®6: BREUHBROMEECEDOHFEEHE

ASTtgg/ygégfgccus aureus 0 191 .
i??ghgé;ggicus e 0.12-0.5 22-29
f}]égrgg;;;us faecalis 0. 25-1 .
i?égpi;gf;cus pneumoniae o105 o

¥ 0 b L—U U TR GRAIY RS, aureus ATCC 25923125957 2 ) K& W2 SWEE B OFFE
%?F\Qwﬂ5mymf%éo:@%m\ﬁE%ﬁﬁwk%z%ﬂfﬁb\E%%@%E%@%%%&L
13 JEERPR = 1S ER

13.1 NARMY., ZERME. £IEkEES

TV Y RY R ATV IO TZ RO M AJEMERBRIT S S Tueuy,

TV RY AT VIR invitro DERER (ZRJFEMRER [Ames], Fv A =— A NALA
2 —Jifi [CHL] ffadtfRiLE) KON in vivo DERER (U AFH/IMEZ, 7 v MNFORER
DNA &) I2BWT, BinmttREThH o7z, RENEMAL (in vitro KN in vivo) RIZT Y
VU RYUVBZATANLARINICT VYU RIZOoWTHBEEERRE E L7z, 7Y
U R in vitro CHL ARG (4 52 5 5Bk CRARTENEGIE TH - 7223 M D in vitro7kBR (Ames,
~ VA UNEERFENE) KO in vivo = U AHHU/IMEERER TIIBREERIETH o7,
ATEARBR T, T v MCT VY Y B Y Uik ATV AR B R A & (50mg/ke/H) THRE L
7o & 2H BT & OBRKERE L OVATEREICRITERNIIZ BT, miE7 ' Y R AUC 1T &
N DR CIRF RIS T 5 T AUCEOK) 5 (5 CTh o7z, ETpEMET v M7 VY'Y KU U
T 2T ViR & (16mg/kg/ H) THRE Lo & 2 A, Zhaie T AEFEREIZ BIVEHITZE
L7ginodz, WEZ v FOBEBEMEEICKT 2MET Y ) FigifE&E (AUC) X, & FTORME
WEIZBT2MET Y ) FIRBREORN 45 ThoT,

15
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13.2  EWMERAVEEERBRRY XIFEEHRER
7y bEMAWEZLHAKRDY 3 » AOFHERRTT Y U B UiR= AT )L % AERE L O
RN G- L2 & 2 A, fRERTPOFRMER (RBC), HILER (WBC) M OML/IMROWA % 1 5 F &K
TERI DR YR AT 70 B REAKARAME CEBEME, FRIMEKR K ONERZER) RO LNz, Zib D
ERIZAWPECTH D 2 EavRi S, MiET ') FigER (AUC) 23t b TORFEICL D
THRBE RO 6 (FLL LD L ZIIRB L, 7y FEHWE 1 U A ofREEERRTIX, 79
U RY U AT VARG OEE L& 2 A Mg B Mk OV T #ifa o 2587 228 K& O 4
IgG NMDOE T NS BT, ZHHOIEAITE N CTOIRBEIZREE L TP I 5 miERE
O 3ELU EomET U Rigggs (AUC) @& X I|THIBL LT,

14 B PR AU BR

141 JEHEMERE - SEREERRIE

SMEBEYERRE - PUSARUERYYE (ABSSSI) DA 1333 BN, 2 SDOEHisx k., ZE M.
CHEM. IFEHMERBRICEEAIC X 0 EID T ST, WTT IO RER T H SIVEXTRO (200mg,
LA 1ME, 6 Af) oF%EGE VXY U R (600mg, 12 KFfEfE, 10 AfH) OG- ZHE L7z, &)
Bl Cid, BEAZROELGTIHEL, — B2 T A< e b 1 B EIRFIRNES & L,
FOBMBAKE LT 52 LN TE T, RBRITIT, BIEPHE, FUEO RIS XA
THRENEGR SN, AERERF IV BIOECTT A N AT AXIEIA ha=F Y —)L
HLLIXZEDW S %, 7T LR E D N—T HBRIEE L TR EZT 52N TET,
Intent-to-treat (ITT) MMHFEHEMIT, EEHRV (T S 2BEEEZ O,

ARBR 1 Tid, ABSSSI 4 332 f4il23 SIVEXTRO ¢ 5-HEIZ, 335 23 U %> U R GHEIZ M 27
AT & 7o, BBR 1123 T, SIVEXTRO G- FEDBE DR (91%) X 65 ki TH Y |
R JEI 43 7% (18~86 1%) T -7, SIVEXTRO F 5D BE I TICHM (61%) KA
AN (84%) Toh-o7z, F7=. SIVEXTRO HEHEDOEBE D 5 B, 13%I1% BMI A3 35kg/m* LAk, 8%
IHERIE CTH Y | 35%IFBUNE UTFAFIRNE G- 525217 TRV | 2%IXPEEN S BE OB
HEREECTH o7z, EYPREAEO T IEIL AT 188em® Th o7z, ABSSSI O ¥ A FI1XIEH I/ FF
7 (41%) . AR (29%) . BB DO KRIEE (30%) Th o Tz, JEYYED R AT K OYER D
EDNT, BFITIEAR—RA T A VR 1 EFTLA_EORRGYE O T ST 28 e [V o GiiE
(& D 87%). KE 38CLLLE (& D 16%). HIMEREL 10, 000/mm®E# H L < (3 4000/mm’ A
5 (42%) XAXAMERS B IS DR P ERA 10% 2L E (4%) EEE] B bid 2
EDRO BT,

ER 1 O FEFHIIE A 13, ITT AT 2 6 RITTR R IR G- B AR TR 48~72 RFFIZ 1T 5~ —
AT A NS DREFREOIERA L, KO 24 BEFEI LI O 2 [51 3 OHIE THERR S5 A AR

16
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3.6 CLLTCERIND, FHIERKRNEL Lz,

ARBR 2 TId, ABSSSI /4% 332 {5l SIVEXTRO ¢ 5-8F, 334 173 U x> U FEEICHE/EREI D {51
SNz, B2 (21T D SIVEXTRO & GREDBH DO KRN (87%) 13 65 ki TdH W, Hin
EIE 46 5% (17~86 %) T o7z, SIVEXTRO & GHEDBFIZFICTHME (68%). AN (86%)
Tholz, £7o, SIVEXTRO B GHEDEEZED 5 6, 16%I13 BMI 35kg/m* LA . 10%I3HERIE TH
D . 20% T BUE U FFAIRN G- 22 1 TRV . 4%IEPEE» L EE OB EERE Th -
oo JEYREFE O A 2R T 231em® T o 72, ABSSSI DX A 73S/ FHa: (50%) . Al
G (30%) ROREDOKEE (20%) Tholo, BYWEDFFTHIMIIE R OYEROENIC, &
FINER—=A T A URFIC 1 EFTEL L OEGE D /T ST RS /i [V o EiiE (BF O
T1%) . AR 38°CLL L (FBE D 31%) . A IMEREL 10, 000/mm® 8 31% 4000/mm’® A5 (53%) X1
FHIER S BT 35 1T 2 FRREZ A P ER DS 10%BA | (16%) ] L EFK] BRBOOLNDH T LBRROHIL
72

FRBR 2 OFEFHIE H I, ITT ST 4 0t QIR 5-BR A TR 48~T72 eI H1T 5 —
AT A I DOFFEHERED 20% 2L EfE/ & EFR S LD RHIERNE L Lz (1),

x71:1TT BEERAICE T 5RHEREKDR

SIVEXTRO JyxrJ1yr M=
(200mg) (1200mg) (&1 18 959%C1)
R—RSAUDLDFEERBMIBEOILKRE LERVORER 37.6° CLUT (48~72 BRIDEE ST 24 B
FLA®D 2 B BOEEREIZK YHER) -~
AR 1N 332 335
ZEhH1. n (%) 264 (79.5) 266 (79.4) 0.1 (-6.1, 6.2)
AER 2, N 332 334
ZhH, n (%) 286 (86.1) 281 (84.1) 2.0 (3.5, 7.3)
B~T2BEEDOBEATR—XS54 UMb DREmMIED 20% LU L/ T
AR 1, N 332 335
ZEhH1, n (%) 259 (78.0) 255 (76.1) 1.9 (4.5, 8.3)
w2, N 332 334
ZhH, n (%) 283 (85.2) 276 (82.6) 2.6 (3.0, 8.2)

CI={R#HX
* BRI O E G - ARER21T6 D B AT
TR0 FEFHME R RBR LI 2 R AT

TRBREEEMIC & 2 WA R ORI, ITT KON CE (FRIRAHE rIRE) SR 2 G544 T
il (PTE) (BB G T O T~14 B1R) TIrbiv/e, BRIRRZEINT, SRR L O
FERDIE & A EDEHE SUTNTIEBEIE N — R T A U RHTRGYIE D5 18 (U >/ NEE, FEEA,
RAGFHER 10%#, BIMEREERT) 23580 5N HEITITZOHEATTIEEIE, NS
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RIFREIRAE DIRIENVEL & 72 5 ABSSST (ZHER 3~ 2 7z 2 fgife, SR K OVEDHEN 22 &
LEFRLE (F8),

F8:2 DD I ABSSSI HEMo/F oI ITT RV CE BEEHAEZMRE LT
RE#T R O R ER B EANETEIC & SERRINR

SIVEXTRO DR SVNN

(200mg) (1200mg) (ﬁﬁéﬁ%@fiCl)
n/N (%) n/N (%)
R 1
ITT 284/332 (85.5) 288/335 (86.0) -0.5 (5.8, 4.9)
CE 264/279 (94.6) 267/280 (95. 4) -0.8 (-4.6, 3.0)
iR 2
ITT 292/332 (88.0) 293/334 (87.7) 0.3 (-4.8, 5.3)
CE 268/290 (92.4) 269/280 (96. 1) -3.7 (-7.7, 0.2)

CI={E#EX . ITT=intent—to—treat. CE=[GKZLAM 7l HE
FIKOFR10IT A LT 2 DD 3FH ABSSST iR BR IZ B 1 DI EW S intent—to—treat (MITT)

BE R O EERYSBAL ST MR TH LN N— A T A RO E IR ZE L) &2 7R
7

KO:2 DM I1HABSSSI HABRM oG oNR—RF 4 VEHD
mRERNEHERRHR MITT &£E)

LoAZALD5D R=Z5{UB B0

. FEBROBRGL | i ) o
RERE SIVEXTRO 3RV K SIVEXTRO 3RV K
(200mg) (1200mg) (200mg) (1200mg)
n/N (%) n/N (%) n/N (%) n/N (%)

Staphylococcus aureus

276/329 (83.9)

278/342 (81.3)

280/329 (85.1)

276/342 (80.7)

Methicillin—resistant
S. aureus

112/141 (79.4)

113/146 (77.4)

114/141 (80.9)

111/146 (76.0)

Methicillin—susceptible
S. aureus

164/188 (87.2)

167/198 (84.3)

166/188 (88.3)

167/198 (84.3)

Streptococcus pyogenes

27/33 (81.8)

18/20 (90.0)

25/33 (75.8)

16/20 (80.0)

Streptococcus angjnosusﬁ¥

22/30 (73.3)

26/28 (92.9)

22/30 (73.3)

25/28 (89.3)

Streptococcus agalactiae

6/9 (66.7)

8/10 (80.0)

6/9 (66.7)

7/10 (70.0)

Enterococcus faecalis

7/10 (70.0)

3/4 (75.0)

6/10 (60.0)

1/4 (25.0)

DFEMENT - n=HFE DN 7 TV OEER, N=ABSSSI/» b /3B S I FFE ORI 2 A4 5 A

BB O 2Rl H
T RRBR2 0O R A

TV Y FEECRBWCREE T 25 R IC K 5 B IME 2 R — R F A R L2 BIOPERIE, MRSA 2651, MSSA 4
B, S pyogenes 2f. S. agalactiae 1} NS. constellatus 1 T o712, T O OPERE T4 T48~72
R O CTEIBITH -7z, BHIRTHRIEM (PTE) REIZ 106 H 86 23 ERR A ZRT) & 1l < iz,
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F10: 2 DD 316 ABSSSI BHEEM LI oNF=N—R 54 VD
fRIRE A PTE BrDERERZNE (MITT £MH)

AIRE

PTE B5DERER SN R
SIVEXTRO JJUY R
(200mg) (1200mg)
n/N (%) n/N (%)

Staphylococcus aureus

291/329 (88.5)

303/342 (88.6)

Methicillin—resistant S. aureus

118/141 (83.7)

119/146 (81.5)

Methicillin-susceptible S. aureus

173/188 (92.0)

186/198 (93.9)

Streptococcus pyogenes

30/33 (90.9)

19/20 (95.0)

Streptococcus angz‘nosusﬁi

21/30 (70.0)

25/28 (89.3)

Streptococcus agalactiae

8/9 (88.9)

8/10 (80.0)

Enterococcus faecalis

7/10 (70.0)

4/4 (100.0)

OFEFENT  n=FFED N T TV OFEFE. N=ABSSSIH> b3l S5 E DWIRE 2 A3 2 BE K

TV FEEZRWTBET RIS L D EMAEZ ~— R T A VIRHTH L7 OPNERIE, MRSA 2 i), MSSA 4
B, S pyogenes 2%, S. agalactiae 1 I} NS, constellatus 1l TH o7, ZILDHDOWERE L4 T 48~
72 R O CRIBI CTh o7, BHKTHIE (PTE) KEIC 10 #ilH 8 BN ERIRIZET) &l X 47z,
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16. 2 ESTH

15 A STVEXTRO 1% 200mg D B[R /S A 7 A A - T2V EFHH O E S i R T 5, 4%
ANA T ITERAAKRTEfR SN0 b, 0.9%MET MY v AEHK CRESERY) TOLA
W5,

HESTH SIVEXTRO OEEEIFLL T D LB Th 5,

200mg D H[AfE /XA 7L 10 KAV 23 7 (NDC 67919-040-01)

16. 3 FFBEURYIFVLDEFE
SIVEXTRO &€ & ONEST I SIVEXTRO 1 20~25°C (68~77°F) TIRAET 5 Z &, 15~30°C (59~86°F)
F oMM CREZRRFOEREREZSMH],

17 BEADBEICET S1ER

ERFORA

SIVEXTRO SEITERREUIZEMERFCIRAFTRE TH U . BFHIRIINELR N L2 BHICH L
LT &, UL - (2.1) ROUHKRFERE (12.3) Z,

HERALEDREXE

SIVEXTRO % & e fuBa eI M B A OIEHIC IR 0 192 L 5 B 1A+ 2 2 &, SIVEXTRO
TR ANV AEG: (B 72 L) 13RS 5 2 &M TE 720, SIVEXTRO 23 G DIEH#E D 7=
OIS S5 58 IRV EE OBRHPIEET 256 b2 LRV, il v IR &
AT 2 L9 BEIEZD 2L, RAENIUTIREEZE T Lo maciE (1) RIEEG#E
DNEIMET L. (2) MBEMEE A C 5 ATREMEAN R £ ¥ | SIVEXTRO UMt OFHLEHE A%
BRCE R RDIENRDD LB#ISAER DE/L (1.2) B,

AT AT, WICTFESINT-H 5O S BHFT £ TTHIURX., KW CIRAT %
L BEHEE T D Z L, REES F TORERZ 8 BERIRMOHA X, REES £ T2 &
DHERE SN D, BFIINTT SNT-EABERAT 22 & 4 - HE (1.2) ZH],
SIVEXTRO Jx OV C DA % T D F ORI 72 VAN RE T 5 Z &,

BEECLHTREMEDH DEIEA

THIIL, SIVEXTRO 2 EeHiEIKICER T 5 K< HAMERTH Y | WHEIERZ F 135 L EIE
THILEREIBAD T L, IERICEDIGRERG LIZOD, UKD G016 2 %
HUERH LT, (BEESUIRAOF )00 BT @B O KERE 3 2 554
DEENRH Y | I LICEERGERLOBBETH L5600 D [ZFER MR EoE (5. 2)
ZH], 2D &5 RAWEHRRBL L2856  BE 1T O BRI AEH (O NTERE T 5 2 &,
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This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Sivextro 200 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 200 mg tedizolid phosphate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet).

Oval (13.8 mm long by 7.4 mm wide) yellow film-coated tablet debossed with “TZD” on the obverse
side and “200” on the reverse side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Sivextro is indicated for the treatment of acute bacterial skin and skin structure infections (ABSSSI) in
adults (see sections 4.4 and 5.1).

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

4.2 Posology and method of administration

Posology

Tedizolid phosphate film-coated tablets or powder for concentrate for solution for infusion may be
used as initial therapy. Patients who commence treatment on the parenteral formulation may be
switched to the oral presentation when clinically indicated.

Recommended dose and duration
The recommended dosage is 200 mg once daily for 6 days.

The safety and efficacy of tedizolid phosphate when administered for periods longer than 6 days have
not been established in patients (see section 4.4).

Missed dose

If a dose is missed, it should be taken as soon as possible anytime up to 8 hours prior to the next
scheduled dose. If less than 8 hours remains before the next dose, then the patient should wait until the
next scheduled dose. Patients should not take a double dose to compensate for a missed dose.

Elderly (=65 years)
No dosage adjustment is required (see section 5.2). The clinical experience in patients >75 years is
limited.



Hepatic impairment
No dosage adjustment is required (see section 5.2).

Renal impairment
No dosage adjustment is required (see section 5.2).

Paediatric population

The safety and efficacy of tedizolid phosphate in children and adolescents below 18 years of age have
not yet been established. Currently available data are described in section 5.2, but no recommendation
on a posology can be made.

Method of administration

For oral use. The film-coated tablets can be taken with or without food. The time to tedizolid peak
concentration with oral administration under fasting conditions is 6 hours faster than when
administered with a high-fat, high-calorie meal (see section 5.2). If a rapid antibiotic effect is needed,
the intravenous administration should be considered.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Patients with neutropenia

The safety and efficacy of tedizolid phosphate in patients with neutropenia (neutrophil counts
<1,000 cells/mm3) have not been investigated. In an animal model of infection, the antibacterial
activity of tedizolid phosphate was reduced in the absence of granulocytes. The clinical relevance of
this finding is unknown. Alternative therapies should be considered when treating patients with
neutropenia and ABSSSI (see section 5.1).

Mitochondrial dysfunction

Tedizolid inhibits mitochondrial protein synthesis Adverse reactions such as lactic acidosis, anaemia
and neuropathy (optic and peripheral) may occur as a result of this inhibition. These events have been
observed with another member of the oxazolidinone class when administered over a duration
exceeding that recommended for Sivextro.

Myelosuppression

Decreased platelets, decreased haemoglobin and decreased neutrophils have been observed in a few
subjects during treatment with tedizolid phosphate. In cases where tedizolid was discontinued, the
affected haematological parameters have returned back to pre-treatment levels. Myelosuppression
(including anaemia, leucopenia, pancytopenia and thrombocytopenia) has been reported in patients
treated with another member of the oxazolidinone class and the risk of these effects appeared to be
related to the duration of treatment.

Peripheral neuropathy and optic nerve disorders

Peripheral neuropathy, as well as optic neuropathy sometimes progressing to loss of vision, have been
reported in patients treated with another member of the oxazolidinone class with treatment durations
exceeding that recommended for Sivextro. Neuropathy (optic and peripheral) has not been reported in
patients treated with tedizolid phosphate at the recommended treatment duration of 6 days. All patients
should be advised to report symptoms of visual impairment, such as changes in visual acuity, changes



in colour vision, blurred vision, or visual field defect. In such cases, prompt evaluation is
recommended with referral to an ophthalmologist as necessary.

Lactic acidosis
Lactic acidosis has been reported with the use of another member of the oxazolidinone class. Lactic
acidosis has not been reported in patients treated with tedizolid phosphate at the recommended

treatment duration of 6 days.

Hypersensitivity reactions

Tedizolid phosphate should be administered with caution in patients known to be hypersensitive to
other oxazolidinones since cross-hypersensitivity may occur.

Clostridium difficile associated diarrhoea

Clostridium difficile associated diarrhoea (CDAD) has been reported for tedizolid phosphate (see
section 4.8). CDAD may range in severity from mild diarrhoea to fatal colitis. Treatment with
antibacterial agents alters the normal flora of the colon and may permit overgrowth of C. difficile.

CDAD must be considered in all patients who present with severe diarrhoea following antibiotic use.
Careful medical history is necessary since CDAD has been reported to occur over two months after the
administration of antibacterial agents.

If CDAD is suspected or confirmed, tedizolid phosphate and, if possible, other antibacterial agents not
directed against C. difficile should be discontinued and adequate therapeutic measures should be
initiated immediately. Appropriate supportive measures, antibiotic treatment of C. difficile, and
surgical evaluation should be considered. Medicinal products inhibiting peristalsis are contraindicated
in this situation.

Monoamine oxidase inhibition

Tedizolid is a reversible, non-selective inhibitor of monoamine oxidase (MAOQ) in vitro (see
section 4.5).

Serotonin syndrome

Spontaneous reports of serotonin syndrome associated with the co-administration of another member
of the oxazolidinone class together with serotonergic agents have been reported (see section 4.5).

There is no Phase 3 clinical experience in patients with co-administration of Sivextro with
serotonergic agents such as selective serotonin re-uptake inhibitors [SSRI], serotonin norepinephrine
reuptake inhibitors (SNRI), tricyclic antidepressants, MAO inhibitors, triptans, and other medications
with potential adrenergic or serotonergic activity.

Non-susceptible microorganisms

Prescribing tedizolid phosphate in the absence of a proven or strongly suspected bacterial infection
increases the risk of the development of drug-resistant bacteria.

Tedizolid phosphate is generally not active against Gram-negative bacteria.

Limitations of the clinical data

The safety and efficacy of tedizolid phosphate when administered for periods longer than 6 days have
not been established.



In ABSSSI, the types of infections treated were confined to cellulitis/erysipelas or major cutaneous
abscesses, and wound infections only. Other types of skin infections have not been studied.

There is limited experience with tedizolid phosphate in the treatment of patients with concomitant
acute bacterial skin and skin structure infections and secondary bacteremia and no experience in the
treatment of ABSSSI with severe sepsis or septic shock.

Controlled clinical studies did not include patients with neutropenia (neutrophil counts
<1,000 cells/mm”) or severely immunocompromised patients.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacokinetic interactions

In a clinical study comparing the single dose (10 mg) pharmacokinetics of rosuvastatin (Breast Cancer
Resistant Protein [BCRP] substrate) alone or in combination with Sivextro (once-daily 200 mg oral
dose), rosuvastatin AUC and C,,,x increased by approximately 70% and 55%, respectively, when
coadministered with Sivextro. Therefore, orally administered Sivextro can result in inhibition of
BCREP at the intestinal level. If possible, an interruption of the co-administered BCRP substrate
medicinal product (such as imatinib, lapatinib, methotrexate, pitavastatin, rosuvastatin, sulfasalazine,
and topotecan) should be considered during the six days of treatment with oral Sivextro.

In a clinical study comparing the single dose (2 mg) pharmacokinetics of midazolam (CYP3A4
substrate) alone or in combination with Sivextro (once-daily 200 mg oral dose for 10 days),
midazolam AUC and C,,,x when co-administered with Sivextro were 81% and 83% of midazolam
AUC and C,,,x when administered alone, respectively. This effect is not clinically meaningful, and no
dose adjustment for co-administered CYP3 A4 substrates is necessary during Sivextro treatment.

Pharmacodynamic interactions

Monoamine oxidase inhibition

Tedizolid is a reversible inhibitor of monoamine oxidase (MAO) in vitro; however, no interaction is
anticipated when comparing the ICs, for MAO-A inhibition and the anticipated plasma exposures in
man. Drug interaction studies to determine effects of 200 mg oral Sivextro at steady state on
pseudoephedrine and tyramine pressor effects were conducted in healthy volunteers. No meaningful
changes in blood pressure or heart rate with pseudoephedrine were observed in the healthy volunteers,
and no clinically relevant increase in tyramine sensitivity was observed.

Potential serotonergic interactions
The potential for serotonergic interactions has not been studied in either patients or healthy volunteers
(see section 5.2).

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no data from the use of tedizolid phosphate in pregnant women. Studies in mice and rats
showed developmental effects (see section 5.3). As a precautionary measure, it is preferable to avoid
the use of tedizolid phosphate during pregnancy.

Breast-feeding

It is unknown whether tedizolid phosphate or its metabolites are excreted in human milk. Tedizolid is
excreted in the breast milk of rats (see section 5.3). A risk to the breast-feeding infant cannot be
excluded. A decision must be made whether to discontinue breast-feeding or to discontinue/abstain
from Sivextro therapy taking into account the benefit of breast-feeding for the child and the benefit of
therapy for the woman.



Fertility

The effects of tedizolid phosphate on fertility in humans have not been studied. Animal studies with
tedizolid phosphate do not indicate harmful effects with respect to fertility (see section 5.3).

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. Sivextro may
have a minor influence on the ability to drive and use machines as it may cause dizziness, fatigue or,
uncommonly, somnolence (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The safety of tedizolid phosphate has been evaluated in a total of 1,485 subjects receiving at least one
dose of tedizolid phosphate administered either orally or intravenously. The primary safety database is
the Phase 3 clinical studies in which 662 subjects received 200 mg tedizolid phosphate orally and or
intravenously (331/662 patients) for a maximum of 6 days.

Approximately 22.4% of patients treated with Sivextro in Phase 3 clinical studies (n= 662)
experienced at least one treatment-emergent adverse reaction. The most frequently reported adverse
reactions occurring in patients receiving tedizolid phosphate in the pooled controlled Phase 3 clinical
studies (tedizolid 200 mg once daily for 6 days) were nausea (6.9%), headache (3.5%), diarrhoea
(3.2%) and vomiting (2.3%), and were generally mild to moderate in severity.

Tabulated list of adverse reactions

The following adverse reactions have been identified in two comparative pivotal Phase 3 studies with
Sivextro (Table 1). The safety profile was similar when comparing patients receiving intravenous
Sivextro alone to patients who received oral administration alone, except for a higher reported rate of
gastrointestinal disorders associated with oral administration. Adverse reactions are classified by
preferred term and System Organ Class, and by frequency. Frequencies are defined as: very common
(>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (=1/10,000 to <1/1,000);
very rare (<1/10,000).

Table 1 Frequency of adverse reactions by System Organ Class in pooled Phase 3
comparative clinical studies

System Organ Class Common Uncommon
Infections and infestations Vulvovaginal mycotic infection

Fungal infection

Vulvovaginal candidiasis
Abscess
Clostridium difficile colitis

Dermatophytosis

Oral candidiasis

Respiratory tract infection

Blood and lymphatic system Lymphadenopathy
disorders
Immune system disorders Drug hypersensitivity
Metabolism and nutrition disorders Dehydration
Diabetes mellitus inadequate
control
Hyperkalaemia




System Organ Class

Common

Uncommon

Psychiatric disorders

Insomnia

Sleep disorder

Anxiety

Nightmare

Nervous system disorders

Headache

Somnolence

Dizziness

Dysgeusia

Tremor

Paraesthesia

Hypoaesthesia

Eye disorders

Vision blurred

Vitreous floaters

Cardiac disorders

Bradycardia

Vascular disorders

Flushing

Hot flush

Respiratory, thoracic and
mediastinal disorders

Cough

Nasal dryness

Pulmonary congestion

Gastrointestinal disorders

Nausea

Abdominal pain

Diarrhoea

Constipation

Vomiting

Abdominal discomfort

Dry mouth

Dyspepsia

Abdominal pain upper

Flatulence

Gastrooesophageal reflux

disease

Haematochezia

Retching

Skin And subcutaneous tissue
disorders

Pruritus
Generalised

Hyperhidrosis

Pruritus

Rash

Urticaria

Alopecia

Rash erythematous

Rash generalised

Acne

Pruritus allergic

Rash maculo-papular

Rash papular

Rash pruritic

Musculoskeletal and connective
tissue disorders

Arthralgia

Muscle spasms

Back pain

Limb discomfort

Neck pain

Renal and urinary disorders

Urine odor abnormal

Reproductive and breast disorders

Vulvovaginal pruritus

General disorders and
administration site conditions

Fatigue

Chills

Irritability

Pyrexia




System Organ Class Common Uncommon

Peripheral oedema
Investigations Grip strength decreased
Transaminases increased

White blood cell count decreased

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In the event of overdose, Sivextro should be discontinued and general supportive treatment given.
Hemodialysis does not result in meaningful removal of tedizolid from systemic circulation. The
highest single dose administered in clinical studies was 1,200 mg. All adverse reactions at this dose
level were mild or moderate in severity.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antibacterials for systemic use, Other antibacterials, ATC code:
JO1XX11

Mechanism of action

Tedizolid phosphate is an oxazolidinone phosphate prodrug. The antibacterial activity of tedizolid is
mediated by binding to the 50S subunit of the bacterial ribosome resulting in inhibition of protein
synthesis.

Tedizolid is primarily active against Gram-positive bacteria.
Tedizolid is bacteriostatic against enterococci, staphylococci, and streptococci in vitro.
Resistance

The most commonly observed mutations in staphylococci and enterococci that result in oxazolidinone
resistance are in one or more copies of the 23S rRNA genes (G2576U and T2500A). Organisms
resistant to oxazolidinones via mutations in chromosomal genes encoding 23S rRNA or ribosomal
proteins (L3 and L4) are generally cross-resistant to tedizolid.

A second resistance mechanism is encoded by a plasmid-borne and transposon associated
chloramphenicol-florfenicol resistance (cf#) gene, conferring resistance in staphylococci and
enterococci to oxazolidinones, phenicols, lincosamides, pleuromutilins, streptogramin A and
16-membered macrolides. Due to a hydroxymethyl group in the CS5 position, tedizolid retains activity
against strains of Staphylococcus aureus that express the cfr gene in the absence of chromosomal
mutations.

The mechanism of action is different from that of non-oxazolidinone class antibacterial medicinal
products; therefore, cross-resistance between tedizolid and other classes of antibacterial medicinal
products is unlikely.



Antibacterial activity in combination with other antibacterial and antifungal agents

In vitro drug combination studies with tedizolid and amphotericin B, aztreonam, ceftazidime,
ceftriaxone, ciprofloxacin, clindamycin, colistin, daptomycin, gentamicin, imipenem, ketoconazole,
minocycline, piperacillin, rifampicin, terbinafine, trimethoprim/sulfamethoxazole, and vancomycin
indicate that neither synergy nor antagonism have been demonstrated.

Susceptibility testing breakpoints

Minimum inhibitory concentration (MIC) breakpoints determined by the European Committee on
Antimicrobial Susceptibility Testing (EUCAST) are:

Minimum Inhibitory Concentrations
(mg/L)

Organisms

Susceptible (<S) Resistant (R>)
Staphylococcus spp. 0.5 0.5
Beta haemolytic streptococci of Groups A,B,C,G 0.5 0.5
Viridans group streptococci (Streptococcus anginosus 0.25 0.25
group only)

Pharmacokinetic/pharmacodynamic relationship

The AUC/MIC ratio was the pharmacodynamic parameter shown to best correlate with efficacy in
mouse thigh and lung S. aureus infection models.

In a mouse thigh infection model of S. aureus, the antibacterial activity of tedizolid was reduced in the
absence of granulocytes. The AUC/MIC ratio to achieve bacteriostasis in neutropenic mice was at

least 16 times that in immunocompetent animals (see section 4.4).

Clinical efficacy against specific pathogens

Efficacy has been demonstrated in clinical studies against the pathogens listed under each indication
that were susceptible to tedizolid in vitro.

Acute bacterial skin and skin structure infections

. Staphylococcus aureus

. Streptococcus pyogenes

. Streptococcus agalactiae

. Streptococcus anginosus group (including S. anginosus, S. intermedius and S. constellatus)

Antibacterial activity against other relevant pathogens

Clinical efficacy has not been established against the following pathogens although in vitro studies
suggest that they would be susceptible to tedizolid in the absence of acquired mechanisms of
resistance:

. Staphylococcus lugdunensis

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Sivextro in one or more subsets of the paediatric population in the treatment of acute bacterial skin and
skin structure infections (see section 4.2 for information on paediatric use).




5.2 Pharmacokinetic properties

Oral and intravenous tedizolid phosphate is a prodrug that is rapidly converted by phosphatases to
tedizolid, the microbiologically active moiety. Only the pharmacokinetic profile of tedizolid is
discussed in this section. Pharmacokinetic studies were conducted in healthy volunteers and
population pharmacokinetic analyses were conducted in patients from Phase 3 studies.

Absorption

At steady state, tedizolid mean (SD) C,..x values of 2.2 (0.6) and 3.0 (0.7) mcg/mL and AUC values of
25.6 (8.5) and 29.2 (6.2) mcg-h/mL were similar with oral and IV administration of tedizolid
phosphate, respectively. The absolute bioavailability of tedizolid is above 90%. Peak plasma tedizolid
concentrations are achieved within approximately 3 hours after dosing after oral administration of
Sivextro under fasted conditions.

Peak concentrations (C,,,) of tedizolid are reduced by approximately 26% and delayed by 6 hours
when tedizolid phosphate is administered after a high-fat meal relative to fasted, while total exposure
(AUC,.,) is unchanged between fasted and fed conditions.

Distribution

The average binding of tedizolid to human plasma proteins is approximately 70-90%.

The mean steady state volume of distribution of tedizolid in healthy adults (n=8) following a single

intravenous dose of tedizolid phosphate 200 mg ranged from 67 to 80 L.

Biotransformation

Tedizolid phosphate is converted by endogenous plasma and tissue phosphatases to the
microbiologically active moiety, tedizolid. Other than tedizolid, which accounts for approximately
95% of the total radiocarbon AUC in plasma, there are no other significant circulating metabolites.
When incubated with pooled human liver microsomes, tedizolid was stable suggesting that tedizolid is
not a substrate for hepatic CYP450 enzymes. Multiple sulfotransferase (SULT) enzymes (SULT1A1,
SULT1A2, and SULT2A1) are involved in the biotransformation of tedizolid, to form an inactive and
non-circulating sulphate conjugate found in the excreta.

Elimination

Tedizolid is eliminated in excreta, primarily as a non-circulating sulfate conjugate. Following single
oral administration of '“C-labeled Sivextro under fasted conditions, the majority of elimination
occurred via the liver with 81.5% of the radioactive dose recovered in faeces and 18% in urine, with
most of the elimination (>85%) occurring within 96 hours. Less than 3% of Sivextro administered
dose is excreted as active tedizolid. The elimination half-life of tedizolid is approximately 12 hours
and the intravenous clearance is 6-7 L/h.

Linearity/non-linearity

Tedizolid demonstrated linear pharmacokinetics with regard to dose and time. The C,,,x and AUC of
tedizolid increased approximately dose proportionally within the single oral dose range of 200 mg to
1,200 mg and across the intravenous dose range of 100 mg to 400 mg. Steady-state concentrations are
achieved within 3 days and indicate modest active substance accumulation of approximately 30%
following multiple once-daily oral or intravenous administration as predicted by a half-life of
approximately 12 hours.
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Special populations

Renal impairment

Following administration of a single 200 mg IV dose of Sivextro to 8 subjects with severe renal
impairment defined as eGFR <30 mL/min, the C,,,, was basically unchanged and AUC,.,, was changed
by less than 10% compared to 8 matched healthy subject controls. Hemodialysis does not result in
meaningful removal of tedizolid from systemic circulation, as assessed in subjects with end-stage renal
disease (eGFR <15 mL/min). The eGFR was calculated using the MDRD4 equation.

Hepatic impairment

Following administration of a single 200 mg oral dose of Sivextro, the pharmacokinetics of tedizolid
are not altered in patients with moderate (n=8) or severe (n=8) hepatic impairment (Child-Pugh
Class B and C).

Elderly population (=65 years)

The pharmacokinetics of tedizolid in elderly healthy volunteers (age 65 years and older, with at least
5 subjects at least 75 years old; n=14) was comparable to younger control subjects (25 to 45 years old;
n=14) following administration of a single oral dose of Sivextro 200 mg.

Paediatric population

The pharmacokinetics of tedizolid were evaluated in adolescent subjects (12 to 17 years; n=20)
following administration of a single oral or IV dose of Sivextro 200 mg. The mean C,,,x and AUC,._,
for oral or IV administration of tedizolid 200 mg were similar in adolescent and in healthy adult
subjects.

Gender

The impact of gender on the pharmacokinetics of Sivextro was evaluated in healthy males and females
in clinical studies and in a population pharmacokinetics analysis. The pharmacokinetics of tedizolid
were similar in males and females.

Drug interaction studies
Effects of Other Medicines on Sivextro

In vitro studies have shown that drug interactions between tedizolid and inhibitors or inducers of
cytochrome P450 (CYP) isoenzymes are unanticipated.

Multiple sulfotransferase (SULT) isoforms (SULT1A1, SULT1A2, and SULT2A1) were identified in
vitro that are capable of conjugating tedizolid which suggests that no single isozyme is critical to the
clearance of tedizolid.

Effects of Sivextro on Other Medicines

Drug metabolizing enzymes

In vitro studies in human liver microsomes indicate that tedizolid phosphate and tedizolid do not
significantly inhibit metabolism mediated by any of the following CYP isoenzymes (CYP1A2,
CYP2C19, CYP2A6, CYP2CS, CYP2C9, CYP2D6, and CYP3A4). Tedizolid did not alter activity of
selected CYP isoenzymes, but induction of CYP3A4 mRNA was observed in vitro in hepatocytes.

A clinical study comparing the single dose (2 mg) pharmacokinetics of midazolam (CYP3A4
substrate) alone or in combination with Sivextro (once-daily 200 mg oral dose for 10 days),
demonstrated no clinically meaningful difference in midazolam C,,,, or AUC. No dose adjustment is
necessary for CYP3A4 substrates during treatment with Sivextro.

Membrane transporters

The potential for tedizolid or tedizolid phosphate to inhibit transport of probe substrates of important
drug uptake (OAT1, OAT3, OATP1BI1, OATPIB3, OCT]I, and OCT2) and efflux transporters (P-gp
and BCRP) was tested in vitro. No clinically relevant interactions are expected to occur with these
transporters, with the exception of BCRP.
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In a clinical study comparing the single dose (10 mg) pharmacokinetics of rosuvastatin (BCRP
substrate) alone or in combination with the oral administration of Sivextro film-coated tablets,
rosuvastatin AUC and C,,,, increased by approximately 70% and 55%, respectively, when
coadministered with Sivextro (see section 4.5).

Monoamine oxidase inhibition

Tedizolid is a reversible inhibitor of MAO in vitro, however, no interaction is anticipated when
comparing the ICsy and the anticipated plasma exposures in man. No evidence of MAO-A inhibition
was observed in Phase 1 studies specifically designed to investigate the potential for this interaction.

Adrenergic agents

Two placebo-controlled crossover studies were conducted to assess the potential of 200 mg oral
tedizolid phosphate at steady state to enhance pressor responses to pseudoephedrine and tyramine in
healthy individuals. No meaningful changes in blood pressure or heart rate were seen with
pseudoephedrine. The median tyramine dose required to cause an increase in systolic blood pressure
of >30 mmHg from pre-dose baseline was 325 mg with Sivextro compared to 425 mg with placebo.
Administration of Sivextro with tyramine-rich foods (i.e., containing tyramine levels of approximately
100 mg) would not be expected to elicit a pressor response.

Serotonergic agents

Serotonergic effects at doses of tedizolid phosphate up to 30-fold above the human equivalent dose did
not differ from vehicle control in a mouse model that predicts brain serotonergic activity. There are
limited data in patients on the interaction between serotonergic agents and tedizolid phosphate. In
Phase 3 studies, subjects taking serotonergic agents including antidepressants such as selective
serotonin reuptake inhibitors (SSRIs), tricyclic antidepressants, and serotonin 5-hydroxytryptamine
(5-HT1) receptor agonists (triptans), meperidine, or buspirone were excluded.

5.3  Preclinical safety data
Long-term carcinogenicity studies have not been conducted with tedizolid phosphate.

Repeated oral and intravenous dosing of tedizolid phosphate in rats in 1-month and 3-month
toxicology studies produced dose- and time-dependent bone marrow hypocellularity (myeloid,
erythroid, and megakaryocyte), with associated reduction in circulating RBCs, WBCs, and platelets.
These effects showed evidence of reversibility and occurred at plasma tedizolid exposure levels
(AUC) >6-fold greater than the plasma exposure associated with the human therapeutic dose. In a
1-month immunotoxicology study in rats, repeated oral dosing of tedizolid phosphate was shown to
significantly reduce splenic B cells and T cells and reduce plasma IgG titers. These effects occurred at
plasma tedizolid exposure levels (AUC) >3-fold greater than the expected human plasma exposure
associated with the therapeutic dose.

A special neuropathology study was conducted in pigmented Long Evans rats administered tedizolid
phosphate daily for up to 9 months. This study used sensitive morphologic evaluation of
perfusion-fixed peripheral and central nervous system tissue. No evidence of neurotoxicity, including
neurobehavioral changes or optic or peripheral neuropathy, was associated with tedizolid after 1, 3, 6
or 9 months of oral administration up to doses with plasma exposure levels (AUC) up to 8-fold greater
than the expected human plasma exposure at the oral therapeutic dose.

Tedizolid phosphate was negative for genotoxicity in all in vitro assays (bacterial reverse mutation
[Ames], Chinese hamster lung [CHL] cell chromosomal aberration) and in all in vivo tests (mouse
bone marrow micronucleus, rat liver unscheduled DNA synthesis). Tedizolid, generated from tedizolid
phosphate after metabolic activation (in vitro and in vivo), was also tested for genotoxicity. Tedizolid
was positive in an in vitro CHL cell chromosomal aberration assay, but negative for genotoxicity in
other in vitro assays (Ames, mouse lymphoma mutagenicity) and in vivo in a mouse bone marrow
micronucleus assay.
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Tedizolid phosphate had no adverse effects on the fertility or reproductive performance of male rats,
including spermatogenesis, at oral doses up to the maximum tested dose of 50 mg/kg/day, or adult
female rats at oral doses up to the maximum tested dose of 15 mg/kg/day. These dose levels equate to
exposure margins of > 5.3-fold for males and > 4.2-fold for females relative to tedizolid plasma
AUC,.4 levels at the human oral therapeutic dose.

Embryo-foetal development studies in mice and rats showed no evidence of a teratogenic effect at
exposure levels 4-fold and 6-fold, respectively, those expected in humans. In embryo-foetal studies,
tedizolid phosphate was shown to produce foetal developmental toxicities in mice and rats. Foetal
developmental effects occurring in mice in the absence of maternal toxicity included reduced foetal
weights and an increased incidence of costal cartilage fusion (an exacerbation of the normal genetic
predisposition to sternal variations in the CD-1 strain of mice) at the high dose of 25 mg/kg/day
(4-fold the estimated human exposure level based on AUCs). In rats, decreased foetal weights and
increased skeletal variations including reduced ossification of the sternabrae, vertebrae, and skull were
observed at the high dose of 15 mg/kg/day (6-fold the estimated human exposure based on AUCs) and
were associated with maternal toxicity (reduced maternal body weights). The no observed adverse
effect levels (NOAELSs) for foetal toxicity in mice (5 mg/kg/day) as well as maternal and foetal
toxicity in rats (2.5 mg/kg/day) were associated with tedizolid plasma area under the curve (AUC)
values approximately equivalent to the tedizolid AUC value associated with the oral human
therapeutic dose.

Tedizolid is excreted into the milk of lactating rats and the concentrations observed were similar to
those in maternal plasma.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core

Microcrystalline cellulose

Mannitol

Povidone

Crospovidone

Magnesium stearate

Film coat

Polyvinyl alcohol

Titanium dioxide (E171)

Macrogol

Talc

Yellow iron oxide (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.
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6.5 Nature and contents of container

6 x 1 tablets in aluminum/Polyethylene Terephthalate (PET)/Paper foil and polyvinyl chloride
(PVC)/polyvinylidene chloride (PVdC) clear film perforated child-resistant unit-dose blisters.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Merck Sharp & Dohme Ltd

Hertford Road, Hoddesdon

Hertfordshire EN11 9BU

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/991/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 23 March 2015

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Sivextro 200 mg powder for concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains disodium tedizolid phosphate corresponding to 200 mg tedizolid phosphate.
After reconstitution each mL contains 50 mg tedizolid phosphate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for concentrate for solution for infusion (powder for concentrate).

White to off-white powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Sivextro is indicated for the treatment of acute bacterial skin and skin structure infections (ABSSSI) in
adults (see sections 4.4 and 5.1).

Consideration should be given to official guidance on the appropriate use of antibacterial agents.
4.2 Posology and method of administration

Posology

Tedizolid phosphate film-coated tablets or powder for concentrate for solution for infusion may be
used as initial therapy. Patients who commence treatment on the parenteral formulation may be
switched to the oral one when clinically indicated.

Recommended dose and duration
The recommended dosage is 200 mg once daily for 6 days.

The safety and efficacy of tedizolid phosphate when administered for periods longer than 6 days have
not been established in patients (see section 4.4).

Missed dose

If a dose is missed it should be given to the patient as soon as possible anytime up to 8 hours prior to
the next scheduled dose. If less than § hours remains before the next dose, then the physician should
wait until the next scheduled dose. A double dose should not be given to compensate for a missed
dose.
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Elderly (265 years)
No dosage adjustment is required (see section 5.2). The clinical experience in patients >75 years is
limited.

Hepatic impairment
No dosage adjustment is required (see section 5.2).

Renal impairment
No dosage adjustment is required (see section 5.2).

Paediatric population

The safety and efficacy of tedizolid phosphate in children and adolescents below 18 years of age have
not yet been established. Currently available data are described in section 5.2, but no recommendation
on a posology can be made.

Method of administration

Sivextro must be administered by intravenous infusion over a 60-minute period.

For instructions on reconstitution and dilution of the medicinal product before administration, see
section 6.6

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Patients with neutropenia

The safety and efficacy of tedizolid phosphate in patients with neutropenia (neutrophil counts
<1,000 cells/mm3) have not been investigated. In an animal model of infection, the antibacterial
activity of tedizolid phosphate was reduced in the absence of granulocytes. The clinical relevance of
this finding is unknown. Alternative therapies should be considered when treating patients with
neutropenia and ABSSSI (see section 5.1).

Mitochondrial dysfunction

Tedizolid inhibits mitochondrial protein synthesis. Adverse reactions such as lactic acidosis, anaemia
and neuropathy (optic and peripheral) may occur as a result of this inhibition. These events have been
observed with another member of the oxazolidinone class when administered over a duration
exceeding that recommended for Sivextro.

Myelosuppression

Decreased platelets, decreased haemoglobin and decreased neutrophils have been observed in a few
subjects during treatment with tedizolid phosphate. In cases where tedizolid was discontinued, the
affected haematological parameters have returned back to pre-treatment levels. Myelosuppression
(including anaemia, leucopenia, pancytopenia and thrombocytopenia) has been reported in patients
treated with another member of the oxazolidinone class and the risk of these effects appeared to be
related to the duration of treatment.

Peripheral neuropathy and optic nerve disorders

Peripheral neuropathy, as well as optic neuropathy sometimes progressing to loss of vision, have been
reported in patients treated with another member of the oxazolidinone class with treatment durations
exceeding that recommended for Sivextro. Neuropathy (optic and peripheral) has not been reported in
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patients treated with tedizolid phosphate at the recommended treatment duration of 6 days. All patients
should be advised to report symptoms of visual impairment, such as changes in visual acuity, changes
in colour vision, blurred vision, or visual field defect. In such cases, prompt evaluation is
recommended with referral to an ophthalmologist as necessary.

Lactic acidosis
Lactic acidosis has been reported with the use of another member of the oxazolidinone class. Lactic
acidosis has not been reported in patients treated with tedizolid phosphate at the recommended

treatment duration of 6 days.

Hypersensitivity reactions

Tedizolid phosphate should be administered with caution in patients known to be hypersensitive to
other oxazolidinones since cross-hypersensitivity may occur.

Clostridium difficile associated diarrhoea

Clostridium difficile associated diarrhoea (CDAD) has been reported for tedizolid phosphate (see
section 4.8). CDAD may range in severity from mild diarrhoea to fatal colitis. Treatment with
antibacterial agents alters the normal flora of the colon and may permit overgrowth of C. difficile.

CDAD must be considered in all patients who present with severe diarrhoea following antibiotic use.
Careful medical history is necessary since CDAD has been reported to occur over two months after the
administration of antibacterial agents.

If CDAD is suspected or confirmed, tedizolid phosphate and, if possible, other antibacterial agents not
directed against C. difficile should be discontinued and adequate therapeutic measures should be
initiated immediately. Appropriate supportive measures, antibiotic treatment of C. difficile, and
surgical evaluation should be considered. Medicinal products inhibiting peristalsis are contraindicated
in this situation.

Monoamine oxidase inhibition

Tedizolid is a reversible, non-selective inhibitor of monoamine oxidase (MAOQO) in vitro (see
section 4.5).

Serotonin syndrome

Spontaneous reports of serotonin syndrome associated with the co-administration of another member
of the oxazolidinone class together with serotonergic agents have been reported (see section 4.5).

There is no Phase 3 clinical experience in patients with co-administration of Sivextro with
serotonergic agents such as selective serotonin re-uptake inhibitors [SSRI], serotonin norepinephrine
reuptake inhibitors (SNRI), tricyclic antidepressants, MAO inhibitors, triptans, and other medications
with potential adrenergic or serotonergic activity.

Non-susceptible microorganisms

Prescribing tedizolid phosphate in the absence of a proven or strongly suspected bacterial infection
increases the risk of the development of drug-resistant bacteria.

Tedizolid phosphate is generally not active against Gram-negative bacteria.
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Limitations of the clinical data

The safety and efficacy of tedizolid phosphate when administered for periods longer than 6 days have
not been established.

In ABSSSI, the types of infections treated were confined to cellulitis/erysipelas or major cutaneous
abscesses, and wound infections only. Other types of skin infections have not been studied.

There is limited experience with tedizolid phosphate in the treatment of patients with concomitant
acute bacterial skin and skin structure infections and secondary bacteremia and no experience in the
treatment of ABSSSI with severe sepsis or septic shock.

Controlled clinical studies did not include patients with neutropenia (neutrophil counts
<1,000 cells/mm’) or severely immunocompromised patients.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacokinetic interactions

In a clinical study comparing the single dose (10 mg) pharmacokinetics of rosuvastatin (Breast Cancer
Resistant Protein [BCRP] substrate) alone or in combination with Sivextro (once-daily 200 mg oral
dose), rosuvastatin AUC and C,,, increased by approximately 70% and 55%, respectively, when
coadministered with Sivextro. Therefore, orally administered Sivextro can result in inhibition of
BCRP at the intestinal level. If possible, an interruption of the co-administered BCRP substrate
medicinal product (such as imatinib, lapatinib, methotrexate, pitavastatin, rosuvastatin, sulfasalazine,
and topotecan) should be considered during the six days of treatment with oral Sivextro.

Pharmacodynamic interactions

Monoamine oxidase inhibitors

Tedizolid is a reversible inhibitor of monoamine oxidase (MAO) in vitro; however, no interaction is
anticipated when comparing the ICs, for MAO-A inhibition and the anticipated plasma exposures in
man. Drug interaction studies to determine effects of 200 mg oral Sivextro at steady state on
pseudoephedrine and tyramine pressor effects were conducted in healthy volunteers. No meaningful
changes in blood pressure or heart rate with pseudoephedrine were observed in the healthy volunteers,
and no clinically relevant increase in tyramine sensitivity was observed.

Potential serotonergic interactions
The potential for serotonergic interactions has not been studied in either patients or healthy volunteers
(see section 5.2).

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no data from the use of tedizolid phosphate in pregnant women. Studies in mice and rats
showed developmental effects (see section 5.3). As a precautionary measure, it is preferable to avoid
the use of tedizolid phosphate during pregnancy.

Breast-feeding

It is unknown whether tedizolid phosphate or its metabolites are excreted in human milk. Tedizolid is
excreted in the breast milk of rats (see section 5.3). A risk to the breast-feeding infant cannot be
excluded. A decision must be made whether to discontinue breast-feeding or to discontinue/abstain
from Sivextro therapy taking into account the benefit of breast-feeding for the child and the benefit of
therapy for the woman.
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Fertility

The effects of tedizolid phosphate on fertility in humans have not been studied. Animal studies with
tedizolid phosphate do not indicate harmful effects with respect to fertility (see section 5.3).

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. Sivextro may
have a minor influence on the ability to drive and use machines as it may cause dizziness, fatigue or,
uncommonly, somnolence (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The safety of tedizolid phosphate has been evaluated in a total of 1,485 subjects receiving at least one
dose of tedizolid phosphate administered either orally or intravenously. The primary safety database is
the Phase 3 clinical studies in which 662 subjects received 200 mg tedizolid phosphate orally and/or
intravenously (331/662 patients) for a maximum of 6 days.

Approximately 22.4% of patients treated with Sivextro in Phase 3 clinical studies (n=662) experienced
at least one treatment-emergent adverse reaction. The most frequently reported adverse reactions
occurring in patients receiving tedizolid phosphate in the pooled controlled Phase 3 clinical studies
(tedizolid 200 mg once daily for 6 days) were nausea (6.9%), headache (3.5%), diarrhoea (3.2%) and
vomiting (2.3%), and were generally mild to moderate in severity.

Tabulated list of adverse reactions

The following adverse reactions have been identified in two comparative pivotal Phase 3 studies with
Sivextro (Table 1). The safety profile was similar when comparing patients receiving intravenous
Sivextro alone to patients who received oral administration alone, except for a higher reported rate of
gastrointestinal disorders associated with oral administration. Adverse reactions are classified by
preferred term and System Organ Class, and by frequency. Frequencies are defined as: very common
(>1/10); common (> 1/100 to < 1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000);
very rare (<1/10,000).

Table 1 Frequency of adverse reactions by System Organ Class in pooled Phase 3
comparative clinical studies

System Organ Class Common Uncommon
Infections and infestations Vulvovaginal mycotic infection

Fungal infection

Vulvovaginal candidiasis
Abscess
Clostridium difficile colitis

Dermatophytosis

Oral candidiasis

Respiratory tract infection

Blood and lymphatic system Lymphadenopathy
disorders
Immune system disorders Drug hypersensitivity
Metabolism and nutrition disorders Dehydration
Diabetes mellitus inadequate
control
Hyperkalaemia
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System Organ Class

Common

Uncommon

Psychiatric disorders

Insomnia

Sleep disorder

Anxiety

Nightmare

Nervous system disorders

Headache

Somnolence

Dizziness

Dysgeusia

Tremor

Paraesthesia

Hypoaesthesia

Eye disorders

Vision blurred

Vitreous floaters

Cardiac disorders

Bradycardia

Vascular disorders

Flushing

Hot flush

Respiratory, thoracic and
mediastinal disorders

Cough

Nasal dryness

Pulmonary congestion

Gastrointestinal disorders

Nausea

Abdominal pain

Diarrhoea

Constipation

Vomiting

Abdominal discomfort

Dry mouth

Dyspepsia

Abdominal pain upper

Flatulence

Gastrooesophageal reflux
disease

Haematochezia

Retching

Skin and subcutaneous tissue
disorders

Pruritus
Generalised

Hyperhidrosis

Pruritus

Rash

Urticaria

Alopecia

Rash erythematous

Rash generalised

Acne

Pruritus allergic

Rash maculo-papular

Rash papular

Rash pruritic

Musculoskeletal and connective
tissue disorders

Arthralgia

Muscle spasms

Back pain

Limb discomfort

Neck pain

Renal and urinary disorders

Urine odor abnormal

Reproductive and breast disorders

Vulvovaginal pruritus

General disorders and
administration site conditions

Fatigue

Chills

Infusion site pain

Infusion site phlebitis
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System Organ Class Common Uncommon

Irritability

Pyrexia

Infusion related reaction
Peripheral oedema
Investigations Grip strength decreased
Transaminases increased

White blood cell count decreased

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In the event of overdose, Sivextro should be discontinued and general supportive treatment given.
Hemodialysis does not result in meaningful removal of tedizolid from systemic circulation. The
highest single dose administered in clinical studies was 1,200 mg. All adverse reactions at this dose
level were mild or moderate in severity.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antibacterials for systemic use, Other antibacterials, ATC code:
JO1IXX11

Mechanism of action

Tedizolid phosphate is an oxazolidinone phosphate prodrug. The antibacterial activity of tedizolid is
mediated by binding to the 50S subunit of the bacterial ribosome resulting in inhibition of protein
synthesis.

Tedizolid is primarily active against Gram-positive bacteria.
Tedizolid is bacteriostatic against enterococci, staphylococci, and streptococci in vitro.
Resistance

The most commonly observed mutations in staphylococci and enterococci that result in oxazolidinone
resistance are in one or more copies of the 23S rRNA genes (G2576U and T2500A).

Organisms resistant to oxazolidinones via mutations in chromosomal genes encoding 23S rRNA or
ribosomal proteins (L3 and L4) are generally cross-resistant to tedizolid.

A second resistance mechanism is encoded by a plasmid-borne and transposon associated
chloramphenicol-florfenicol resistance (cfi) gene, conferring resistance in staphylococci and
enterococci to oxazolidinones, phenicols, lincosamides, pleuromutilins, streptogramin A and 16-
membered macrolides. Due to a hydroxymethyl group in the C5 position, tedizolid retains activity
against strains of Staphylococcus aureus that express the cfr gene in the absence of chromosomal
mutations.

The mechanism of action is different from that of non-oxazolidinone class antibacterial medicinal
products; therefore, cross-resistance between tedizolid and other classes of antibacterial medicinal
products is unlikely.
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Antibacterial activity in combination with other antibacterial and antifungal agents

In vitro drug combination studies with tedizolid and amphotericin B, aztreonam, ceftazidime,
ceftriaxone, ciprofloxacin, clindamycin, colistin, daptomycin, gentamicin, imipenem, ketoconazole,
minocycline, piperacillin, rifampicin, terbinafine, trimethoprim/sulfamethoxazole, and vancomycin
indicate that neither synergy nor antagonism have been demonstrated.

Susceptibility testing breakpoints

Minimum inhibitory concentration (MIC) breakpoints determined by the European Committee on
Antimicrobial Susceptibility Testing (EUCAST) are:

Minimum Inhibitory Concentrations

Organisms (mg/L)

Susceptible (<S) Resistant (R>)
Staphylococcus spp. 0.5 0.5
Beta haemolytic Streptococci of Groups A,B,C,G 0.5 0.5
Viridans group streptococci (Streptococcus anginosus 0.25 0.25
group only)

Pharmacokinetic/pharmacodynamic relationship

The AUC/MIC ratio was the pharmacodynamic parameter shown to best correlate with efficacy in
mouse thigh and lung S. aureus infection models.

In a mouse thigh infection model of S. aureus, the antibacterial activity of tedizolid was reduced in the
absence of granulocytes. The AUC/MIC ratio to achieve bacteriostasis in neutropenic mice was at

least 16 times that in immunocompetent animals (see section 4.4).

Clinical efficacy against specific pathogens

Efficacy has been demonstrated in clinical studies against the pathogens listed under each indication
that were susceptible to tedizolid in vitro.

Acute bacterial skin and skin structure infections

. Staphylococcus aureus

. Streptococcus pyogenes

. Streptococcus agalactiae

. Streptococcus anginosus group (including S. anginosus, S. intermedius and S. constellatus)

Antibacterial activity against other relevant pathogens

Clinical efficacy has not been established against the following pathogens although in vitro studies
suggest that they would be susceptible to tedizolid in the absence of acquired mechanisms of
resistance:

. Staphylococcus lugdunensis
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Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Sivextro in one or more subsets of the paediatric population in the treatment of acute bacterial skin and
skin structure infections (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Oral and intravenous tedizolid phosphate is a prodrug that is rapidly converted by phosphatases to
tedizolid, the microbiologically active moiety. Only the pharmacokinetic profile of tedizolid is
discussed in this section. Pharmacokinetic studies were conducted in healthy volunteers and
population pharmacokinetic analyses were conducted in patients from Phase 3 studies.

Absorption

At steady state, tedizolid mean (SD) C,.x values of 2.2 (0.6) and 3.0 (0.7) mcg/mL and AUC values of
25.6 (8.5) and 29.2 (6.2) mcg-h/mL were similar with oral and IV administration of tedizolid
phosphate, respectively. The absolute bioavailability of tedizolid is above 90%. Peak plasma tedizolid
concentrations are achieved within approximately 3 hours after dosing after oral administration of
Sivextro under fasted conditions.

Peak concentrations (C,,,) of tedizolid are reduced by approximately 26% and delayed by 6 hours
when tedizolid phosphate is administered after a high-fat meal relative to fasted, while total exposure
(AUC,.,) is unchanged between fasted and fed conditions.

Distribution

The average binding of tedizolid to human plasma proteins is approximately 70-90%.

The mean steady state volume of distribution of tedizolid in healthy adults (n=8) following a single

intravenous dose of tedizolid phosphate 200 mg ranged from 67 to 80 L.

Biotransformation

Tedizolid phosphate is converted by endogenous plasma and tissue phosphatases to the
microbiologically active moiety, tedizolid. Other than tedizolid, which accounts for approximately
95% of the total radiocarbon AUC in plasma, there are no other significant circulating metabolites.
When incubated with pooled human liver microsomes, tedizolid was stable suggesting that tedizolid is
not a substrate for hepatic CYP450 enzymes. Multiple sulfotransferase (SULT) enzymes (SULTI1A1,
SULT1A2, and SULT2A1) are involved in the biotransformation of tedizolid, to form an inactive and
non-circulating sulphate conjugate found in the excreta.

Elimination

Tedizolid is eliminated in excreta, primarily as a non-circulating sulfate conjugate. Following single
oral administration of '“C-labeled Sivextro under fasted conditions, the majority of elimination
occurred via the liver with 81.5% of the radioactive dose recovered in faeces and 18% in urine, with
most of the elimination (>85%) occurring within 96 hours. Less than 3% of Sivextro administered
dose is excreted as active tedizolid. The elimination half-life of tedizolid is approximately 12 hours
and the intravenous clearance is 6-7 L/h.

Linearity/non-linearity

Tedizolid demonstrated linear pharmacokinetics with regard to dose and time. The C,,,x and AUC of
tedizolid increased approximately dose proportionally within the single oral dose range of 200 mg to
1,200 mg and across the intravenous dose range of 100 mg to 400 mg. Steady-state concentrations are
achieved within 3 days and indicate modest active substance accumulation of approximately 30%
following multiple once-daily oral or intravenous administration as predicted by a half-life of
approximately 12 hours.
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Special populations

Renal impairment

Following administration of a single 200 mg IV dose of Sivextro to 8 subjects with severe renal
impairment defined as eGFR <30 mL/min, the C,,,, was basically unchanged and AUC,._, was changed
by less than 10% compared to 8 matched healthy subject controls. Hemodialysis does not result in
meaningful removal of tedizolid from systemic circulation, as assessed in subjects with end-stage renal
disease (eGFR <15 mL/min). The eGFR was calculated using the MDRD4 equation.

Hepatic impairment

Following administration of a single 200 mg oral dose of Sivextro, the pharmacokinetics of tedizolid
are not altered in patients with moderate (n=8) or severe (n=8) hepatic impairment (Child-Pugh
Class B and C).

Elderly population (= 65 years)

The pharmacokinetics of tedizolid in elderly healthy volunteers (age 65 years and older, with at least
5 subjects at least 75 years old; n=14) was comparable to younger control subjects (25 to 45 years old;
n=14) following administration of a single oral dose of Sivextro 200 mg.

Paediatric population

The pharmacokinetics of tedizolid were evaluated in adolescent subjects (12 to 17 years; n=20)
following administration of a single oral or IV dose of Sivextro 200 mg. The mean C,,,, and AUC,_,
for oral or IV administration of tedizolid 200 mg were similar in adolescent and in healthy adult
subjects.

Gender

The impact of gender on the pharmacokinetics of Sivextro was evaluated in healthy males and females
in clinical studies and in a population pharmacokinetics analysis. The pharmacokinetics of tedizolid
were similar in males and females.

Drug interaction studies
Effects of Other Medicines on Sivextro

In vitro studies have shown that drug interactions between tedizolid and inhibitors or inducers of
cytochrome P450 (CYP) isoenzymes are unanticipated.

Multiple sulfotransferase (SULT) isoforms (SULT1A1, SULT1A2, and SULT2A1) were identified in
vitro that are capable of conjugating tedizolid which suggests that no single isozyme is critical to the
clearance of tedizolid.

Effects of Sivextro on Other Medicines

Drug metabolizing enzymes

In vitro studies in human liver microsomes indicate that tedizolid phosphate and tedizolid do not
significantly inhibit metabolism mediated by any of the following CYP isoenzymes (CYP1A2,
CYP2C19, CYP2A6, CYP2C8, CYP2C9, CYP2D6, and CYP3A4). Tedizolid did not alter activity of
selected CYP isoenzymes, but induction of CYP3A4 mRNA was observed in vitro in hepatocytes.

A clinical study comparing the single dose (2 mg) pharmacokinetics of midazolam (CYP3A4
substrate) alone or in combination with Sivextro (once-daily 200 mg oral dose for 10 days),
demonstrated no clinically meaningful difference in midazolam C,,,, or AUC. No dose adjustment is
necessary for CYP3A4 substrates during treatment with Sivextro.

Membrane transporters

The potential for tedizolid or tedizolid phosphate to inhibit transport of probe substrates of important
drug uptake (OAT1, OAT3, OATP1B1, OATP1B3, OCT1, and OCT2) and efflux transporters (P-gp
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and BCRP) was tested in vitro. No clinically relevant interactions are expected to occur with these
transporters, with the administration of the parenteral formulation.

In a clinical study comparing the single dose (10 mg) pharmacokinetics of rosuvastatin (BCRP
substrate) alone or in combination with the oral administration of Sivextro film-coated tablets,
rosuvastatin AUC and C,,, increased by approximately 70% and 55%, respectively, when
coadministered with Sivextro. Therefore, orally administered Sivextro can result in inhibition of
BCREP at the intestinal level.

Monoamine oxidase inhibition

Tedizolid is a reversible inhibitor of MAO in vitro; however, no interaction is anticipated when
comparing the ICsy and the anticipated plasma exposures in man. No evidence of MAO-A inhibition
was observed in Phase 1 studies specifically designed to investigate the potential for this interaction.

Adrenergic agents

Two placebo-controlled crossover studies were conducted to assess the potential of 200 mg oral
tedizolid phosphate at steady state to enhance pressor responses to pseudoephedrine and tyramine in
healthy individuals. No meaningful changes in blood pressure or heart rate were seen with
pseudoephedrine. The median tyramine dose required to cause an increase in systolic blood pressure
of >30 mmHg from pre-dose baseline was 325 mg with Sivextro compared to 425 mg with placebo.
Administration of Sivextro with tyramine-rich foods (i.e., containing tyramine levels of approximately
100 mg) would not be expected to elicit a pressor response.

Serotonergic agents

Serotonergic effects at doses of tedizolid phosphate up to 30-fold above the human equivalent dose did
not differ from vehicle control in a mouse model that predicts brain serotonergic activity. There are
limited data in patients on the interaction between serotonergic agents and tedizolid phosphate. In
Phase 3 studies, subjects taking serotonergic agents including antidepressants such as selective
serotonin reuptake inhibitors (SSRIs), tricyclic antidepressants, and serotonin 5-hydroxytryptamine
(5-HT1) receptor agonists (triptans), meperidine, or buspirone were excluded.

5.3  Preclinical safety data
Long-term carcinogenicity studies have not been conducted with tedizolid phosphate.

Repeated oral and intravenous dosing of tedizolid phosphate in rats in 1-month and 3-month
toxicology studies produced dose- and time-dependent bone marrow hypocellularity (myeloid,
erythroid, and megakaryocyte), with associated reduction in circulating RBCs, WBCs, and platelets.
These effects showed evidence of reversibility and occurred at plasma tedizolid exposure levels
(AUC) >6-fold greater than the plasma exposure associated with the human therapeutic dose. In a
1-month immunotoxicology study in rats, repeated oral dosing of tedizolid phosphate was shown to
significantly reduce splenic B cells and T cells and reduce plasma IgG titers. These effects occurred at
plasma tedizolid exposure levels (AUC) >3-fold greater than the expected human plasma exposure
associated with the therapeutic dose.

A special neuropathology study was conducted in pigmented Long Evans rats administered tedizolid
phosphate daily for up to 9 months. This study used sensitive morphologic evaluation of
perfusion-fixed peripheral and central nervous system tissue. No evidence of neurotoxicity, including
neurobehavioral changes or optic or peripheral neuropathy, was associated with tedizolid after 1, 3, 6
or 9 months of oral administration up to doses with plasma exposure levels (AUC) up to 8-fold greater
than the expected human plasma exposure at the oral therapeutic dose.

Tedizolid phosphate was negative for genotoxicity in all in vitro assays (bacterial reverse mutation
[Ames], Chinese hamster lung [CHL] cell chromosomal aberration) and in all in vivo tests (mouse
bone marrow micronucleus, rat liver unscheduled DNA synthesis). Tedizolid, generated from tedizolid
phosphate after metabolic activation (in vitro and in vivo), was also tested for genotoxicity. Tedizolid
was positive in an in vitro CHL cell chromosomal aberration assay, but negative for genotoxicity in
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other in vitro assays (Ames, mouse lymphoma mutagenicity) and in vivo in a mouse bone marrow
micronucleus assay.

Tedizolid phosphate had no adverse effects on the fertility or reproductive performance of male rats,
including spermatogenesis, at oral doses up to the maximum tested dose of 50 mg/kg/day, or adult
female rats at oral doses up to the maximum tested dose of 15 mg/kg/day. These dose levels equate to
exposure margins of > 5.3-fold for males and > 4.2-fold for females relative to tedizolid plasma
AUC,.y4 levels at the human oral therapeutic dose.

Embryo-foetal development studies in mice and rats showed no evidence of a teratogenic effect at
exposure levels 4-fold and 6-fold, respectively, those expected in humans. In embryo-foetal studies,
tedizolid phosphate was shown to produce foetal developmental toxicities in mice and rats. Foetal
developmental effects occurring in mice in the absence of maternal toxicity included reduced foetal
weights and an increased incidence of costal cartilage fusion (an exacerbation of the normal genetic
predisposition to sternal variations in the CD-1 strain of mice) at the high dose of 25 mg/kg/day
(4-fold the estimated human exposure level based on AUCs). In rats, decreased foetal weights and
increased skeletal variations including reduced ossification of the sternabrae, vertebrae, and skull were
observed at the high dose of 15 mg/kg/day (6-fold the estimated human exposure based on AUCs) and
were associated with maternal toxicity (reduced maternal body weights). The no observed adverse
effect levels (NOAELSs) for foetal toxicity in mice (5 mg/kg/day) as well as maternal and foetal
toxicity in rats (2.5 mg/kg/day) were associated with tedizolid plasma area under the curve (AUC)
values approximately equivalent to the tedizolid AUC value associated with the oral human
therapeutic dose.

Tedizolid is excreted into the milk of lactating rats and the concentrations observed similar to those in
maternal plasma.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Mannitol

Sodium hydroxide (for pH adjustment)

Hydrochloric acid (for pH adjustment)

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6. Sivextro is incompatible with any solutions containing divalent cations (e.g., Ca>", Mg”"),
including Lactated Ringer’s Injection and Hartmann's Solution.

6.3  Shelf life

3 years.

After reconstitution and dilution, it should be used within 4 hours at room temperature or 24 hours
when stored at 2°C to 8°C.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions. For storage conditions after
reconstitution and dilution of the medicinal product, see section 6.3.
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6.5 Nature and contents of container

Type I-(10 ml) clear borosilicate tubing glass vial with a siliconised grey chlorobutyl rubber stopper.
Available in packs of 1 vial and 6 vials.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling
Sivextro vials are intended for single use only.

It must be administered as an intravenous infusion only. It must not be administered as an intravenous
bolus.

Aseptic technique must be followed in preparing the infusion solution. The contents of the vial should
be reconstituted with 4 mL of water for injections, and be swirled gently until the powder has
dissolved entirely. Shaking or rapid movement should be avoided as it may cause foaming.

For administration, the reconstituted solution must be further diluted in 250 mL of sodium chloride
0.9% solution for injection. The bag should not be shaken. The resulting solution is a clear colourless
or light-yellow solution and should be administered over approximately 1 hour.

Only limited data are available on the compatibility of Sivextro with other intravenous substances,
therefore additives or other medicinal products should not be added to Sivextro single use vials or
infused simultaneously. If the same intravenous line is used for sequential infusion of several different

medicinal products, the line should be flushed before and after infusion with 0.9% sodium chloride.

The reconstituted solution should be inspected visually for particulate matter prior to administration.
Reconstituted solutions containing visible particles should be discarded.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7.  MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme Ltd

Hertford Road, Hoddesdon

Hertfordshire EN11 9BU

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/991/002

EU/1/15/991/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 23 March 2015

10. DATE OF REVISION OF THE TEXT
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Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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N7 A7 IF—EB LR
A ifn BR A ek

BIfEA MBI I- 56 OWs

IS OEBZIZED LOVEERZ2HET 2 2 EIFEETH D, TSI D ZDEEF DR
T4 b VDRI ARG U REMGINCTE =2 Y T EINTE D, EFREEEITRIERN
e 5355 121T Appendix VISR THEORE T AT ALY @GS0,

4.9 BERE

RGN D o T2 HE 1L, Sivextro DG AL, — MR SRRIEAZ Eii T2 2 &, 1M
WENTZIT> CHOARICT VY U RERHERNORET DR L 1T b2, BRKERER I
BeG sz 1 Elg s HRIE 1, 200mg TH 5, ZOHE L~V TORIWEMOEIEE TV b
ENLHREETHST,

5. AR
5.1 b=yl bl e
HNKRSHE - S IR, FofobiESE, ATC =— R JO1XX11

TEHIRE T

TV R VBEAT L, XTIV UROY VR AT ADT O RT T Th D,
TV FOFETEMIZ, MEO Y R Y — L 50S T 2=y MIFEAIZLY, X7 EAK
FHETDHZ LITL S,

FUVY RiZEE LTY T LBMEEICH L TEEEZ o,

7YY RiZ in vitro TlX enterococci, staphylococei, MO\ streptococei (Z%F L CHRE
HINZAER S %,

M

staphylococci kW enterococei 34 FH >V 2 7 UittEa A U ABRICHKR & —XAICBIZR S
L2 HE, 23S TRNA O35 T (62576U K& TX T2500A) D 1 DX I a v —IcB T 5D TH
Do 23S TRNA IR Y R Y — L /3 (L3 KV LA) & 2 — R T 2 et lBn FOERIZ X -
TAXYY VT Uitk R A MBI, — I, 7YY U RISk L CRZEMMEE F T 5,
2EHDOMMEA D=L, TTAI RICLoTHEITIL, FT VARV EBFTL7rT A
Zrx=a—)L-7ua)7 === (cfr) BIEFIZE>Ta—RFENHHDT, ZHICX
D, XYV R To=a—%k VrathI FR e/ alsFY Rk ALY




N7Z I AKRON6 BB~ 7 1T A RIZXF LT staphylococei &N enterococei 3% A=
U%, 5 fricdhdb R 2 Fuikick-T, 77UV U Rk, RAEKOERNBROD cfr
BARF &2 IBLT D Staphylococcus aureus DEEFEMRIT T L CTIEMEZIRFET 5,

FAXH YV ROPEE AT PR D720 7V Y RED s 7 ZAOHHFET
ZEZEMMPE AN U % ATREME IR,

fl DHUEFE M OFLE 3 & OOF ] T OPLRETEPE

InvitrolZBF5H7 YU RE TARTYVUB, TAMLAF A, E7H VA BT B

VTRV Y, vTATAFRF L, ST L vy, SYRF Y FT e v, s
FAVYLAIRKL Aty S/PA 7Y e ERT VY, VT ey,
FAEFT 4. FURARTY b ZLT 57 A NFHF S LEHK. N awA ot
BROFE R, ARIEMSCHEIUERIIR SR o T,

BRI DT LA 2 KA o b

RN BT SRR MR B Z: B2 (EUCAST) TRE SN TV DA INEERRIERE MIC) O LA
7 IRA M ELTIORT,

o BNEEBLRE (ng/L)
lilEs] -
EEZH (SUT) it (R i)

Staphylococcus spp. 0.5 0.5

B ML Streptococei (A, B, C, G#f) 0.5 0.5

. L — -
Vlrlldans 7 ] 7 Streptococci ( Streptococcus 0.95 0.95
anginosus BED 7)

SEENREH, TS I BER

AUC/MIC telk, =7 A®D S aureus KK OHEGLET MTBWNT, Atk d L <HE%
RIS FIRT A =2 ThoTz,

~ U AD S, aureus KEREGET MZEBWT, 7V U ROFUETEHEITIERERDS 720 KT L
7o TFRERID~ T A TEREIRIE 2 AT D AUC/MIC Fhid, @ o 16 5L ETH -
7= (4.4 THBH),

RERE DIRJFARIZ k3 5 B IR B A 2k

In vitro T7 ¥V Y NIZRESMED & - T A B IED N IR ORIFEE I OW T, FRKRERIC
BV THENGE Sz,

RMMEMRE - RERBRRE

» Staphylococcus aureus

« Streptococcus pyogenes




- Streptococcus agalactiae

- Streptococcus anginosus %t (S. anginosus, S. intermedius NS, constellatus Z&Tp)

fttn. o> B34 2 JoR AL k3 2 HLEA TG 4
TREDIFFARIZ %9 D BRI IR BRI MEI TS STV CTWR WA, in vitro OFRRERNGIL, 1815
MHEDORFE 2 NG EIET VY U RIS E/ T2 RTINS,

« Staphylococcus lugdunensis

/NS
BN AT, BB TR RS « B MMESE DIGIRIZEB VT 1 DL Eo/NEDORR 32
Mz x5 & LTz Sivextro ORISR 2RI+ 2 8B LW Lz UhNETOMMICET 2 FH

4. 2HBM),

5.2 BRI

BOROHERNEEG AT ) R VAT VI T e KTy 7 ThY, mAT7 724 —EIC
F o CRHITMAED I RIEHR Y TH DTV ) RICEBIND, ZOETIET VY'Y RO
SEMBNRE T 1 7 ¢ — VDB A Hmm T Do SRR I X 2 e Fhs S 4u., 25 3 B
DEBFE I TR HIZEYERE /34T 78 Fohie S 47z,

S

EFRETIZ, 7YY R VBT AT LOROFKE EFIRNBEGTOT 2 U RO Cupx DF-
Bl (ERERZE) 12T 2.2 (0.6) &£ 3.0 (0.7) meg/mL, AUC OF-¥ME (FEHERE) 1%
ZNEI25.6 (8.5) &£ 29.2 (6.2) meg h/mL THEEILTWD, TV Y ROMakf /A 47~
A7V T 4T 0%BTHD, 7YV FOFmEMEREIL, #EAIREE T Sivextro Z#% A&
HU7-%., #3 Rf%IcEIET 5,

FIEN B ZEBR L% TT VY'Y RY VBB AT VERET DL TV U RORE i E
(Coan) 13 AEERFIZELATH 26%04 L, 6 FEEEN CTREIET 278, 2HRER (AUCr.) X
M ie & BERRFCAL L7220,

gaRiiil

TV YU RO hOmiER R0 B EOFEERIT L TR 710~90% Th 5,

7YV Y R R AT )L 200mg ZAEERRR A (n=8) IZH#IRNEEIHR G L&D T UV U FiE
RREATAFEIL 67T~80L TH o7,

FH N

[—~
aa

W
=i

TUVY R VR AT VIINIET D IER OHERE T DR 2 7 7 & —BIZ Lo THAEY TR
IRIEMERSY Ch DT VY Y RICEBEN D, MIEF DO TORMSERFE AUC DIZIE 95%% &
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HBHT YY) KPS TR, BEABRNASDII RV, F—LrE&nize hOfFR7n Y —2a b4t
IZHER LT G, 7VY U RRLEL W Ennh, 7YY U RiZAF#oO CYP450 BEsE 0 3
BHTIERNZ AR LTV D, EEONEAEER (SULT) B35 (SULT1AL, SULT1A2, SULT2A1)
W7V U ROMHHZB G- LT 0 | Bl I 7 & 5 TR CIREBR M ORI & (R 2
D R

il

TYV U RiE, BIOFERMEOMBRA AL LRt hicHE s s, "C TR L
Sivextro ZAEEUIRAE CHEIROF LT 2 & KB OPRIIITIEZ B U TEZ v . BEHEA
BD 8L 5%IFHEPNG | I8%IFIRFMNBEUL I Tz, K5 (85% ) OHEMIE 96 FEHI LA
Thole, BEIhz Sivextro DAED S L, EHEDOH L7V ) Fe LTt S 7znlx
3% AN T o7z, 7YY ROPEMEEHIIA 12 BT, 8RN U 7 7 v A% 6~TL/IF
H<h s,

I FERI

TV R E RIS U TR EDEIEZ R LTz, 73 U RO Gy & AUC 1, B
[alifE A5G- 200mg 726 1, 200mg O I EHFLPH N HLRIFHIRPIE 5Tl 100mg 7~ 5 400mg o ] G
PN TIE, BB MEITHE LTI Lz, EWREIL S BLPIZER S, 1 H 1RO
Hb L <IEEIRNER G T, £ 12 B ORI T RSN L B0 | £ 30% DD EDIE
PEE DEREE R~ LT,

Rl 72 AR

B EIE 2

BT OB e E B (eGFR 23 30mL/ 43 Ajifi) 8 441Z, Sivextro 200mg %z &R BBl 5 L 7=
&2 A, I D e BBEEBEERE 8 44 & HE X T Coa IFEEARAIZZE AL 72 < | AUCo. D ZALIE 10%
K THoT-, REIEEEBEE (eGFR 23 16mL//yAK0) TR L7 & Z A, k@ 217> C
HbERBICT VYU FEEFMEERPORET DR LT/ 0 o 72, eGFR X MDRD4 HEF X%
HAWTEHE LT,

Vig: =

Sivextro 200mg Z RO HEFRE L2 2 A, TV Y RoEyEhEEIX, T%E (h=8) KW
HETHREEESRE (n=8) TZ&kIZ7Zeh > 7~ (Child-Pugh 43¥EB K TRC),
BT (65 LLE)

Sivextro 200mg Z % 1 B [E#& 5 U 7= 72 mlin SREE (65 Ll b, 9 B 75 LA By 5 44 LA B
n=14) TOT Y U FOIEYEREIL, FERE OXTIREE (25~457%, n=14) &A% TH-o
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7’9
—o

Yok ik

HOEMOYERF (12~17 5%, n=20) 1T Sivextro 200mg %% 1 XX E RN HE 5 L7,
TV ROFEYERELZ M LTZ, 7 U K 200mg &0 XITFHIRNE S L2 Z2 D Ca
KO AUCo-oo DR, AERE 722 D M O AR E I B W TR T o 72,

e/
T DIREFRPERE 2 x5 & U7 BRTUER S O\RE SR B RE 0T 24TV, PEZEDS Sivextro O
EWENRRIC KT T RELTN Lz, 72 U FOEYERIZENE L LM TRR TH o7,

V1A A E R

fth DIHIAS Sivextro I KIFT R

InvitrodBROFER, 7V K& F M7 1 A P450 (CYP) A VEESR OBHEHN X FHEA| &
OFAFERITTFH SN RN RSN,

TV U ROEEITH 0D 5B OmEE KBRS (SULT) O 7 A ¥V 7 4+ —2 (SULTIAL,
SULTIA2 B OF SULT2A1) A% invitro CRIGE S, ZAULT VYU ROZ VT 7 AZHB0
TEND L DDA VEERTITPIRERNZHE L WD Z & TIERWNWI 2R LTV D,

Sivextro ML D AN MIT I B

FEWCHFEE

t NOFI 78 Y —ATO in vitrol®BRIZBWT, 7YV U RV VBT ATLVET YV U R
X, LFOWT o CYP A VS (CYP1A2, CYP2C19, CYP2A6, CYP2C8, CYP2C9, CYP2D6 K& X
CYP3A4) M T AR L ABICHE LW L &R LT, 77UV U RIRIRE L7z CYP A V%
FOFEMZEALESED Z LI T2M, in vitro DI T CYP3A4 mRNA OFFE AL S
e,

AT N (CYP3M HVE) BUMEREIZ S (2mg), XX # Y T AL Sivextro (200mg £ A%
HZ 1 H 11, 10 Af#) 200 L7256 OFWEiE L ik 2R 21T o7& 24, 2
BT DD Crax X°AUC IZH BERIEWVITR O h 272, Sivextro TOVEFEHIZ CYP3A4 FE D
HAERHIIAETH D,

JE P T R — 5 —

TV RRORT VYU Y U ZT)VH T o AR —4—(0AT1, 0AT3, 0ATP1B1, OATP1B3,
0CT1 KT OCT2) 1T & 2 SR OB Y AL K OHEH k7 AR —% — (P-gp L UVBCRP) % [H
EFDAREMER in vitro THEET L7z, BCRP ZFR<, 2 H D b7 U AR —& —(1Txf L THEIK
INCHIEE 2 B ER AR Z S 2neEx b b,
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0 ANAZF L (BCRP AHE) HMHE[EH G (10mg), XiInw ANZHZF L Sivextro D7 4
V=T v TR OB E D L2 5 OERMBIRE 4 i 2R RBR 21T o712 L 2 5,
Sivextro EHF LIZBAIT, B AR ZF D AUC 13K 70%. Coux 1359 55%., ZHZHNHAN
L7 (4.5IHBMH),

ST I A= ER

TV RIX in vitro TIX A2 MAO BRFEAITH 5235, 10 & & b TTRI N5 MFEIRE
Z g L7 RIS O AERIETREI R, ZOHAERO TR Z AT 5 72 O IR R
ESIVH 1 FERRER Tl MAO-A BRE Z /R84 RIS Shie o T,

T RLT Y AFBFE

R E x5 & Uiz 2 fF O 7 7 B ARt AR 24TV, EHIRAE T Sivextro 200mg %
BORG L&D, 7V F27 =2 R U ROTF T I 12X D FEERICK T 2 R IER %2
Al L7z, 7Y A R=7 = R U CRMES DB CHE R EITBE S o T, IHEH
MENFEERTON—2 T A 5 30mmHg UL BN 2720 LT 7 2 v RO P RAEIL,
Sivextro MIFAIL 325mg, 77 B ARDEEIL 425mg THo7=, FT7IVNEELREY (F7
YOEFLULTE XZE 100mg) & —#41C Sivextro 25 L CHHERIEEZFIEHTZ &1
TRINR,

T =R

DT =45 E PR 5~ T AT ICBIT 5RRTIE, b MEYHED 30 f2E T
FHBOT DV Y BV VBTEAT TR B R b= AR RO B & 2D & 72
Teow =B 7OV U FY VR AT L OO EMERICHET 2 BETOF— 213
RONTWD, 5 3MHRBR T, @Rt e b= IALHES (SSRT), =BRILI O
ko h=rb-b Rr¥y R T2 Iy 6-HTD) ZAEKREDE ()72 R) REOh
53, ARY Vv TAERY LV Tmtr b= AEBE R RT LTS 8BRE RS S h
7

5.3 FERRREMET—4

TV Y R U 2T VTR VSRR T O T auy,

7y MZ1HABERS » ATV Y FY VBT 2T L &0 R OEIRNRE#R G54 55
PERRBR AT o 7o R, T ERAFRI DD RFRMR AR 70 B R At CE e, R ERCR K OVERZ
) MR HT, FIUTEWER T OJRILER, AfLEk, /MR Lz, 29 LIeAERI
AR ZR L, 7YY RomERE R (AUC) 23, b hORBEH=EICH S IEREED 6 f7
PLEDOKFZRBL LTz, 7y F2HWE 1 5 HomEmEaRcix, 7YY R VB X7 )L
TR O Uiz & 2 A Ml B AR O T Ml o> 2587 7e 8 K OV TgG Al DR 2338
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Do, ZHHOEMITE M TORFRREICEE L TP RS 5 IMEREEO 3 £ Lo
TV RIRGE (AUC) DL XIHB LT,

tF LA Long Evans 7 v MZ, &ETI v AMEBHT VY U R VBT AT Va2 %59 % %
P72 AR B RRBR AT o 7o, T OFBRTIE, MEVREE U 7o R & AR iR ik o J&
PRI RR R RORHI R A 6E ) L7, AR A R Co e O MMERE T TIN5 8 [0 Mg
# (AUC) HImE T, 7V U FaZnZil, 3, 6, 95 AMRKRAKE L2h, MITEIFRY
IR BALCRRARIE . R = 2 —a X F =T L 2GR EEEZ R T oo e T AT <
BRI 2R o T,

TV R B AT UL, &2TO invitroi®R (ZEFMHEER [Ames], Fv A =—
LAK—ffi [CHL] iR iE) KOETO in vivoiki (v 2AFHi/ MR, 7 v b
JlEASE W] DNA A plakliR) CBlismEERETChH o7z, 7V U R U X7 L7 b AREHENE
(in vitro g O¥ in vivo T) IZXVAERT L7 VYV Y FOBBREHEEICOWTHERBR L, 7
UV Y R in vitro @ CHL Hifl@deta KB ER CRIBFIESE CTH 722, oD in vitro
AR (Ames, v 7RV UREERFNE) KO in vivo D~ U A/ MEZAER CRMETH - 72,
TYUVY R UBEAT VT HET v MZBWT 1 HH72 Y 50mg/kg DO e & TR O
Be b U705 TR R & Do Bl AR AR TENC e L CRIEA 2 RIS, MOk 7 v MMk
WT 1 H®H72Y 15mg/kg D im it H ik TR & 5- U7 RF & BhEReC AR A TEN S 6T L CRIE
HAZERIFESHBV, ZIWOOHBEL VL, B FTOROBRERAEICKST27VY U R Vg
AT VD AUCog & HENT BEIZOWTI 5.3 fFLL B, MEZOWTIE 4.2 (5Ll LOBRFE~—
VERFETH D,

~YURAE Ty NTOR - JRIRRBEAICET HRERTIX, B FTTPHEINDIBFEEOZNEN 4
L 6 ECHMTIEROTET U AR RE otz - IBERBRTIZ, 77UV Y R Uk
TAT I~ T AL Ty N CIRIEBEBFBEZ AT 52 & 2R L, RMEFEEDR WG EIZ~ Y
AL E DGR E~DOREIT, | HH7ZV 25mg/kg &\ ) EHAE (AUCIZHS< e h TP
SNDFEED 4 £5) TOMRBOEEBD, PHEREE OEMN (CD-1 ZHO~ T ATBIT S
EF R EERER D OE(L) 25D Tho7-, 7> T, 1 BHH72V 15mg/kg &\
O E AR (AUCIZES< B P CTTPHESNDIRERD 6 5) TORKOEKERA . MF - FHEE -
FAEE OB 28T B A R OBINIFRD SN2, Z 15 ITRHAE N (RMADIRERD)
B L CWne, w7 AORIEEME (1 Hd72Y bmg/kg) TOMEME (NOAEL), KOV T » b
TORMALIRIEFNE (1 HH720 2.5mg/ke) (X, & FOROABARICEELZT VYU RO
B AHR T EAE (AUC) M EEIFEAM o, it Y R AUC fE & BEE LT,

TV RiE BP0 T v oI S, EOREIIRHAD METh 0T V) REE
ERIRETH -T2,
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6. FEHIE S
6.1 wmY—&

el =T

s s L E— 2
<~ =hF—J

RE RV
JHRARE R

ATT VU= TR T L

T4V bha— b

A= L7 La—)
“EbFH o (E171)
~Jad—)

v

Bk (E172)

6.2 BREER
BARaa

6.3 &= FREARR
3 -]

6.4 FEICET DHRIEER
ZNESE STINES SIS RE s S E A AN

6.5 BHEOMERUVEBE

6EEAD TNAI=TLR)F LT L7 X T — |k (PET) /HE KR OR U ke =1 (PVC)
SRV E=Y 7 (PVdC) Z 7 4 Vb, STV UEBVDOF v AL RLURAZ L MRFHE
A7 Sk

6.6 BEICET A28EATEE
BRI OB L,

7. ARFEARERIGE

Merck Sharp & Dohme Ltd
Hertford Road, Hoddeson
Hertfordshire EN11 9BU
United Kingdom

15



8. R RRES
EU/1/15/991/001

9. YIEIEZER AZEEHA
WEIA&ELH ;- 20154E 3 H 23 H

10. ETH
AREF S OFFEAMTHRIZRONEIR ST O T = 794 (http://www. ema. europa. eu. ) TAFA]
REThD,
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VAREIHKIMTBMOE=F Y o IRGEEL 725 TV D, ZHUS K0 - RS a2 B
BET D2 EMAlREL 25, BWER N SN DB AT EREEE I L DHMEN RO BN D,
BIWER O HFIEICOWTIL 4. 8 THAE SR,

1 EELDRFTL

Sivextro 200mg suii VAR FIRAEM A

2 By - 8=

LA TARCT VYU R VBT AT L 200mg (IZFEYS 357V ) R Vg A7 )0 " b
Vo LS,

WEf%IE, & Inl RIc7 oYY KU VBB 27 )L 50mg & 5 ie,
ETOEIRLIFINDO—FIZHONTIT 6. 1 HE SR,

3 FIE

SRR IR R (R R)
A ~IK A EOBR

4 RRYFIE

4.1 hEE - IR

Sivextro I, WA DBMEMEMELE « FFHMEIYE (ABSSST) DRIV HIL D (4.4
HR 5. 1 HAESM),

PER OB IO TIAR A X A BETDH L,

4.2 R% - A=

i

WIHNEEIZIZ. TV RU VR AT LD T 4 )V T —F ¢ o FEE T S VAT G A
AT 5, FERORAITORRE BT 2 BEICBW T, BRI FTRE TH IR o fuA)c
Bz TH L,

FELESE G 1 - HR]

HeXERe G RX 1 B 1 (8] 200mg T6 HREITH D,

BFEIZBNTT VYU RY VR ATVE 6 AR RS UT235E ORI R O 30 1 ke
MENTWRY (44 THEZZR),

YEFIDFT 6541
EHZITHENTEAICIE, WICTPTESN-EHO 8 FlRTE TThHIUL, KOV FEA T
45 Z &, WRIEES £ ORI 8 FEEIERIE OHA 1L, RENEHN F THFoZ &, fIbENY
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2D E DD 7O 2 By Z FIRHIES LN 2 &y

FHRE (65 5LLL)
AR RETHS (5.2 WL B, 75 ML O RS TORKEBIIR SN T 5,

HIHERE N B2
eI AECHS (5.2 HEBM),
BreperE a7
RS AECHS (5.2 HEBM),

NI EEL]

PNEREO 8 AN DELETOT VY Y R VBT AT )V OREMER OH NI ST
W BIEA R 2T — #1315, 2 THIZFEH L TV D08 MBS FOHEIEA4T 9 Z LT TE R,
&5k

Sivextro I 60 732 T CRIEFEIC L 0 G SR ITIUTR B0,

Sivextro OEEH-RTDOIRMEK OFIRFIEZ OV TORE/RIL, 6.6 THZ SR,

4.3 5]

RN ST ~DIBBUE 1% 6. 1 TAIZF0H,
4.4 BAGZEERVERLDEE

A BRI R

B R ERIAME RS (W EREL 1, 000/mn® Kefili) TOT VYU R U VEEZ AT AOLENE R OE
HPEIEIFZE S AU TV, B ORYE T /L ClE, JERIERDS 27U Y KU Vg X7 1
DFEIEEIFMET Uiz, 2 OFT ROBRKRIBEEMIZI A TH D, 4F P ERBAIE & ABSSST D
FERBRET 55013, RBRIELRFATRETHD,

I b= RY TRk

TV REIFar R T08 R EERERET 5, ZOMEFEORR, HLgT > F—v
A, B ORI S (RARIE R R = 2 — 3T —) BREXLZZERH D, ZNHOD
TR, AV VY UROBIOHAE | Sivextro OFHHELEMIR 288 2 TR G5 L7=BEIC
RO bz,

B B AE ]

TYYY RY VT ATV TOIRE N DEOERE i/ Magd . ~E 7 m e it
BB DR bivie, 7YY ) REdilk LTt BEBZ 2= 20 b D MiRFER/T X —
HUX, WBRIRLBIO L~UIC R S T2, X3 Y ) ROBIO A TR Uz BE T B EE

18



W (i, AfmERECRE, PLILERIBAE, M/ IMRIBE 2 &) NS TRBY, 29 L
TAERO U 27 X6 EHRICBER L WD o EE X LD,

RRPE = 2 — 1 ST — R ORI e

FEHV YD L ROBOIEHAI A, Sivextro OHELEHIFE 22 THREG L7-HBE T, KM
=2 — T — KON IERICE o 726 % G T RMRIE S it STV 5, ik (AR
JEM ORI E= 2 —a XF—) X, 7V U NI VB AT VA HESER IR CH 5 6 H
B U TIHHE S0 Ry, £ TOBEIC, A0k, BRoZ(t, B, HEKE
EV o L RNBEEORER A RET 2L 0BET 22 L, 29 LIIERDR S 25HE1E, 7400
(Rl ATV, MENTS U CIRBHEIC L 28Rt S 5,

HEET v R—v A

FxXHV VT RO OEANOERFFHCHRET & R— AR ESINLTWDH, 7YY U R
VR AT VEHESERERE TH D 6 ARG LICBEETITHBE T ¥ F— A FHEINT
1/\7‘031/\0

8 BOHE LS
DA ) D) o~ OMMBIEE AT % BE T SERBIENEE DHBANDH DD T, 7
UV RY VBT AT VEBEEICESGT 5 L,

Clostridium difficile B FHIIE

TV RY VT AT IWIOWT Clostridium difficile B FHFNE (CDAD) 23 ST
W5 (4. 8 THAZR), CDAD O HJESE 1T, B D TN BB e KGR £ Toficbiz5,
PURA 2 W ipm i, IO EEMESE 22 bW, ¢ difficile DRI AT T5HE
N5,

PUEME O FARICERE O THi 2 5 L7 B3 Tl CDAD 2B L 72172 b 72\, CDAD 13#t
WRIOEE% 2 5 ALLEARGER L THHRAET D 2 ENME SN TV D720 HEICTRERIE % i
BT NETh D,

CDAD Wb D TR I NT=HEIEL, TV U RU VBE= AT )L, ROARECTHIUE, C
difficile Zxtg & LR WML OFTHAAIOME A 2 i U, 7272 bIC#bRing 2 s+ ~& Th
%, WY RRHERE, € difficile \ZXET 2 HUAMEIRE K OSVRHORHE & itd 5 2 &,
ZORPTIE, HE A HET 2 EFRLIIEETH D,

B/ TIVAXR VX —BHE

TV R invitrolZBW TR R OIERIRNE ) 7 I A F 4 —8 (MA0) FREAIT
Ho5 (4.5HBH),
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e b= SRR

o h=UEEIRE A XYY Y CROBIOFEAN O ICEE L' e b= EBEREIC O
WTC, BREREENRSNATWDS 4.5 HBH),

BREPJE R b =BV IALEESR (SSRI), Ew =2/ A2 7 U IR AL EIK
(SNRI), =BRRPLH DI, MAO FHEIE, MU T XU RIEH LW olotr b= AEEEES, £
DIOEAER T N LT U AEEME £ 7213t e b= EEEEME 2 RS 3AI & | Sivextro % ff
A L7z B TO% 3 MHERIBRIZ R,

R VA

AL 3 GE] STV D TR B DN DB UM T OV ) R VT 2T V&AL
2 EiE, AR ORAE Y A7 NS E D,

TV RY VBB AT U RENC T T KEMERE IR L CiEEEZ R S0,

PRAE ) 72 B R AER 7 — &

TV RY UBEEATVE 6 HUL EEE LT GE OREM KR OEIMETMNL S TR,
ABSSST @ 5 BIEWERTG & U7 YWiE T, BB R P, B O KIS K CRIEIR D Th 5,
Z DA OFEEED Bz JERYIE TORBRIZI T T,

ORI 22 BB B PE B RS « B2 SRR IE > R E O BBRE DIRIRICB T 57 VY U R
VEEAT AT NVORGREEIIR OGN TR Y . EEARBUECHULENE S 5 v 7 %24 9 ABSSST (2
B4 5 8 GRRBRIE 720,

b FRBRIREREBR Cl. AF P ERiBVE  (GrHEREL 1, 000/mm® Kii) CHE O R BE 1T E
FhTWirhoTz,

4.5 thDEEREDHEERARVZDOMOEEER

S EhREAYFE B 1FE

BANZEF o (AR B'E [BCRP] AEE) BB L (10mg), XiIw ANAZ F
& Sivextro (200mg, 1 H 1 [EIfR N 5) Z0FH L7256 Oy ENE 4 b4 2 R 217 -
720 Sivextro EHFH L723E. B ANZAZF 2D AUC J O Cax (X2 HLE I 70% KON 55%
HIMU 7=, L7 TR NG &7z Sivextro 135 L~V CBCRP & [H5E$ % AlREMEDN B 5,
AIRECTHIZL, Sivextro ZRR O£ H-35 6 HRIL, BCRP HEHEH| (f ~F =7, F/3F5=7,
AV hLFY—h EERREF BANRNRZF U ANT BTV MRTHURE)
DHFHOPWr 2 G & Th D,

YT A (CYP3A JE) HUMHE[EIE S (2mg). MIXI &Y 7 AL Sivextro (200mg, 1 H 1
EfR 052 10 HE) 200 L7256 o mEhie 2 i+ 2 BRI 217 > 72, Sivextro %
A LIZSEED I XY T LD AC KD Cux (F. ¥ Y T DHMERE LIZ5EDOZNE 81%

20



L 83% Tholz, ZORMBIXMEANCEWRNH D LD TIEZ <, Sivextro &5 H10 CYP3A4
HEOFHIC K 2 HEREIIARAETH S,

SRR AR

T T g s — A

TV RiX in vitro TIXATMIMIRE ) 7 I U AF X —F (MA0) BLEHFITH 505, MAO-A
DIAFIZEIT D 10 & b F TP D MRS &4 ik L 72RO PRI DM EEH IR
VN, ERESFEE A R RIC, EFIRAE T Sivextro 200mg AR NG Lims D, YA Fo7 =
RUVEROTF T 2N K 2 FEERICKR T 2 850 E A 2 9043 2 S AH B AF AR B A 5 L
7oo 7V A RET7 = U U TIRIES R THERZIBESNT, 77 I v ~0E Mk
TIZFRIICBRED & 2 M@ Sh o T,

TBETER et 2 f = A FBIPER 2 EA

WER e u b = AFEM EERIC W TR, BE THSESEE ThbRBEh Tunzan
(5.2 THB ),

4.6 ZhaRE. PEIRK UHREL

MEAR

HIF~DT V) R UBEAT NVOFKGIZET T — X 3R, v~ v AL Ty hTORRT
AT L CTREE R L (5.3 HEBMH), THOHELE LT, dikPho7r Y Y R g
T AT IVOMFITEET D Z EREE LU,

=23

b FORAPICT VUV R U AT VE T E OREIE A JEE SN2 NI AHTH 5,
TV RIZT v hORFELFICHEEE NS (5.3 HBIR), FIMEEL~DY 27 3Pk T&
220, FRHT T D RO & M DIRROMEE L EE L T, Rz P+ 25X
Sivextro |2 KX DIRRAEZ DN ERET D,

Z IR HE

t NOZIREICKTT 27T VYU RY VAT VOEEIHBE I T\, 7Y ) KU >~

e 27 L OEYRER TITZRREICE L TAER2RITR STy (5.3 HSH),

K

4.7 B R VIR NICH T SR8

SRRSO AR AL 63 D 5T SO WD T ORBRITE i S TRV, Sivextro [TFEIMED W
ROWETT . TR Z 5] Z 8 29 vt & 2 72 | JEEROHER I ERE /1 I DR 5B 2 e
ETAIREMEN D D (4. 8 HEHR),
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4.8 IFFELLGULMER

LM v 7 7 A )OO

TV R VBB AT VORI RO UTEIRNE S T LR ET YY) R Ui X
TR I GEE 1, 485 4 OERE TR S To, FERZ AT — X X—ATHDHH 3
FREGARFER T, 662 4 OPBRENHK 6 AMICHIzoTT VY Y R VBT X7 )L 200mg % #%
N & ULE RN G (662 441 331 4) iz,

75 3 FHERIREER (n=662) T Sivextro Z#& 5 SN 7= BH DK 22. 4%05 1 DLL EDOTRHE T T3
BLUTZRIWER 2188k Uiz, DFG L7258 3 MRl FRES RSB (72 K 200mg 2 1 H 1 [A],
6 HE) I2BWT, 7V VU RU VBT AT V2B ST B T b I LIV RIFE
AiE, s (6.9%). 58 (3.5%). TH (3.2%). W& (2.3%) THV ., HEEITBBT
RRENGHREETH T,

BIEH—%

LUTORIERIZ Sivextro @ 2 DO 3 I ER X LB TRRO OGN b D TH D (£ 1),
LT v 7 4 =X, Sivextro OFIRNE G- DA EZ FIoBHF L, ROKGOHEZITT-
BA ARG AFRRETH 720, BOEGEECITEBEENHE SN HENEro 72, B
ERI O HEIE. BARGE, BWEMRSEROMEEIC LD, HEOERIT. IEFITEHME (1/10
LIE) . @B (1/100 LAE~1/10 Kdii) . ARSEEE (1/1, 000 LL_E~1/100 Awi) . E4v (1/10, 000
LI E~1/1,000 #4i) . FEHICE I (1/10, 000 i) & L7z,

x 1 HELI-E SHLEBEMRBERRARTOREINRSEC L ORIERERE

=ERIKRS =R KSR

RPESL K VFERE b I R G

H Y

SMZERIE ) Y A E

5

JHARNYYTN - F 4T 4 VK
RS

B AR AR BEE

e d o A %E

SR

MRE LV oNREE U o EE

REREE PR EUE

REELVERERES i K

ar b a— /LR RO R

s U U S IUE

RHES ARHRE

RN

%

B
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#=EINKDE =R KSR
AR

FRERIRE BT
N7 A7 IF—EB LR
A ifn BR A ek

BIE AN D T S O s

S DRI D LORIEH 2 5T 5 2 & 3EETH 5, ThIC L) ZOEERLOX
T4y b YRS AT ABMRIICE =S U LB T ENTE B, ERRGERE ERIER 2
BEIL B B Appendix VISR E O & AT DT L 0 SN,

4.9 BERE

RGN D o T2 HE L, Sivextro DG AFIE L, — MM SRRIEA Eiid 2 2 &, 1
WENTZIT> CHOARICT VY U RERHERNORET DR L 1T b2, BRI
b sz 1 ElsEHRIE 1, 200mg TH 5, ZOHE L~V TORIWEROEIEE TV b
ENLHREETHST,

5. AR
5.1 b=yl bl e
KR - 2 PRI, FofobiESE, ATC =— R JO1XX11

TEHIRE T

TV R VBEAT L, XTI UROY VR AT ADT 0 RT T Th D,
TV FOFETEMIZ, MIEO Y R Y — L 50S T 2=y MIFEAIZLY, X7 EAERK
ZRETHZ LITL D,

TV RiZEE LTY T ABMEEICH L THEEEZ o,

7YY RiZ in vitro TlX enterococci, staphylococei, MO\ streptococei (Z%F L CHRE
HINZAET %,

M

staphylococci MW enterococci 234 %5 U ¥ UiitE 24 U 2B b —RIICEIE S
LA HE, 23S TRNA O35 T (62576U K& TX T2500A) D 1 DX T a v —IcB T 5D TH
Do 23S TRNA XUF Y R Y — L HZ /37 (L3 KV L4) & 23— R T 2 et lBn FOZERIZ XK -
TAXHY YT Ui A T L. — R, 7Y U Rk L TREMEE /T 5,
2EHDOMMEA D=L, TTAI RICLoTHEITIL, FT VARV EBFTL7rT A
Trx=ma—-7u)n7 z=a— )t (efr) BloFIZEoTa—RandbD T, 2T X
D, XYV )R, Tea=ma—ARk, JrahI R FafvbFIU ik AT
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N7Z I AKRDN6 BB~ 27 17 A RIZXF LT staphylococei &N enterococei 3% A=
U5, C5 bt Rrxv AFLEIckoT, 7V RiE, R@EOERENIRNN cfr
LT 2 FHBLT D Staphylococcus aureus DIERTEIRIT s L CTIEM 2R 5,

FAXH YV ROPEE AT R R D720 7V U REfD s 7 ZAOHHFET
ZEZEMMPE DN A U B ATREPE IR,

L DHIE T N OFLE K & OO F OPLETEE

InvitrolZBF57 YU RE TARTYVUB, TANLAF A E7H VA &7 b

VTRV Y, vTATAFRF L, ST L vy, SYRF Y FT e v, s
FAVYLAIRKL Aty S/PA 7Y e ERT VY, VT ey,
TAEFT 42, PUARTY L AT 7 A RFH S —LEH, Nrawa v bR
BRoOFE R, ARIEMSCHETUERIIR SR o T,

BEHRBOT LA 7Kg b

RROINBLEA SR MR ZE B (EUCAST) TRRIE SN TW O R/NEFFIERE (MIC) o7 LA
JIRA v M ERLTIORT,

. BFERLRE (ng/L)
lilEs] -
EEZH (SUT) it (R i)

Staphylococcus spp. 0.5 0.5

B ML Streptococei (A, B, C, G#f) 0.5 0.5

. L — -
Vlrlldans 7 ] 7 Streptococci ( Streptococcus 0.95 0.95
anginosus BED 7)

SEENRE 0 FET) I BIR

AUC/MIC telE, ~ D AD S, aureus KR M OFHREGLE T MCB W T, At ek I <AHBE %
RTHENZEH T A =2 Th oz,

~ T AD S. aureus KFMEHET VBN T, 7 VY U ROTETEHEIZER RN 72N ST L
7o TFRERIED < T A TEREIRIE 2 2T D AUC/MIC Fhid, S @ o 16 5L ETH -
7= (4.4 THBH),

RERE DIRJFARIZ k3 5 B IR B A 2k

In vitro T7 ¥V Y NIZESMED B - T AW IE D FIZEEHORIFEE I OW T, FRRRERIC
BV THENGE Sz,

RMMEMERE - RIEHABREE

» Staphylococcus aureus

« Streptococcus pyogenes
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- Streptococcus agalactiae

- Streptococcus anginosus %t (S. anginosus, S. intermedius NS, constellatus Z&Tp)

fttn. o> B34 2 JoR AL k3 2 HLEA TG 4
TREDIFFARIZ %9 D BRI IR B I MEI TS STV CTWR WS, in vitro OFRRERNGIL, 1815
MHEDHEF R 72 WGE T VY U IO E2 B T5Z 8RN THRIND,

« Staphylococcus lugdunensis

/NS
BN AT, SRR RS « BOEMRIRSYE DIGIRICEB VT 1 DL Eo/NEDER 32
Mz x4 L LTz Sivextro ORGSR 2RI+ 2 /B AW Lz UhNETOMMICET 2 FH

X 4.2 THZM),

5.2 EMENEYFE

ROKOFIRNES AT ) RY VBB AT VI TR KT v 7 THY, FAT7 7 ¥ —FIC
Lo TREICMAED FRIEER D TH DT VY ) RIZEBREND, ZOHETIET VY'Y RO
SEMBNRE T 1 7 ¢ — VDB A iHmm T Do MRS I X 2 e Fohs S 4u. 25 3 B
DEBF IV TRHEHIZEERE /34T 78 5k S 417z,

R

EFRETIZ, 7YY R VBT AT LOROFKE EFIRNBEGTOT 2 U RO Cupx DF-
Bl (ERERZE) 12T 2.2 (0.6) &£ 3.0 (0.7) meg/mL, AUC OF-¥ME (FEHERE) 1%
ZNEI25.6 (8.5) &£ 29.2 (6.2) meg h/mL THEEILTWD, TV Y ROMakf /A 47~
A7V T 4T 0%ETHD, 7YV FOFmEMEREIL, #EAIKEE T Sivextro Z#% A&
H U7, #93 Rpf%ICEIET 5,

BRI EAER LB TT YY) R VBT AT L ERETSH L 79V ) RO fE
(Craw) 1E. AEERHZELARTH 26%0800 L, 6 REHEN CRIET 223, £HIREHTER (AUCiw) 1
M ie & BERRFCAL L7220,

TV YU RO bOMmES R0 E L OFEERITEE TH 10~90% Th 5,
TV R R AT 0 200mg AR A (n=8) IZFHIRNERI&EE L% o7V ) FE
HORBE AT AFEIL 67T~80L Th o7,

TV R R AT VIINIET B IMLEE K O DR A 7 7 2 —F I Lo THRAE SR
RIEMWRS THHT VY RICEREN S, MIFEFT O TORS MRS AUC DIFIFE 95%% 5
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HHT VYY) RUSNTIE, BEERBRNAHEDII 2V, =iz oI 7a Yy —akit
IZHER LT G, 7VY U RRLEL W Ennh, 7YY U RiZAF#oO CYP450 BEsE 0 3
BHTIERNZ AR LTV D, EEONEAEER (SULT) B35 (SULT1AL, SULT1A2, SULT2A1)
W7V ) ROMRHHZB G- L TR Y B I 7 & 5 AR CIEE BRI ORI R & (R %
D R

il

TV RiE, BICHEBEREOMBRRAERE LTty hicdii sh s, C TEMR L
Sivextro ZAEEIRAECTHEIROFKEGT 2 &, KB OPREIIITIRZ B U CTEZ v . BEHEA
B 8L 5%IFHEP NG| I8%IFIRF N B EIU STz, K5 (85%#) OHEMIE 96 FEHI LA
Thole, BEENT Sivextro DHED S B IEHDOH LT VY'Y M LTt -0l
3% AN T o7z, 7YY ROPEEEHIIA 12 BT, 8RN U 7 7 v A% 6~TL/F
HTh 5,

HIGE FERI

TV R E RIS U TR EDEIEZ R LTz, 73 U RO Gy & AUC 1, B
% [ 5- 200mg 726 1, 200mg O F EAELPH A BLRIFHIRPI$ 5Tl 100mg 7> 5 400mg o il G
PN TIE, BB MEITHE LTI Lz, EWREIL S BLPIZER S, 1 H 1RO
Hb L <IEEIRNER G T, £ 12 B ORI T RIS N2 L B0 | £ 30% DD mDIE
PEE DEREE R~ LT,

el 72 2 A

B RENE =

HEOBEREFEE B (eGFR 2% 30mL/ 43 Kiili) 8 4412, Sivextro 200mg Z RN A5G L7
& T A KIIET DR RUEERGIRE 8 44 & H T Coan [EEEARBIIT AL 72 < | AUCoDZEAKIE 10%
KT oTz, KYIEHEAEBE (eCGFR 23 16mL/ 73 Kdi) CTRMEiL7z & 2 A, MREHT 217> C
bARBICT VYU ReRHERNORET ORE LITR B0 o7, eGFR I3 MDRD4 #EH %
HAWCEE L,

Vg

Sivextro 200mg RN H[EEE Lz 2 A, TUY U ROIEYEEIL, FEE (h=8) LW
HENTREEEBRE (n=8) TZ{kiZ/eh o7 (Child-Pugh 738 B KT C),

Elin e BT (65 ik L)
Sivextro 200mg % % A Hi[El 4z b U 7= fdt e 7o o SRR (65 7k BL b, 9 B 75 5k BL E2s 5 4 LA k|
n=14) TOT Y U FOIEYEREIL, FERRE OXTREE (25~457%, n=14) &A% TH-o
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7’9
—o

Yok ik

HAOEHOWERE (12~17 %, n=20) T Sivextro 200mg Z ¥ 1 XILHIRA B EF 5 L 7= .
TV ROEYEREZFHMG L7z, 7Y U K 200mg 28 0 XITFIRNE G L72 & 2D Cpu
KO AUCo oo DR, fEE 72 DA M O AR E (B W TR TH o 72,

e/
B DREERPERE 2 x5 & U T BRI S ORISR R 0 AT 24TV >, MEZEDS Sivextro O
HKEREIC WA L7e, 7YY ) FOEMERRIZHME L TR TH -7,

V1A A E R

fth DIEHIAS Sivextro | KIFT R

InvitroiBROFER., TV ) K&, F b7 1L Pas0 (CYP) A VS DOBLER S ILiEEHA &
OFAFERITTFH SN RN RSN,

TV ROET b 5 ER OB RGBSR (SULT) O7 A Y 7%+ —2 (SULTIAL,
SULT1A2 L OY SULT2A1) 2% invitro CRIE SN, ZHUTT VY ROZ U T 7 2 RZEBWN
TEND L DDA VEERTITPIRERNCHEL L WD 2L TIERWNWZ 2R LTV D,

Sivextro ML AN MIT I B

FEWCHFEE

t b7 a Y —ATO in vitrolREBRIZBWT, 7YV U RV UVB=ATLVETF UV U R
X, LFOWT o CYP A VS (CYP1A2, CYP2C19, CYP2A6, CYP2C8, CYP2C9, CYP2D6 K& X
CYP3A4) M T AL ABEICHE LW L &R LT, 7V U RIRIRE iz CYP A V%
FOFEMZEALSED Z LI T2M, in vitro OFFHIIET CYP3A4 mRNA OFFE AL S
e,

AT N (CYP3M HVE) BUMBEEIER S (2mg), XX ¥V T AL Sivextro (200mg £ A%
HZ 1 H 11, 10 Af#) 200 L7256 OFWEiE L ik 2R 21T o7& 24, 2
BT DD Crax X°AUC IZH BERIEWVITR O h 272, Sivextro TOVEFEHIZ CYP3A4 FE D
HAERHIIAETH D,

JE P T R — 5 —

TV RROT VYU Y AT VN T o AR —4—(0AT1, 0AT3, 0ATP1B1, OATP1B3,
0CT1 KT OCT2) 1T & 2 AL OB Y AL K OHEH k7 o AR —% — (P-gp L UVBCRP) % [H
HEI L AREMEE in vitro THET L7z, FERRAEAIOHRETIX, ZnbD 7 U AR—F—I(C
R U CHRRIICAIE L 2 5 HEFERZE Z SRV EEI BN D,
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0 ANAZF L (BCRP AHE) BUMHE[EH G (10mg), Xixw ANZHZF L Sivextro D7 4
Vb a—T ¢ v TR ARG E O L2 E ORYERE 2 i+ DR 21T o728 2 5,
Sivextro O LIZHBAIT, B ANRZZF D AUC 13K 70%. Coux 1359 55%., ZHLZ AN
L7z, L7z T, ARG STz Sivextro [ZE @ BCRP % fHLET 5 ATREMEN B 5,

T T I A S~ A

TV RIX in vitro TIEAIHH72 MAO BEEAITH 5235, 10 & & b TTEI N5 MENRE
Z s LB B EAER I PRS2, Z O E/ER O ATEErE 2 & 35 72 OISR IR
ESAVIZE 1 FHRRBR TIE. MAO-A PHE 2R84 2 REHLIBIE SR Tz,

T RLF U AFEFE

R E x5 & Uiz 2 fF O 7 7 B Rt AR 24TV, EHIRAE T Sivextro 200mg %
BOEG L&D, 7Y F27 =2 R U ROTF T 1 E D FEERICK T 2 R iER %
Al L7z, 7Y A R=7 = R U CRIMES DB CHE R EITBE S o T, IHEH
MERFEERTON—2 T A 5 30mmtg UL BN 27201 LT 7 2 v RO P RAEIL,
Sivextro MIFAIL 325mg, 77 B ARDEEIL 425mg THo7=, FT7IVNEELREY (F7
YOEFLULTE XZE 100mg) & —#41C Sivextro 25 L CHHERIEEZFIEHTZ &1
TRINR,

oz h= R

Mot w b= 95 E TR 5~ 7 ZETFT BT 5B T, B MEYHED 30 5 To
FEREDOT VY'Y R VBT AT VTR, 0 b= AR R AR & 5D B 7305
Tt b= AFBIEE 70 U R Y VR 2T VOB O EAERICBET 2 BETOT— 21k
RONTWD, 5 3MHRBR T, @Rt e b= IALHES (SSRT), =BRILI O
ko h=rb-b Rr¥y R T2 Iy G-HTD) ZREEESE (M) 722 R) RE0h
FORE, ARY Dy TAEBRY LV ozt m b= ARBEE A IR LT B RIS S
7

5.3 FERRREMET—4

TV R VB AT VRO AJRMERER I T O TR0,

Zv M1y ABKO3 » AM. 7YY U R VERE AT V&R D R OFHIRN S 59 % 57
PERRBR AT o 7o R T ERAFHI DD IRFRMR AR 70 B R A CE e, ARIMERCR K OVERZ
) MNROHNT, FAIUTEWERT OFRILER, AfiEk, f/ MR Lz, 29 LIeAERI
AitEE R L, 7YY Y RomEgEGEE (AUC) 23, b ORI EICE S MIERERD 6 £F
PLEDKFIZRBL LTz, 7y FE2HWE 1 5 HomEmEarcix, 7YY R VB X7 )L
TR O Uiz & 2 A Ml B A K OF T Ml o> 2587 7e 8 K OViLAE TgG Al DR 2338
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Do, ZHHOEMITE M TORFRREICEE L TP RS 5 IMEREEO 3 £ Lo
TV RIgBE (AUC) L X |TRB LI,

tF LA Long Evans 7 v NI, RETI v AMEAT VY U R VBT AT V&5 % %
P72 AR B PO RRBR AT o 7o, T OFRBRTIE, MEVREE U 72 R & AR shie ik o J&
JEMET RE AR 2 6 L7, AR AR CoO b O MBERE T TIN5 8 D Mg
# (AUC) HImE T, 7V VU FaZxnZivl, 3, 6, 95 HHRAKE L2, MRITEIFRY
IR BALSPRAFIE . RME= = —a X F—e L 2GR EEZ R T o= BT v AT <
BRI 2R o T,

TV R B AT UL, &2TO invitroi®R (ZEFMEER [Ames]. Fv A =— R
LAK—fii [CHL] MR iE) KOETO in vivoiki (v 2AFHi/ MR, 7 > b
JIEASE W] DNA A plakliR) CBlismtERtECh o7z, 7V U R VR X7 L7 b AREHENE
(in vitro JgO¥ in vivo C) \ZXVAERT L7V VY ROBLREHEEICONVTHERBR L, 7
UV Y R in vitro @ CHL Hiflade ok B CRIBFIESECThH 722, oD in vitro
FRBR (Ames, v U AU U NEERENE) KO in vivo D~ T A EHE/IMEAER CRaETH - 72,
TN R U AT VT ET v MZBWT 1 HH72 0 50mg/kg DR & E TR O
Beh5 UTcRs M 1B & OBRERECA TR I TEN S L CRIER 2 RIZ ST, MO T v Mk
WT 1 H®H7ZY 15mg/kg D malit H i k. TR &5 L7 RE G BHEReC AR R TEN S % L CRIE
MAERFES, THORAEL-LE, B hTOROBFEARICETL27 VY ) RY Vg
AT VD AUCoo & HENT BEIZHOWTIE 5.3 fFLL B, MEZHOWTIL 4.2 (5Ll LOBREFE~—
VERFETH D,

~UALTy FTOK - JBIRBAEICET 2B TIX, B FTTFRINIBEEOENEN 4
L 6 ECHOMTIEROTET U AR RE otz - IRERBRTIZ, 77UV Y R Uk
TAT I~ T AL Ty N CIRIEBEBEZAET 52 & 2R Lic, RMEFEEDR WG EIZ~ T
AL E DIEVERAE~DOREIX, 1| HHZV 25mg/kg &\ ) EHAE (AUCIZHS< e h TP
SNDFEED 4 £5) TOMRBOEEBD, PHEREEG OHEMN (CD-1 ZHO~ T ATEBIT S
EF M E &R EHm D OE(L) 25D Tho7-, 7> T, 1 BHH7D 15mg/kg &\
oA (AUCIZES B FTTPRINDIBHZEED 6 {5) TORLEOKERA, Mg - FHEE -
FAEE OB 2 8 T B A B ORISR SN2, Z 15 I3 RHAE N (RHAD IR ERD)
B L CWne, w7 AORIEEMSE (1 Hd72 Y bmg/kg) TOMEME (NOAEL), K OVT > b
TORMALIRIEFNE (1 HH720 2.5mg/ke) (X, & FOROAEARICEELZT VYU RO
B HAR T EAE (AUC) I &EIFEEA o, it Y R AUC fE & BE LTV,

TV RiE BP0 T v oI S, EOREIIRHAD Mg 0T V) RRE
ERIRECTH -T2,
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6. EHIFE

6.1 AnY—&

<= b=

KEgibT + YU oL (pHFHEEA)
e (pH SR W)

6.2 BESEE

Sivextro |% 6.6 THTE K SN2 b D Z RV TLO KA L 1RE L TIX7ZR B2V, Sivextro I,
HE Y T NERKR OV b VIR AL U O LT D AiBEA Ay (Cat R Mgt e E) A ETe
Wik & IR AR TH D,

6.3 {5 FAEARR

3 AEH

IR N TR UL, S|IE T 4 BFILANIC, 2~8C TR LT-8A81% 24 MR LANICAH T
THZ L,

6.4 FTERICET DHAIER
AREIES TR ZR BHESTI 2, IR M O R OREIZ OV TIL 6. 3 THZ 2,

6.5 BHROMERUVEBE

VU a B ESREREO 7 aa T F )L s TEEOOWE, X471 (10nL) OFEWHRHR T 7
A BRYED T T AL T )L,

ETOEEYA ARPEESNRWEE L H D,

6.6 BEICEY HRAGTE

Sivextro D /NA TIVITHEIER T2 Z &,

RIHFHED L TR ET D Z L, FIRNA~OR—F A TRE LW &,

EFHEEIC L0 IR E M5 2 &0 S TILVONEM % Anl OEH K THEM L, K
MEERIZEEIET 2 F THNER EE 2 2 LR E 5 R0 & RO R EIZ 22 2 565
HLHLDOTHET D &

Be G- 7= 012, VR A S HIT 0. 9% T U o ARG 250mL TR L C i IR & 1ERL
THZ L, WaRE O LTUIRLARV, SR B T 2 A ST A T K 1R %
T TERE LT 6720,

Sivextro &MOFMRIERIK & DEATEIC OV TIHRONTZT —& Lvianah, <o
DHEH % Sivextro OH[EHE /A 7 I 2T 0 FIFFCEA LY LCiEZe b0, /U
WRZ A A AATREER 731 0D A 2 3ot LS i 9~ D BRICIE, R ORIEIZ T A % 0. 9% kT
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U U AR TRV T Z L,

ViR Ui, ST ARNCRIIRME N W L R B TRAE TS 2 L, HICR X Dki1
T TR D 2 &,

Fefdi F OFEFICBEHEM L, FTE DB - TS THZ &y

7. ARFEARRERIGE

Merck Sharp & Dohme Ltd
Hertford Road, Hoddeson
Hertfordshire EN11 9BU
United Kingdom

8. RTRERS
EU/1/15/991/001
9. FEREE AEEHA

#El&ZEH ;201543 H 23 H

10. ETH
AR E G OFERERIIRRNEK BT O Y = 7% A ;b (http://www. ema. europa. eu. ) CAFA[
HETH D,
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Tedizolid Phosphate

200 mg, tablets, 200 mg, powder for
concentrate for solution for infusion
Version .

Based on GLC decision dated: . . 20.

This xCCDS is based on the Information of:
Merck Research Laboratories
Version No.l.l

Based on Merck Research Laboratories

Release Date: . - 20.
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®1.7-1 FEERMDR—ER
— R4 B TOVY RY EBET AT )L IEYPRS
(Tedizolid Phosphate) (linezolid)
Wk5E44 7k ®E 200mg PA R v 7 2% 600mg
7 b a® A 200mg PA R v 7 ZACEEHE 600mg
=4 NA VIR A 7 7 A Y —EA St
HAGREH A — 2001 %54 A 4 H
AL A A B -
HEATA 2012 4£ 12 A
KL X5 AL ZE = 3R AT ZE IR K
LR U .
H203P/o\&\f >7
= \I
S | N { \—/ N/(’\LH«
N N: N—CH, i
A - & [v~7 e gE] (VAR v 7 AGE]

T AN T—F 4 VT EE

1 g, 7V YU R VBB AT L
200mg & A

[T_7 b v siEEEH]
TS R A A

TV Y R R AT L 200mg
(134 7L 210mg & F) Y

E D) HRFOBEKEEZE L, BEfE
INTWD,

T4 a—T 4 T EE
1EEFIZY 2V U F600mg = &H
(VAR v 7 AFEFHE]
IKVE S
1 X 27 300mL H1Z Y %' Y K 600mg %
aH

ZheE - R | < BIEFE> 1.<ﬁmi@>
TV RIZEMED A F U it RENIEED A F U it~
7%?%-(mm) %?%l(mm)
<EIGHE > < I >
VRTENE B2 G e . B MERR P, M5 - POIMAE . TRAENVE R RE R E . 18 1 R
BE K VT RIS O "R, YD A - FE, MG - BVE R OV A% o —
1BI5 D R WEYe, Mhid
ShEE - DRICEET HAFERALDOEE 2. <3 A il >
I R BRI E (AF R EREC 1, 000/mm” R AFNEME DN a~< A 2 UiE
i) DOEBFEITBT AL T VIR ayh A T TN
ﬁwoﬁﬁ%ﬁwv?x ZBWTT oYY < T >
U FOPLEIEEME T 5 2 & 3Hs S 2 FRIRYIE
ITW5, [ T3] OESMR]

ik - HE P2aVAaN=2"1 [P A Ry 7 ZEE]

WE . RAIET YU RY v 25
JLELT 200mg 2 1 H 1 [EA#EET
Do

[T ~_7 b v sdiErE ]

WE. RAZIZT YU RY v 2T
L& LT 200mg 2 1 A 1 =, 1 BT
CRIEHIET D,

W, AL 12 Ll Eo/NEICiT Y
YU RELT L H 1200mg % 2 [\BIZ4Y
F. 18] 600mg & 12 B = & icR n 5
T 5,

WHE . 12 R O/NRIZIE Y 2 R
L7 1A 10mg/kg % 8 H#F'a'ﬂf&ﬁlﬁ’a}:lﬂﬁ“
5425, 7ok, 1 A ELE LT 600mg
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Bayer Yakuhin, Ltd. Page 3 of 28
£1.7-1 FEERMS—ER (&GE)
— A4 B TV U RY VBT ATV IEYES
(Tedizolid Phosphate) (linezolid)

Ri% - AEICEET SFERLDEE

(1) REIOFEHIZHT=-> Tk, mHEEO
B EEHTeH, RO LICHEE
THZ L,

1) JEYLIE D VBRI 145 72 Enk & fR R &
FrOEIXZFDIFED S & TITH
Z &,

2) JFHIE LT D BT SR K AN %f
T O R (M) 2R 5 2
Lo [ T3 ) oS ]

3) BEHWIMIE, RYLEAL, EAERE, A
FOEKREZZE L, @Y 2 R
(2 ARA Ok $5 G- 08 6B D] E
L. R DOIGE LB 7 e/ MR D
MobIcE bbb,

(2) ARANLZT T LGHER IR LT O AL
BEIEEHE T 5, LTI T A
MR EZE SRR 2SN
. ITREGERENEDN DY
AT e A = OFH L CIREE 1T
9T &,

(3) TEHHIN SR ~DY) Y B 2
ERHAFNST YY) R Vg AT
LD ERELIZBREICBWT,
ROERRETH 5 L ERHH A L
%A1, R CHEOSEANZE D
ZHZENTE D,

FBZI2NT L,

(A Ry 7 AESER]

WL, AL 12 UL BRI Y
YU RELT 1 H 1200mg % 2 A2
7. 18] 600mg & 12 BEfI &, ENnE
AU 30 4y ~2 B2 CORfEET 5,
WE, 12 BAWMO/NRIZIZY 2 ) RE
LT 119 10mg/kg % 8 R Z &1, #h
F 30 4y ~2 BT CEREEET 5,
B, 1 [ E5REE LT 600mg ZB A7
WwWZ b,

(A% - AEICEAET SFERLDFE]

1. XEIODFERIZH->TIE, MHEED
EREXEH IO, ROZEITEE
TH5IE,

(1) BEIEDAEIZ+ 9 & 258
FREHOEMXIIZDI/ENE LT
T52&,

2) [REIE L THOMEERUAHIC
9 HREZMN (ittE) #HERT D
&, [ TEERHEE) 1.2 om
2]

(3) BB AR (X, REEERGL. EAERE.
BEDEREEZEEL. BULE
HIZ. AFIOBGEEREHLBEN
EL. BRDABELVLELGR/IE
DD/’ EIZEEDH B &,

2. AUMERE, RO ROY) D B2 &
HOWTFNoEEFIEZBNTYH,
28 H %2 D BH ORI OHZ)
IR EnTnewn, Lo
<, RAlE LTHRFD®ZEIX 28 B
FBALBWIENETLL, 0B,
AFl%E 28 HEBx TR LEZY
A, fREEND bbb Z &2
b, [ TEEREAMEE G)O
THZ ]

3. RHNXZ T KGRI L TO R
HiEEE2H 325, LEBR->Tr T A
PRS2 S 0RRARR LR SN
%A UTRAEENR DI DY
BIXE Y 72 A = 0FH L TR EA1T
5k,

(A Ry 7 AEE]

4. EHFID SEEI~NDUYEZ
HERHFNNS Y 2V RO E % Btk
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®1.7-1 FEERDE—ER &E)
— B4 R TVY RY VBT ATV YRV U R
(Tedizolid Phosphate) (linezolid)
L7 IZRBWT, BN EE mTHE

il
of

&
gl

-

—

BE
i LR

ROBEFEIIREG LN L)
ARHFN DR A

B s
ke
HEOFEANCYIVFEZAD LN TE
)

b5 LIEMMAHEIE L725E1E. RT

(AR v 7 ZEHHR]

4. ARENTEMP & LTT R opEKFIY
5% (1 /3w 7 300mL H1, 15.072g)
EEAT D, REHET 256 0H
BEIE,

10mL/kg/hr (7 K v BEkFndy
& LT 0.5g/kg/hr) AN ET 52
L

SESHEIA 5 REI~DE Y B X

EHFS Y 2 U oS % s
[BY¥-s& - HtabSIANGNIN 2 JuESECAT i 1=
b5 LIEMAHEIE L7255 a1E, RT

st L uiE O BEAEE D & %

BE

KENIOTMHHEE DI A2 < 7=

. TH
% MEICEEST LM EoERE ] OHE
ARFEO L, WEFRICEDL L,

255
(ROEBHEIZITTRSLEWLNI L)

RAN DRSS LIS BUE DBEEED & %
1.

1.

ERGERIEE

[~ b gE]
FLELZR L

ITBH5IE)

BELRS (ROBEHICFEEICERSE

(D) EANCHEM, A fmERBDAE, Pl
ERIADAE i/ MR E S5 0D i 1

H 2R STV D A B
TEM & AT 2HA & OPF R BE R
B BEYYED T RIICHZ 0
DOHHEE A AR OF GRTICRIES

TWiz, HDHWE, AFEGFH LT

M

(2)

(3)

%o ]

BIEINDBHE, 14 HEZB2 TARA
EERGSNDAEED D D EBH
[ TEZELEANEE] (1) DES
EEREREREOLH D BHE [ T3
WEhig 1. (3) DIHZ M

R 40kg RO EH [ OFEH
BRRE 73 1 < T2 DB AR B AT

(4) &3 [ Nds, el Brlimss~
DG (2) DIHZM]
2.

ERGEREE

(1) AFOEEIZHIZ>TE, MKRE
EEHN B 1 EmZEBML) [CEEYT

£
i
MEOREANCEIVEZD LN TE
%
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Bayer Yakuhin, Ltd. Page 5 of 28
#1.7-1 FEERMSR—ER (KF)
— A4 B TV U RY VBT ATV IEYES
(Tedizolid Phosphate) (linezolid)

ISV AN =¥ =V el
AKEWLBYavy, PHr745F—
DFRAEZERIZTHTE D HERRNOD
T, ROFEELEHZ L,

1) FRNCEEARESIZ - WT S22
EITHZ L, vk, MUAEMESEICX
DT VX —RIIVLTHET D Z
L,

2) EHIZELTE, £33 v P %
XT D RAMED LD R A LT
B &,

3) BHEMMOREKTHET, B
@ ORISR, e BlgR
ATH &, RIS, G BBERZIT
HEERBIETDZ L,

(2)

(3)

(4)

52 &, BHICKRERICAMm., BMmEk
BAE. RMBRE A AE. /MR
EFDBHINMEHNAERINTLSE
. BHINGMERZETHER LD
RN BELREE, BREED-OHE
HIZHzYihOhEEEZAFOERE
AHZIREIA TV, HBHLIE, K
KIEHALTEESINSESE. 14H
FBATAFZRE SN D AEEMED
HHIBRFICIIMBEREEIZEET S
&, A, HIMERJRAE, JLIER
JAE i/ INBRIR A E E OD  BE H
OEFCEALRRBD DB AT
X ARFN OG- 1% O ) e dLiE
1152k, [ TRMEH) (Do 1)
DIHZ ]
AFIOEEIZLY, g7 v F—v
AEDRBMET > F—V AR H 5 b
N>z ERNHBHOT, RR., RHO
JERBD IR LS bbb a1z
X, EbHICEMOZEEZITH XD
BEZ+pEETHZE, ZNHD
JERPHIRNARHDO T v R— 24 L
< U H EE B RS D A D SEIR 23 B
LbLAIZix, &5%HR1ET5
72 U AEZITO Z b,
AFIOEEIZLY, & MY T Al
ERHLDLINDZENHDHDT, E
WG bV v AMEORIE 21T
W, BENRRO LNEEAICIE, B
HAad k4257 YR AE 21T D
N
AREIOFHIZ LD FNITHE, 8
. FMERIEZ . REHR - ik (e 2 1
I IE T2 FIER & T A EERK
B2 T, WHBERAIZ K 0 (IR EE %
DIER % 5 BEERB RN H Db
N5 ERDDL, BIEZREDIZES
ZHIE L7 X EARE KR, K&
HIMEFIZHE Y . RIS &g kO
FRETTETRARERD DD
%o Licido TARAIZ ST 2856
Wi, \EBREICR L, TS P
Be btk 2~3 WM E IR, 4R
RTHING b ae., BHBIE
Bl @A T 5L H2FET DI &,
7o, BB RIBR ORER D EE R
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Bayer Yakuhin, Ltd.

Page 6 of 28

x1.7-1 RERMA—ER ()

—REIA R

TV R U AT L
(Tedizolid Phosphate)

YRV U R
(linezolid)

LAIXE  LE #1795 2 &,

(5) AK#Hl%Z 28 HEBZ CHEE LY
A, fREEND bbb Z &R
HY . IOITHEIERITHETT DA
BRSO THEL+7I1C1TH 2
Lo Fe, HOKET, AREY. F
i, HEXREO XS 728 RIERDH
LONTHEA, EHIZEMIZEE T
HEDICREFEERETLHZ L, Th
LOIEIRNH bbb =HAIciE, &
HAad k457 YR AE 21T D
ZE, [TEMEH) Do 3) oS
e

(6) AHKIELIBREELD = FHERY AL
FHEEA] (SSRI) Z#=&Hietr b= 1E
L OFHICE D2 e b= ERE
HERFEFNICHREIN TS, KAIL
tr b= EEER E DR EICH
722 Tk, B b= EERE O
K OVER (B5EL, A ZE, R
27, Rk, WAL, . BaEEY (1
+aEETH L, [ THAER]
DI ]

(A Ry 7 AEE]

(1) PUEE oML, FERESZMEE OEF
HEIH AT 2 ATREtE DN B 5 D T
TRRPICEBREN R LI=5AIC
X, EEIZRALE AT S T &

(A Ry 7 AESER]

() AKFNhcLBvavr, 7TFP74T%
U DRAEHEFEIITHMTE B HE
DRNDT, ROWEEEDHZ L,
1) FHAMIBEEREIZ S W T+ 72/

PERITOZE, B, hiAEwESE
WX D7 VAKX =TT R
HT L,

2) BEHIZBELTiX, b9 va v sk
(2R B BOBALE O & D B &
LT Z &,

3) BHBMEMNLHEEKTHRET, &
F R EOWRREBICIR Y, o7
BEEITH) 2L, BT, &EBA
ERIIEBRERBETDHI L,

(8) HUEFE DM HIL, FEREZMEE OB F
B AT 2 ATREtE DN B 5 D T,
TRRPICEBREN R LI=5AC
X, WEEIRAE AT T &,
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x1.7-1 RERMDSE—ER &%)
— A4 B TV U RY VBT ATV IEYES
(Tedizolid Phosphate) (linezolid)
1. ¥MEEH 3. ¥HE{EA
[x7 b egE] GREE (BHRISEET DS L)
(B HARRER ] OREN RN ERIRE ERERAEX - BE - ERET
ARABL. 725, i ﬁ;%:jﬁélfffi AL ZIK;J I JE & IR
. RS . BT I UBE | MEREIDSFNEIC | A A IR R
Loz b mbe ZRMIHHERIGE] s o) | Lie ER[0, mm wo
In vitro BBRIZBWT, TV U KU U | s NhobnsBZ(MEER%ET
AT AT NV KR OT VYU RZFEmetE || fsgtLx) hantb s, %o
BCRP) A % %, MR | |
H ( ) OWFER %?T [J% TRUVFY Y [ME LR, BEA A AT I R
WENE) OMBH] 7 ) BV BT | g BE NS T LR, AT MA
AT NERARE LI &, BEOIR || co s ot |bsoT. BEo|LEENE a3
MPEEH (BCRP) ZFHETHZ LI L || & I A-BL5E L7228\ B
0. BORP OB T 5 RO MApREES || 7 F 7Y 5 nggﬁﬁ”
R B A B TS BB, AR it
BEEE (PPHICEETH L) o FHZL,
e FRERIEK - o b= fE |[Bu k= U EERE AR A1 FEE R
3] i R -
FAESE wEam |0 RRET O B T O IR, AT WA
T ARAZF | fF R 0855 D BCRP 3 (GEEL. HASE. [EERAEAT
L., g AaNR|HEEND, ErERZE, Rk, |5,
2 F oI R WAL, FEVT. B
ERERT S ) BhHLbh5
LRHESNRT BINNH DD
W5, [ [#Eyp T, FoICEET
BE ] OES b, ThHOD
iyl BRI TR
BCRP OHEE & (PR A& 512 LITGA T,
TR BHA] (A B XV, BCRP DXk AH & OFRIEO T
FL¥g—1h, |HEER225FEHD FdHDH0ITWFR
J XTH HEEE (I PR A A Nl O E % Hh
5 THEBENLNS 19278 EwEg s
%, MEZ1TH Z &,
R, tu b=
VEBN SR D 234 7208
BXFE Gk
L0 BEBUE RS B
LB ENRS
LHOTCHEETHZ
[ b o SEEE ] - 5 A
=i TrrEy (V7Y b AR
AL L g OBEFIC £ 0 KA
D Cpax SOV AUC 3
EhEN 21% Kk
N 2%’ T L
2o
FITIVES |(ME EF. SRS |AR AT IE 3R
SEHTHH |HobhsdZ &3\, TR MO
' HBHOT, KEE|HEERE AT
F— iz, F7 3|5,
E— VEHBEORWE
U A D |y o i 2 E
(1EHzYFT
22 100mg LA E)
R SH B
s,

FFITIVERE  F—RX; 0~5. 3mg/10g,

JU ;1. 1mg/100mL, #R7 A > ; 0~2. 5mg/100mL

BE—
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#1.7-1 FEERMSR—ER (KF)
— A4 B TV U RY VBT ATV IEYES
(Tedizolid Phosphate) (linezolid)

2. BlERA

FZJE - WA GE R AR R L LT
[E N 26 AR SE3E s IR BRI B VW T, 7
VU RY VBB AT L 200mg 3 1 H 1 A
BT (BO&E~0U Y Bz a) &
U= 83 1 25 il (30.1%) ICEIER (&
KEEMEORFEHEZET) DROL
. EREBEIMEAIL ALT (GPT) L&FH 4 #
(4.8% ) . AST (GOT) k& 3 f+
(3.6%) . TESHEBALALEE 3 4 (3.6%)
HThotz, (HiER)

BIIVE F oD 28 BRUBE FE 13 (5] PN 2 TR AR L
S, ENLANTHE STV S EITEH
ITHEARBE L,

(1) EXLEIERA

1) BIEEXRBEX BEAT) @ S
MERBRPHODOND ZEND
D, BEZ3ITATV. B,
B O TR D B oI, (IR
RINIZDEENDR B D HE IR
EbICHEGEETIET 5728, #EY)
IRALEEAT O T L,

2) A EN - BlBKiED - A

B - /MR A O & R

4. BIER
ENTHEME S 72 1 o5 AR RS
BB (TEFE M O BEA| 2 v 727 BR)
2B DL AMEFEm R S5 100 i, El
VER O3 BLIERIE 55 il (55.0%) T
Holo, TOERL DI, M/ R IE
19 B (19.0 % ) 2 Mm 13
(13.0%) . T 10 % (10.0%) . B
MERAE 7 1 (7.0%) KOMEF RV
T AMGE 7T B (7.0%) S Th o7,
KM E TOFMEDEE)
ENTEE SN 1 HoHEIEA4—7
AR (EHA R OBER 2 VW 7258R) 12
B DR S5 24 FiH, BIFE
FORBEFNE 17 #) (70.8%) TH-o
oo TOERLOIL, M/ MBAE 7 #1
(29.2%) . &1 6 #l (25.0%) . V
SR—F N 5 il (20.8%) ZHTH-o7=,
GRER & TR OFHAE DLEE)
AMECHENE S A7z 8 5 MR PR3 L
BB (RS K OBEA 2 72 35R)
(2B DEMEFEm RS 2, 367 B,
BIVEF OFBUEFIT 489 ] (20.7%) T
Hot, TOERLOIX, TH 101 #l
(4.3%) . .0 70 B (3.0%) . HEUm
45 B (1.9%) . Eh P ZIE 25 f
(1.1%) . BRRESE 24 # (1.0%) &
IEE 24 f (1.0%) HThotz, K
WEEE TOREDOESR)

[E| N C e S 7o R 7% O 1 F RRE A
2B DL AMEFEm R S5 970 i, El
YER D3 BIERNIT 163 ] (16.8%) T
Holo, TOERL DL, M/ R IE

104 % (10.7 % ) 2 i 34 3
(3.5%) B i Bk A E 12 6
(1.2%) HThotz, (HEAKT
)

(1) EXLGEIEA

D a#pGEMmM (4.8%) - BIMEK
BAE (1.9%) - RMEkiEAE

(0.8% ) - m/M#RiE2IE
(11.9%) FoFHME : &5
IEIZE > TREIEL 5 2# 1M - AL
ERIBDE « PLILERIBAME - 1M
I IESE DO F HEIIH S S 5o D
ZENHHDOT, MEMREZ EH
HIC FE S % 7p EBE A 01T
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Bayer Yakuhin, Ltd. Page 9 of 28
®1.7-1 FEERDE—ER &E)
— B4 R TVY RY VBT ATV YRV U R
(Tedizolid Phosphate) (linezolid)
(BHEARH) &GP -T W, BENRRD bNEBA IR,
miE L5 548 - JifnskkED - I e a3 57 b e dvE &

3)

4)

BRI i/ ISR 55 OB B
flRnbobhadaBZENLNHHD
T, B2 51470, BE DGR
OouNEEAICEREERIET S
7R, WYIRAEEITO Z &,
RBEMET7SF—2R (HER
) EEBT7YF— REORSE
7O R—Y Ao bNEEE
NNH50NDT, BEE+HITIT
L, EENBOLNEEEICIEER
Exditg 55 L, BULLES
T52¢&,

RAHIRAE (AR o e RE
NHELONDLIBENDEH D DT,
BIEE 2TV, BRERRD L
VR R Nl e Rl Sl e M4
EL MYIRAEEITH &,

2)

3)

6)

7)

17952 &, B, AAIOEKFR
IZBWT, 14 BEBZ TARAZ &
5 U728 A 2 i M iE o 36 B
BEE D @ < 72 DD 5T
W5,
R#MHE7F— R (0.2%)
JLRT v R— v R EDR#EMET v
R—= 2R bbb Enb5D
DT, BEOIREZ + 52 BlE
L. ZENRDLNIZEAITIE.
eh &2 ik$ 5 72 Pl 2 LE &
1792 &,

RARE GEERH) - GRE
NHLOLNAZENHBDT,
WRRDOLNTHEICIE, 5%
kT 57 EEb) e Ui 21T H 2
i

avy BEEFH) . TFHI4
XL — (EEFH) :vavy
. T T T4 7% —RNHLDN
BLENRHHDT, ENEBDL
NESAEITIT, 52 H T 57
EHEI B AT O Z L,
RIEMRA (0.1%) : REMEAM
KPHLONAZIENRHDHDT,
BENRO LN EEICIE. #Y
95 7 EEy) i ALE 21T 9
Z &,

BFrRe (0.3%) 7 L7 F=v
k5. BUN EFSEZE S BEREN
HobNHZ ENHDHDT, B
ATV, BRENEO b
LA, BE5EFRIET D E 0
Ul #1792 &,

B D LMmGE (0.9%) : =
ARPEE . MEAL, WEM-, AR
EHEIKT NY D AMENS S D
NAHBZLERNHHDOT, BENED
NG AEICE, EEFRIET S
7e EHYIRAE AT T &,
BIEMXELX EESRHRH) Bk
MWRBRPDEDONDZENHD
DT, BIEE+SITITO, .
BEIO THINS &b -5ma12ix
BEblcHkbrmib+ 5L, #Y)
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®1.7-1 FEERDE—ER &E)
— A4 B TV U RY VBT ATV IEYES
(Tedizolid Phosphate) (linezolid)
TRAVE LT Z &,
9) FFHrEESE (METRHE) : AST
(GOT) . ALT (GPT) . LDH,.

(2) ZotnEI1EH

Al-P. v -GTP %D L5F-Z {5 ITHk
REERDLDLNDLZERHDHD
T, BEEZHSIITV. BENE
HHNEEICIE, EEE R IET
57 EEH B EZIT O 2 &,

(2) ZontoEIER

LUF D &5 BIER 2 & b b IZ BB 19 J0.1~196[ 0.1% [ e o
T ORRICHE U CEY) A L 21T 9 2 Mk | F# | xm |
h RIS COBO BB EATD 2 | T (b (RS
- i FE. FI | SE. K
5%LL k| 5%A BEEA A BB
i H B r# - Y 23— | CK (CPK) 84 [ J R, 157
El JRR R ES 3 s, 7, Bk | s s
I ALT (GPT) 17— iE. (RER
5 B, A n
AST (GOT) 7 a—)
5 MAE, %
v —GTP L Mmak, &
H. AL-P RN
5B MAE, {5
% RR/N
Tl BRas IR, WL, 1F ME,
<y SRR MIE
[T A V. [ || [ & D [FeHE, & | A ARl
I BRI EJ R EESNI N i 3
e THI Tl L. 5 R, V% | M i g
. R, MEH bLEEo |k, EiEk
RPREE, ONEL RELEH | HFEV, K
Y (7 = e, ZRBL | TEBHRR, B4
g, Bk EE . AR
W, B A i, R,
PEREER, ik S, L)
ik A
S VRS, % RE# B, RO
B, W BasE, MR
L HA L AL
it RIRE, BRI B
(22D C VN Hus, Ho
. UEE, R e, Bk
PebE N, fH Wk, WL
M, ik, S5 iEGE)
B R B TEIRE M QT R, 4
HRHE= = — SMILHE, | IR, AR E
IRF— MIE, | LR,
WA WA | B WfE, M| EiRE
=g s i, 5, B R
s %
& BREVLE | ReE (g e MR REE | fige . Bd | BRIK, TR,
\Z) ‘lﬁ\ 71/11/3‘\,\_ 7kﬂ§\ /fk UEE%\ /7?\
V) g H N
(Agybk, $UHE ST N
I SINTRZ 3N K. B
) SRS EAeEs | TR L. R | E i | R
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x1.7-1 RERMA—ER ()

— B4 R TV R U AT L Y3y U R
(Tedizolid Phosphate) (linezolid)
ZiTE, Mg M- BHR | &R, B | OJEK. 1
g, SIE RIE, & |#HEA v | NK, afE
R - ik, =k Eh-H|vA O NS D
e 27— /L REORE [ZES e, HE |MENEBE
E RIE, @AV BERC JiE, R
I ILSE EOER,
&S U - 7r N WA,
i 5 - i DA, £
W5 H | A | iE HOLE,
& S (AT %K. HIER
. & B RS,
. Bk AL
Jor) BF B vy LDH 41,
Z DAl FEEN BHEERY (G fiE >, JiT4
fE. RE) . A& | AST(GOT)
VUBNE (FME e ARV
e e L ALT (GPT)
5. ROERGE, 0,
Wy, EBE G v —GTP
N, SRR .
EHE, BT ALP #2700
[v~7 begE] RO [2~7 hu g ||R B %2 AdE UK, T
R RIS NS N, e
OTRed Lz, [X7 bo mafliE 3 N
H] OBRICFER S D553 FRE A5 i EE i
LT3, ZNRITAZN

FLBE, SRR
5. RIS
Y, EREME

PEIE S, B
JEOH A,
ZORE. K
JEHI%
) i
%
MPRAR PREPRIRIEE, | e, ek
- £ R, £ |G MRS
2= VS wa, Rk
FE H
Z 0t MR | SR, 15 | AR

b |, 6 | VRIE, B
fE, M |8 b |REE, 7L
JE, | UHE, |V
BE, FA | TS, [, it
I, M| B-HCG MY | BMESUS
RARIER | 0 MTE, W
B g5, e
FIT. R
HL G
ELE G
RS/ ifn.
EHT—T
JVERERAE,
RS/ ifn.
BT —T
IVERE D B
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®1.7-1

Page 12 of 28

RERMG—ER ()

—REIA R

TV R U AT L
(Tedizolid Phosphate)

YRV U R
(linezolid)

3. WHim. EiR. BIBE~DERE

(1) I8 TR L CW A RTEEMED & %
ML, BT LA SN ERR M
% kA% L S D 5GE O RS
T52 L, UHRERTO#HEGIZET S
FEAMIIMESL LT\, [Z0f
DIEE ] DIEBMR]

Q) BHLF oL 2B TRET S
LA, BilehibsE5 2 Lk,
(B EsR (7 v b)) THLHTICE
TT5Zn@ESN TS, ]

4. INREADEE
R AEMREN, FraER, AL, SR UT
INRICHRET 2 2 A MIIMEST LTV 220y,
[l HRRBR 2N 220, ]

5. BERE

wERE LIEHGEE, BEbICARORE
kL, —RERIFBRIEEZITO, T
VY FiZMiEEITIic L 0 RN G E
A EBRE SN2,

S, VERHES
JE AT —
T VR
TSR/
BT —T
IARERIRS
/M Ag
/1
T =T
B
T BIREHGESUISME TRO 5N TW B RITER O 72
DBEER

5. iR, ER. RILRBE~DERE

(1) 134w
I AT E L CW A RIREM O & 5
I NZIE, B Lo RMENGERME
Z bR I S G AL D
H4pzZ &, [HEEROESICERET
B EMIEMENL L TRV, ]

(2) &ELWw
BRI FOFNITHEE LN &R
PE LWV, RE ST T
BliEmALrRTsEsr2 L, [
MEHFA~OBITOABIIARHATH
5, BER (7 v b)) TILHHHIZ
BATTHZENRBEOHLNTWS, ]

6. NMNEE~ADEKE

kT HEBEETORE (£l 34 HE
i) HAERICBWTZ U T T AREKEN
EERL, 7T HELRICZ VT 7 A1E
WHITEINT D EDOMRENHDH Z &2
5, INLOBRFICEST LA
HkgE 12 BT EicT A L EEE

T2 &, [ EYEE OHSMR]
1. BERE
(M EK

bt MIBERE L-REORETmS
AWTW WA E ER (1 X,
Zv b)) IZBWT, v MCERE
BE T EEBHLH (GG E
3,000mg/kg/ H) . A XITHaM: & 7
B (e 5E 2,000mg/kg/ B) 13dH B
iz,

2 W&
BEOREZEEEBIE L, AH
DB EBRGNEDNZHAIL, LE
WS USRERIR A BE & MERr S8 5 X
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®1.7-1 FEERDE—ER &E)
— A4 B TV U RY VBT ATV IEYES
(Tedizolid Phosphate) (linezolid)

6. BRLOZIE

[ b ueE]

EEXIZZfTEE - PTP ALEOIEHNT PTP o —
FASEROHLTIRATS & 9 BET 5
Zr, [PIP >— FOOREHKIZ LY., BV
ﬁﬁ%#ﬁLHﬁ«ﬂﬂb\E L2 FL
R Z L CHERRIR 2t % O EIE I A OHE &
PRI ENMESIN TS, ]
[v_7 bu siErER]

(1) FAEAE

1) KA1 S, T AZIES K 4nl %
mz %,

2) 72BN T2 NI DTN A T
NEP-L VEIL, NEWMETE
WIS/ 5,

3) EULIaNBADETHE
BRIz k%%ﬁ?ﬁ>

4) B O NIRRT 5
Zl, RUEGTRERERGFT D
BATH, RRXTHEE (2~
8°C) IZIRMFE L. 24 W LA AE
H+sz L,

5) BEHRTIZ 4) OWRIR % £ B IR
250mL. CHMRLCHEHTH, 2D
k%ﬁﬁff%%#ﬁaéﬂ%ﬁ

ZIXEAETICEET S L,
(2) EE%&WI:

1) AFIE ALY o F VR & E e Al
HFA L EDEAITIARA TH
Do

2) BAEIZOWTIIRONTZT —
Z LR T=w, AA| & th o FEH
CIRAXITIRELRWN &,

3)$ﬂkm@£ﬂ%ﬂ DR =7 A

Nk 0 EBREAT A EAICIT.
A BB HRR A A O B G-RIE I B

WA HITHT Z &,

FRREEATH) 2N E LV, ik
BHTTIZY 2V U ROZERHERN
OO, B 1 AERRRICE N
T, VXV U ROESEEDOK 30%
L. UV U NG 3 FEMZ IS
7o 3 WERE] O M BT I Iz bR E &

iz, MEREFENT TR EERIC & 5
YR ROBREIZHOWTIL, T—
HRELILTVZRN,

8. WHLOZIE

[HA R v 7 AGE]

FRIZ T HF

PTP AIEDIEANL PTP > — F 225 HE0 H

LTW%#éii g2 - L, [PTP

U— FOREKIZL YD BOSAT S RIE

FEIEA~HIA L | Eﬁ WX B2 B 2 L CHit
MRS OEERAIEEZIFRT D&
NESNTWDS, ]
[(PA R v 7 AEFHE]
AFENIAE - AEIC LN - T, A
EORIZHEHT S k AR DA I B

LTlE, UTORICEETDHZ L,
(1) #&E5w
D AFNE, FEAREDHE NG Y Ry

TThHDHOTERKEIIFEH LW
E

2) Ny FEALA T DA R
FCRE LAz &,

3) WHANZ, NEMOBD LD D
@@ﬁ%bﬁw:&o

4) RNy 7Tz LicviEEno
ﬁﬂwﬁﬁ%ﬁi_ o MRIRALH

R LA IR, EEMENE
ﬁbﬂfwéT EMENR D DT
ALz &,

5 51T, Ny T OFLEFR—FLD
TV, AR — MIEH L2V
L.

6) AFNI. SN\ T THDHD
T, KRXUETHRICHNER D HEH
INBHH, BREEFAETDH
2,

7) UFEEREI I TRV &,

8) Ny ZDWHEVIIBLZDOHEZ
ELTHERTHZ L,

9) AFNT, B ORE L &b IZHE
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Bayer Yakuhin, Ltd. Page 14 of 28
#1.7-1 FEERMSR—ER (KF)
— A4 B TV U RY VBT ATV IEYES
(Tedizolid Phosphate) (linezolid)

1. ZOHDFE

(1) Ty FaHWE 3 » ARRERO#
HRBRICBWT, BEE (REED
DA, HMIEEEES) | ERE (KA
FabEss) M OWEER CRME £ M%)
D T fe 710 AL DS B IR g iR &
(AUC) D#) 6~14 {2442 H
BECROOLNT, £, v FEH
W2 1o HIRIRERE 1 e G- dik
HEBRITIB T, Wi B Mfa LN T
RO W ONC I g6 DI
DR R R (AUC) OF) 3~14
WCHYS T2 HE TR b,

(2) A XZEHW- 2 BEREFHIRAN 5
BB WT, BBE (RIE. HhE
ZfE. BE) LOVEHE (RAAaE)
D T fe 700 AL DS B R g ER &
(AUC) DI 9~11 fFIZFAS+ 25 H
BETHRDL LN,

(3) W& - BIRFMERBRICBNT, w7 R
TIEIRE B (EIDEE) O3Bl

BRTHZENHDIN. DI
e VB ANl = A A
(2) BE%Ek

D ARENL, ROER ERAHEZTH

2,

TAKRTY U B, W7 ey
oy, VTENRLA A ®FF
VR AIT, T REF Y
fer) 2~y 7xz=hA
T RITUAL ANT 7 A NEH
V=) NUARNSY L, T
DRy 4y Rl NV VAN

2) KA =MOIEA LRSI 25
BT, ERFAAOED S H
% HEIZWEW, Blxicik57 2%
Z&,

3) ARA &l o KA & [ — O iR
Fa—TIZ LV EREAT LHE
IR, AH L UMl o 38HI & Bl &4
bz Shnilgmw (EFEAaE
W) & KKl O 85 [t ik
Fa2—THNICRTZ &,

(3) EARMIZEHF
AFNH O FAN 2 FE A LT L7
Wk,

9. ZOMDIFE

(1) A RZBITD 1 » ARIRKEROKRE
FMERBR (0, 20, 40 KU 80mg/kg/
H:AUC OEZT, B hORORERS
ROFIRNE S ICB T BB EDF
NER 0.4 fFLL ERON0.8 f5LL 1)
WZBWT, x2S & 5 O
WZHTNERR, A3 O3 B IR IKTE
A E SN TWER, A XIZBIT
B A B G- R Tl AT
WICEABITER O TR0,

2) Zv MZBITAE (%) hree - &M
R O AT B 1T 5 AR 5%
(0, 2.5, 15 K O¥ 50mg/kg/ H) (2
BWT, BHER (AUC OkigT,
t b O ORE K OFIRN & 5128
JOBBEOZNEN 0.7 5L
1.3 f5ICHY) ICH T EERE DR
BTFRREESNTWD, $1#ET ~ B
BT A RE#KRERE (100mg/kg/
H. 22~35 H##) TiE, KrEsht
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#z1.7-1 REER

Page 15 of 28

BEX (fE)

—REIA R

TV R U AT L
(Tedizolid Phosphate)

YRV U R
(linezolid)

BIEOHMGRD, 7 v kTR
J O > B HS 28 58 0 Fe BUBEIE OO )
MBS, T2 BRI R (ALC)
DY 3~4 R U 5~6 fEITH4 5
BB CRD DIV

(3)

(4)

(5)

DI T KO DREE(LI, W
n%T@mﬁﬁmkbf LD 51
7o ZOLXOMEERIT. 3 0 HE
~11 mo/NEEE GHEAN) TR
HALA AUC D 5. 95 Th -7,
MFERET » MBI D KIE# Rk
(7~36 HfHIZ 50mg/kg/[3\ 37~55
Hi#nlZ 100mg/kg/ H) TliX. ZhA6EE
Wﬁﬁ?# @Eﬂt _®k%
DR &3, 3wﬂﬁ*41ﬁ®$
BE GMEAN) TRH LD AUC O
51 THo7,
MEZ > N OIENR R ORI Y %>
U R 50mg/kg/ HFG#E (AUC Db
T t b OO G K OFRIRN £ 5-
BIFDBEEEOZNZEN 0.7 5%
013P~Wé) ZBWT, A% 1
~4 BIZB D H AR OEFEIMK
L7,
7 v NI 2 HEMEARERE R 3R
(0, 50 K TX 100mg/ke/ H . 9 M REH#
H) lZsnWT, mHER (AUC Ok
2T, & hOROEKE K OEFRIRN
HIZB I BEEOZNEN 2.1 1%
KON 4.0 f51cHY) cRb 4 BE®
?x%x?myﬁmﬁ&ﬁﬁgmk
CEE 12 BEOT A RAT O
Tﬁ LI A DN TV RN E G S
NTW5, BT v MBI 2o
E%%ﬁ%fi FARNAT B U
DWW ITFED BTN,

A CEO
TERRAEH

2014 4 8 H

(ke

RIBISES
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x1.7-2 FAERME—EXR

— R4 B AT h~A Ny a<wA v ke
(Daptomycin) (Vancomycin Hydrochloride)
W 7E 4 ¥ o B UPEEH 350mg RN T~ A 2 SEEERA 0. bg
Ett4 M S D#k &4t 3 By e IRt
FRFAEH B 20117 H1H 199546 4 1 H
P RRAm A A o —
PSR4 H 2016 43 H
F X5y AL 2 I S AL 2 I S
==isei v -
e ot
Méfgvfy&%wm
L
FI - &8 | RS A S R AR T S
10mL XA 7L (BEH) FIcF T h~A |1 Py o~ v o 0.5¢ ()
Tl LT 350mg (FARFOHEKZEE | )
AN, 1 N4 7L 367.6mg & &
ie, )
Zhie « R | <B/IEFED> 1. <#ESEFE>

BTRIADUICREDAF Y Uittt
BET FOKE (MRSA)

<SBRGIE >

BumE. BEHORNEL, REMERER
RIE. SME - BRERUVFHREIFO R
%, Ubh - BEDZRER

<%k - HRICEHET SFERLDEFE>
(1) A2 R IEG R D NI 2 et 2 AR
DOEETRD SR TN,
A5 0 RGO N IR D Ffd 3
Db, D RIEGEME LN SR
LT, ENTOEHARRIT AL,
WA THAEEIZRD BT
AN
AANIIERICHER Liswnz &, R
AT —7 77 % MZEEAE L.
RNEHEEENS, )

(2)

NOATA D VIZREDAFIY Y
ittEER J FOBKE (MRSA)
< RSIE >
BImiE, BEEMHOAEL, 45 - B
SBRUFHAIFO-REE, BH
%, BAEIZ%, W%, MRS, B,
FEIR %, LIRtEREIR &

2. <#E-EFE>
NATA U VICREDAFIY Y
MEa 755 —EBEEIT FOKER

(MRCNS)
< BIGIE >
BmfE, REMHOAERE, M5 - B

SBRUFHAIFO-REE, BH
2%, BER, BERX, CREHEER
3. <#E-HEFE>
NYATA IV VICREDODRZ=ZD Y Y
fittEfm 2 EkE  (PRSP)
< RSIE >
BmAE, ffiZ, {CERMEREER
4. MRSA X% MRCNS RELh\Exion 5 FHER
4 5% BR R D E
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£1.7- 2 RERMA—ER (&)

— A4 B

T h~AT v
(Daptomycin)

Ny a<w A v G
(Vancomycin Hydrochloride)

<%k - HRICEAET HFERALDEFE>

1. RBIORMER & L CHEIKT, HEE
HOH 8 MMREENALND Z &
BV, FIACRMERRERICB N T
X, BEIE L L CHEREENEET
HBRENDHDHDOT, Bl IR,
WISERFEORRICHSEEL, HE
T 5Z 8,

2. PRSP Wik DAL, T LAX—,
SEFNE A M 72 EMANC L DR
FCTERVWHAICORMEAT 5 Z
L,

3. MRSA XX MRCNS YL/ Gedoi D T2
PR R ER A E I D B AT,
TROSICEETDHZ L,

) AFNX, LLFD 2 &% 1, »n
> MRSA X% MRCNS 2SRREE TH 5
LEEDbNDIERICHR G52 L,

1) 1 [BOKIET 38CLLED3E, X
I 1 RFRILL BFE T 5 37.5°CLL 1
DIEEN

2) GFHEREG 500/mm® AT DA,
% 1000/mm’ A T 500/mm? AT
WD T 5 Z ERTFRIENDSGA

2) EWNHDOTA RT4 =5 RL, K
PR B ORI 43 72 iR B & Ff O =l
DY & T, ARAIORE B EY) &
SNDIEFNZ SN T DO RFEf T D Z
L,

(3) ARAZIBE G-I MiEE: & 2 Fhid 5 =
& . MRSA X3 MRCNS JE&YL D A REME A
BE SN HEAIITARF OF 5ok
RMHNI~DETEEBETH &,

(4) AREIEG OGO FRIETH 5 i
HRERER DN ER BRFSE CTHEFR T 720
AITIE, BiERE O 5% i EkER
ELTHEET B Z &,

M - HE

(BuinfE., BREHEDLNEXRDIGE]
BE. BACESYTr<wao0ELT I
B 1 [E 6mg/kg & 24 BRI & 12 30 9h
(T TCEBEIRIEIERICERAES T
B

[(REMRBERRE. /MZ - BRERUF
MBIFDZRBERE, Ubh - BENZR
BEDIZE]

BE, BAICEANA IS UIREIE L
LT 1 H 2 (hif) Z 1 [ 0.5¢ (A
i) 6 BRI EXRIETE 1g (Hff) 12 B
MCEIZABILT, EhTh 60 HLLE
MFTRBEFET 5

BE, Fi, KE, ERICKYVEEERR
ERR

=EEICIE, 13 0.5g (Hffl) 12 B
EXF 1 [ 1g (Affi) 24 FEZ &I,
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£1.7- 2 RERMA—ER (&)

e COER )

T h~AT v
(Daptomycin)

Ny a<w A v G
(Vancomycin Hydrochloride)

BE. BACEE T a4 0ELT
H 1 B dmg/kg & 24 BEERE & 12 30
(T TCTHBEEIRIIERICHIIRNEST
%,

<HZ%- AEICEETSFERLDIFE>
(1) AFNT 1 S TIATDOX Tnl DR
BEWREMZ ML, Z OEMRIK
DY % 50mg/mL & LTHWS Z
Lo [ HEH EoRE] oEBRE)
BT bAoA VAT TEITBE CHEE X
DT, MEET XLk #E1T 20
MEESENT (CAPD) A 521 T\ 5 B
ET B EDBRE TIX, TR
FRARICABOHEREG 2T 52

(2)

Eo [ MEERSE) TEZERIEARW
EE] RO BEyEe) oEER]
~ VEEVE B I
s e SME - MG
Oy | o, g | RO
mum$ N O TREE, U5
Ao RO TR
>30 1 8] 6mg/kg Z | 1 [B] 4mg/kg %
= 24 B§fH = & 24 B = &
<30
Va3
ﬁ(mll;?f);h% 1 6mg/kg % | 1 4mg/kg &
B c g |8 18RI Z &
BEEED)

T ATREZR S5 . MLIGZAT H I I LR a T 2 (A %
BhHY5Z L, W3ETYHA,

(3) A&, 1 A 2 B EES LN
Lo (AN 1A ROV IAERBR I
BT 1 H2ELERS LGS,
M7 v7Fr¥r—¥ (hr L
TFURAFFF—F) [K
(CPK) ] fEAS EH- L7z, )
BT h~A T NTT T ANGTEREIT
LCoORBHEEEEFET S, Lz
NoTT T AEMEES % ST lRA K
YL ZWrsnizHa, XIXRA Y
BN DB IIAK L #Y) 7p 3K
EOFH L CIBREITH 2 &,
AR OFERICH 7= > TiE, MHPEE O
HIRZEZE ST, RO Z EIZEE
T5HZ L,

1) JEYIE DRI 5 7o il & Rk

(4)

(5)

ZFROEMIIZDOIEEDOH LT

FNEHN 60 pULENTTHEEESTT
%,
HH, FE& BE ERICKYEEEE
T 5

INRD ZLIRIZIE, 1 B 40mg (Aff) /ke
 2~4 EIZHEILT, EhFh 60 9L
ENTTEBERTT 5.
FERICIE, 1 BkE5E=E% 10~15mg (H
fli) /ke &EL, £% 1 AFTOHERIC
XMLTIE 12 BREACE, £% 1 nBET
DIAERICKLTIE 8 BEICEIZ, Fh
Fh 60 HLLENFTHEEERET D,

<RAZE - AEICEETSERLDOFE>

1. Bk U v a v T E R
TORMHEEZIT) LB AZ I VN
WX T red neck (red man) fE{&
B (A, H, WSHoMsEExsm, =
IPEE) , MEETZEOEIEMH N
I 22ENRHHOT, 60 oLLEHD
T TRE#ETTH L,

2. BEEOH LHEHE, mEmEIIL, &
& - fr 5RO 24T, it
BELT=XY) 7957 PEEIC

wkhyorZ e, [ TEHEEREL],
MR~ O, THERYEE]
DIHZM ]

3. AFIDFERHIZH = - Tk, mWHEEO
REEE T2, WOZ EIWZEERT
HT L,

(1) JEYYEDIBBIZ T2 72 ik & B &

FFOEM X IZZFDRED T TITY =

L,

JRHIE U T OFLE FE K AR HFNZ %

THRSMEMRTH I &,

Be G WIRNE, YRS, EIERE, B

FORERFEZZE L, Y7 RH

W2, AE|I ORI G- D3 LB DTS 3 H]

EL, HEIHOBE EXLERERIKED

Mo EIZE EDD L,

2)

©)
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Bayer Yakuhin, Ltd.

— A4 B

VA N A

1.7 [AIRERZhin—Fa %k

Page

(Daptomycin)
1752 &,

£1.7- 2 RERMA—ER (&)

Ny a<w A v G

19 of

28

HTk,

)

2) JRAIE L THOMEE L O 7 b
~ A TR D RS A R
e S SEy

(Vancomycin Hydrochloride)

[ TERARAKIR) DS M)

3) BGHIRNE, YA, EAERE

BEOIERE 2 ZE L, WY
W, AREI Ok 525 2023
E L. IR OIRE E B N R
OB OEGICEEDHD L,

DIHZ

N2

S
Sm
Pk

gl

(ROBHEIZERELGWNI L)

KA DRSS LIS BUE DBEEED & %
BE

AEDOMHERDORBZEH D, %
BE-DRICEETSIERLDEE]

[k - FAEICEET HEALOTE
DEEREO L, BEGACSH5C
s

BFE

(ROBHEIZERELGWNI L)

AEOERIZEBDLavIDBREROH

i EoEE

1.

BEERE (ROBEIZFEEIZERS
ITBH5IE)

BRERERRE N B 5 A

1.

2.

1.

T5H0, BHIHELTIHEICIHEERIC
B’ETSHL)

IT5C

(ROBEICEFES LGV LZREAIE

REOHEARIETFA3T5=, R
TFFRREME, 72/79ad

FRIAMEICx LBEEDERERE
DHHEE

RITFFRIWEYE, 73/
Y RERRAEME, TAa3T5=UIC

FOHMBERIZTOMOHEDNH D E

E (#BARRIXIIEETSIE TN
AHd. ]

2.

EINTWHWBEDOT, AFDOEIZON

BEELGERNEE
(D) ARAHIBEHIZ, CK (CPK) EH-233#

P 2=
2.

BELRS (ROBEHICFEEIZERS
&)

() BEEODLEE [P EE L,
EHET L7, IPREZE=X
Yo BHEICRET 2 L,
( HEpEne) oESH) |

(2) WMEEFEOCS D EE IFEEET
L2 LD D, ]

Q) it [ [EimE ~08h

WEhie ) OIS M
(4) KA E I

ERGEREE

ES

AR [ NESZEA
[SEpEhRE ] DIES ]

(1) FANCLDHYavy, 7TH745%

V—DOREEMHEIITHTE 514
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£1.7- 2 RERMA—ER (&)

e COER )

T h~AT v
(Daptomycin)

Ny a<w A v G
(Vancomycin Hydrochloride)

THREETDHZ L,

1) CK (CPK) fi % ¥ 5 HifH H 1% & #
B G 1 mELE) £E=2Y 7
TH L, BEEREND DA
. FEARBHO CK (CPK) FH-%
FEH U2 BE O HMG-CoA i T
FIEA 2 BRI UL L2 &
FTIiX, CK (CPK) i % % A4H[A]
=2 T+ L,

2) CK (CPK) fE7% 1,000U/L (FEyefE
FEROK) 5 ff5) ZH X R ARBHO
I AR — OESUIIEIR & 7R
BE. HDOHVITIERIT R VA CK
(CPK) fEAY 2,000U/L (FL¥EfE F
FROK) 10 f5) Z 48z 2 P& 7o H
MZERLESEIE. KAlOKE %
R S S

(2) BHEREREEND 5 BE TIL. BHRE

FREAENCE=Z Y T TR L,

B) AHlickLsrvavy, 7745+

D—DORAEEEFEIITHMTE Dk

DIRNDT, ROWELELEDHZ L,

1) FATCBEERE I S\ T4 72 R
PEITOZE, B, BAYES
WL AT L AAF—RIIL T HERT
HZ &,

2) FHICE LT, 4Fva v ok
WX B RELE D LD B &
LT Z &,

3) SRR A TR 5B S #
H#THET, 2. ¥IRNES
DEARITHEGETHD LIZHL D
M. B2 LZFORIBICHR I,
TR EITY 2 b, Rl &
R EZITEERLS BT 52

MRNDT, ROHEEE2LEDHZ L,

1) FANCBEERE I OW T 72
PERITOZE, vk, hiAwESE
WX BT VAKX —RIIL TR
5Tk,

2) BEIZEL X, %9 va vy
(2R B BOBALE O & D B &
LT Z &,

3) BHBHENLRERKRTRET, B
F R E ORI, o7
BEEITH 2L, BT, &EBA
BERITFEFRERBIET L &,

(2) KENZAF U UMt E T R ok
B (MRSA) J&YIE, ATV mtik
a7 77 —ERET FNUEKHE

(MRCNS) JE&HLE, ~= U Vit

M2 BREE (PRSP) JEYMEIZxE LT D
HEHENRBED LN TWS, 7277
L, 7 RUEREMEBR ISR L TiddE
BOMICHEESE L ThLARAMETERD S
g,
BGHMTIImPEEEE=2") >
TIBHZENEE LV,

(4) FEEME L ERIBUME ORI T

LTz LlicEET AL,

1) ARANL, GFHEREAIETCH D, ¥
BNERH B, Ao MRSA XX
MRCNS NREE CTH 5 L5k b
BARICRELTHHET DI &,
[ IZhHE - 2h RS BE ¢ A H B
DIEE ] OS]

2) HHERE, BBEORIENGED LN
TS AEIIE, ARAlOEE R IE2E
BToZ L,

3) MEEEN - JEAIBNE D IR D %

)

L, BTHHIENHERINTZHEEIC
1, I AKI O G A R IR
6:&0
3. ¥HE{EH 3. *HE{EH
(FREE) BERICEETH L) HREE (BREICEET R L)
S | It - e | B - A T e | R - -
ING-Col 32 [ /& A1 & OF ING—Coh | FeFF il BB | ey BT ERIRT
SERESRIEL | 0T B 9 UL AL A SEREE ARG T | A B R
EH BEH L84 K FARH— | BE, KB, |1X, T T«
(CPK) M EHF3 IV ERXZI VKT % v — fE
TR B 2 = & WAL, 7R, b s
e, AKHIEE G TS % | R A
T B 0 A O KIS S O RIE| 4 5 b o5
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e COER )

T h~AT v
(Daptomycin)

Ny a<w A v G
(Vancomycin Hydrochloride)

HKIEEBET D Z
o [ TEZERKE
AEE] OHES

H)

4. Bl{ER
le%MLt%iﬂ%ﬁ% BT,
2R M R G 99 B HBo11 Al
(HJ%Jiwﬂwmﬁwwb%ﬂ 16 3]
(16.2%) (ZERARRANE O EIVEH RO
bz, TR Ol AST (GOT) E&H-7

(7.1%) . ALT (GPT) E&H 7 #
(7.1%) . 8% 2 ] (2.0%) . FE\ 2

Bl (2.0%) . TH 2 #1 (2.0%) . I/
WA 2 # (2.0%) . Al-P E&H 2

(220%) . CK (CPK) E&H 2 f
(2.0%) . AFERERFIEM 2 ] (2.0%)

Thol,

H\[E G U 72 B IUE R OVE GO PN i
R ARG U7z IS PR LGB I 0
T, BRMMBHT 6] 120 B4 42 4
(35.0%) ICRMEAMNBD b, Tt
Dix, K (CPK) E&H 6 fi (5.0%) . #X

4 ) (3.3%) . WiANE 3
(2.5%) . %% 3 fl (2.5%) . MY

ANFEHES S
BB D,

A By IR O B
I 1 BEIRTIC
VI ARFH) O 5
BiEasRTT
Do

B, KA
HeRAF IV
e Bl VE 3 &
5, LMoL,
FROE A o b
AR

B R OISR
wEEAETHH
palll
T/ U=a
¥ NREVEY
=
TINRF
NTI~A
Vg
SR E SN
MERE A
VAT TF
XETTTF
%

BbEE, B
F 2 A3 FE B
BT orkE
nnbdHbH O
T, PR
Fhrz e, R
[ i
THEAL,
HEICEST
Do

B R Al 3t
IR, R
et Ea T
508, fRHEE
MO IEAR
S|

faN 1 - B
B D b 5
N
EHI&RE DR
o

SR T R SR B
FEH
T AHRTY v
~B
T uARY
N

BRSNS
B, B+ s
BEhndH 5
DT, PEAHIE
WETDZ &,
RS A = S S
A3 2454
1%, EEICE
535,

B o Al 3R
uﬁﬂ@%ﬁ
T30, A
TEH o 851X
~H

fa iK1
W5 o) & 25
F, mEmE,
EMEL o®
H%

CHIM 3 B (2.5%) Th ol

4. BIER

AFDYUMERRET FIBRKE (MRSA)

2 hd
KGRI

3009 i,

770

B2 eM
W, R RS O B
1% 33 f51] (30.8%)
HEAKTHICE

RG] 107 1)
EEhaaerlfEM
I BTz,

BT D 2 A R A ok 52 45
i R R A A1 0D B2
BIVEFIL 404 4] (13.43%)

I & arte
IZi O B

RO Uit RBKE (PRSP) RERSE

%th éj:

N,

PHEOK TRICE

BiF 3%t
o, BIERIL 4 1 (29%)
7oo EERIRAAE O HH

17 i, BRI O 5%

YERIE 5 61 (29%)

ZEi

R R S5 14 51

IZRD B
IO LN

T % 22 AR ek G451

KB 2 el

\—Dlh &b %ﬂf;g

(BIWEH OR BB L, ARE, HEA

T IE O R B O H %8 SR IS

<o)

Mo
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£1.7- 2 RERMA—ER (&)

e COER )

T h~AT v
(Daptomycin)

Ny a<w A v G
(Vancomycin Hydrochloride)

AME T HEN U 7 EHEVE RS - R R
YU 2 K IC LT 2 D0 FEH IR b at
RN 1 SOEYBREABRIZ BV T, &
4 Mg T b 8 5l 550 1 99
(18.0%) IZRMEAMNRBD b, Tt
DrE. Bl 13 ] (2.4%) . CK (CPK)
L& 12 # (2.2%) . W&t 10 41
(1.8%) . T 9 fl (1.6%) . {HFK 7
Bl (1.3%) . EIEE 7 # (1.3%) T
HoT,

(1) EXLEMEA

D 2avy - F7FrFr7473F—
(1.0%) :vavy «TF74
FTXU—DHLDLNDIERDD
DT, BEE+ZITATV, BEN
BN HAITIE, K52 HIE
L., @ERAEEZITH 2 &,

2) BMARMRDHRAE (BHER
B) U AR R MR
ENRHEPONAZENHDHDT,
B A T51I24TV . BENED D
NESAEITIE, 52 HIT 57
EHEI B AT O Z L,

3) MERURBARE (MR TV .
R RRIE DN B Do D Z &N
HDHOT, BEETITITO, B
PSR . M. CK (CPK) fi E
H, P ERRFPIATee s |
ANBO LN HEAICIE, &E5%
k357 CE ) A AL 21T 5 2
L.

4) WFERBRTMERMZ (BHEERBEE) ® U .
AFPeE 2~4 W, R (KR
FIMGEPEER N, OVF AR
T % £E D I ERERMER & N S
TW5D, T ORERSCHEN &
Sbbhbnr-HEaiciz, 5%k
L., Z2F AT a4 FFESZDEY)
TRALEEAITO 2k,

5) Rt =—a—no/NS— (HER
BH) *V . Rt 2 —m Ny —
NHOLONDHZENHDHDT, K
B 5P IR = 2 —a Ry —
DA S OJEMRITIEE L, B
BN HAICIE, K52k
T 57 EHU A EETT O 2L,

6) BARE (BHEARE) =V BRA

(1) EXLZEMERA

N Yavy, FHF745F%F2—
(0.1%kiH) :>avr, 7TF
74 7x%— (FERREE, 25
AL, REE) AEZTZERDD
DT, BEE+SITITO, ERA
HobhiHalciikg sk
L, @URMELEITH 2 &,

2) AEBETRE (0.5%) , MEMHEE
X EEAFRHEH)  2EBERE, H
BEMEBREOHRERBEEENH O
bnasZ eEnbsroT, EHHIZ
MAEEZIT O I EEE L+ 01247
VW, BENROOLNTEHGEICER
BaMPIETAZENREE LWVAR,
RUEHTREGEHRITH2EAICE
METLREERIZELGTLHZ
E

3) FmEkELD (0.1%K) , L
FIBRGE, mM/DREAD (BEFR
BR) L ERPRA,  MERERIERIE,
M/ 5 Hbivd Z &3 H
DT, BRENRRBDONTLEIC
G ERIEL, @Y RALEELT
&,

4) hEMRKIRFEMALE (Toxic
Epidermal Necrolysis : TEN)
K& #5 IR BR 4E 1% & ( Stevens-
Johnson fE{&E¥) , FIMHERIERX
(BEEARBE) . Ptk E
FRRE, FZREREREARAEWERE, I
RERNHLDONDZ ERNH DD
T, BEE+IITY, ZT0L)
TIERD & b b G A IS
oL, WURLEEZITO Z
ko

5) EFIMBHEEERE (MEX
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&)

e COER )

T h~AT v
(Daptomycin)

Ny a<w A v G
(Vancomycin Hydrochloride)

7)

1)

HEOBRERBERENDLDILD Z
ERHDHDOT, BEE T ITAT
W, BENRO bNEEAITIE.
Beh &2k 5 72 Pl 2 LE &
1792 &,

BEEXBX EERH) =V .
B RBRIT, ¥ 7 h~A
BETITIETT N COREEROFEH
Wk REShTWS, AEMEXR
BRNEEDINTZY . FEEZWINIR
SNTHEITIX, AR O HH Ik
XL RSB ET H L,

B HE SUIANENZ BN TR 5

TN 5D,

(2) ZotaE|{ER
WD XD RIER IR E NS Dbzt

AT, BURAEEITY 2L,
A 2~10% BEARBED
RRYSE i O R, B &
Fe A U Yo B U XK
Yo BUEIIE
1% B 08 Y Y N N
LRl BN, AFERER Y
I
R K O I, AR
sk . R

6)

)

8)

BR) : #IHMEIR E L THE, BE
DA BI, BICHFHERERESE, U v
RHERERE, HIMEREEAN, AERERHE
%, WAL OSBRI B AL D B
FEME O EE RIRBUEIR D H 5 bl
HIENHDHDT, BEE 43I
1TV, TOXIREREH bR
S AciEESEfIE L, #EA
WMEEITH L, 2E, B h~L
RZ2TA)VA 6 (HHV-6) ZED 7 A
WNADFIENMLEHEY Z 1%
<, BEHRILZLIE, B, I
FERERE 5 % O FEIR S IR B 5 NI
BHALT A ERNHDLDOTHEET
HT L,

% 8 INmEEE (0. 1%XKH)
W, H, B TEOSE 8 K
MREENDLLDONDLIZERH D
DT, WEHMRESEBEE 01T
Y2 b, Fi, T XD RIERR
HobN-HA TR E &2 R
HZEREE LW, REHT
B h &R T A E I IEEICR S
52L&,

BEEXELX GEEFRER) A
PERIGRZEDIMAEZ £ 5 BEZRK
BRPD LN ERNH DD
T, ¥R, B0 THRNH L
A, Bl EpIEd
570 EEEIRAEEIT Y Tk,
FFHeefEs, #HE (BEESTH)
AST (GOT) , ALT (GPT) , Al-P %
DOEH, BERXD DA Z EN
HHDOT, EHMMIIHREEZITO
EBIER I, BRI
oAk s E R IET 57
EHEEI R AE AT 2k,

(2) ZottoEIERA

FOEE] 0. 1~2% | 0. 1% | BT
BB, €5 |BRB, B[R A K
B e "ax  mmE | R
AST(GOT) E|LDH £ 5,
2 AT |y -GTP &
L, s (2. e £
2
L YIS
EYILEY
5
BN £5,
BEX 3
s L=
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®1.7-2 FEERDE—ER &EE)
— R B4 T AN N Ny a<A v EiRE
(Daptomycin) (Vancomycin Hydrochloride)
FE PR E Rz, FURE VER
1R R b FEIMED U, §H i, Aif
AN = 0 R N i R, i
B BRI IR
K OV EHEPED F U IFEREREE 2
PR ekl T, WER | e, IR
NS MR R FEEL RS, I | B I A
I R R E AR Z DA, (=25 %®, I,
L R TR
H I E T WAk gsm e . 1 ER (BE) 2ZROLNHAICE, BE5E
Mt g REED FIEL, @Y7l EITH 2 &
o /M || T2 ek (BE) PR LhHAITE, kE5E
T, fERA, ML, FiET 57 PR AEEITY 2 &,
WHALA B S ER (BE) ZRDLNGAICE, BE5E
JHF B 5% 5 [ I kT2 2 EREE LLA, RTex BT RS
== ERT DAL R L E AT S 2 &
R 8 K OV | s FRIEIE, 9B, &
TRk FRBED KR
KA 295 O s
ST IERERE:)
5B ks R K AR . R
OV A L ik T, AN, B
fRisE il
B OVR R
fEE
TR RO (£
LR E
A B IR E K | RN fEFVIE, TEHHBAL
O % 5 J5 Ko, HEoe JE
FRHE 57, IS
fife R A AT e RS |mh 7 vT7F=r
(AST(GOT) &, | E&-. INR B8,
ALT(GPT) F5-. |LDH Ek&H®E2D = 7
Al-P E5) ., v he e R
INER BN D IR, i I A4S
CK(CPK) E & . |vvr kR, R
IFEREREEE N | S A ey kA
E1D AEIICBON RO LN TN,
E2) ENICBONTHLROLNTWS (1.0%) .
5. BEE~DES 5. BEE~NDEES
EERE TR — MR EERENME T LT | ElE CIEBHEENMMET L THAEEN
WAHDTHEETHZ L, CLe=30mL/min | 2V DT, #F5H1 & OGP B HAER
OE S I AEREIT S E 20, TEITV, BHERKTOREICI VRS
& HEMREFES L, mPREzE=
AV 7T LR EEEICERGTHI L,
[ [3E@hie) omEB]
6. ER. EWR. RIBE~AOES 6. 1EiR, R, RIBEFE~OES
(1) MR ITIER L CW A A Reto H 5 | (1) EF 3R L CWhW D RfREtEo & 2
I ANZIE, B OB RIES G I AT, TBIE BB M AR
% ERl 3 BTSN B LA O % ERl 3 W S B GEEI O
H45Z &, UERFPOESIZET H4nZ &, [HEERFPOESIZET
BHEEMEITMES L TRV, IR BEEVEIIMEST LTV, ]
7y MIBWT, 7 h~A 3| (2 HATOmALIE, 5T L%




1.7 [AIRERZhin—Fa %k

Bayer Yakuhin, Ltd.

Page 25 of 28

£1.7- 2 RERMA—ER (&)

e COER )

T h~AT v
(Daptomycin)

Ny a<w A v G
(Vancomycin Hydrochloride)

JeRE Z 45 2 ERFRD 5T
%o )

Q) TP oFANRLEETRET S
LA mAL e sE 5 L,
UEFI#HREIZT, & MR ~Z T
b~ A DK EE (0.045
g/mL., FLIT R/ i A R R b
0.12%) TBITTHZ EhmEsn
7= )

1. INEFE~ADEE
D NRFISET o m et R OHE I

sz L CWnZewy,  (EINTofl
Baiav, ) [ [EEpEE ] oES

iy

2)  RRAELE LU CT/RE, /NEE i L
THAERTIIMRBREOHEZED U X
I BNHERTHAREMEN D D, (Bt
A XROHFHAER A X & T2 ikBric
X0 AR OFHIE RIS R 5 ks
HOTLERA LN, [ [Zofho
TE] OmEBM] )

8. FARBRERRICRIITEE

(1) BloFH#Bz b RT T 2AF
HEEZHWHIEIZBNT, 7k
~ A O MBEF OPRE B EFIRAIZ
+oaEmnEa. AT B REKRS
(SN IRV Elr= A = N = I A S |
(PT) =R} ONEBREEHEL (INR)
MR HASNDZ N D, BiEF
Mz b VIR AF IR L
AP <A OMAEERIZL S/
M o PT SERE KOV INR A0,
B v~ A OMERERENR T
ZAHEC PT X INR B fH o
PERECT S 2 & kv ATREME A s
[BlzTx 5%, LL, FTIZ7ETYH
FIHEAER 25 &k Z 4 araetkE s+
WZH D,
AFFE 552 PT X INR 28I
WA, LR E4T) 2 &ENE
F LUV,

D 2 [\BLBEOARF G EAT (hF
W) IZERM L. PT XIiZ INR DFE
iz Ky, ~7 780D PT X
1T INR A PAEL Y LEHEFICE WS
AliE, o Bk b PT Xt

BT, SUEBTRTT %0 R
LEdIETHo L, (b FERLPIC
B9 2.

1. INRE~ADEE

R DOIRGEEMEICH D720, BIRH AR

IR, BT AR I TR B oD e

HIAME R U o i e B 28 R RE i Rrfe 3
HDRBEFENNRHDHDOT, MHPRELE=H
Vo 7357l MEICEST DL L,
[ T3py@hge) OS]
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£1.7- 2 RERMA—ER (&)

e COER )

T h~AT v
(Daptomycin)

Ny a<w A v G
(Vancomycin Hydrochloride)

INR DRl & fR5t4 % 2 &,
2) PT X% INR O R EEMEE G &2
Tt DRI DWW TERA T % =
L.
@2) KR ONT 7 ) o E2HHT 56
WX, ARFIEG-BHAA 5L B T BUEE
miEEE2E=2) 7352 &,

9. BERE

KA O EFREGNEEDON T GEI13EE D
R EERBIE L, LBEITE U
WAEZEATO ZEMWMEE L, AAFIZ, M
BaEHT (4 BEE] THRE-BOK) 16%FR%E)
XATMEMEMT (48 KFEITHRI 11%BRZE)
(XD ERDHIRERNICRES NS,

10. EHLDEFE
(1) ARAE
1) AHF 134 7o &E Tl OAH
BEHEE D> D LNz TIEM
L. 50mg/mL OEW ET D, 72
B, WM bEMZ D20, B
SUTIEfRE DA T UITE L IR
ESETFIC. LLTFOFIAICHES T
EL S
- I LRROHFIEIZE AR,
AEFRATEI Tol &34 T L OH
BEr Ol bR RN b o< D
EEANT D,
WA TN EHEDHL Y EREIL7RN
DL TR E sl b E

60
© IR D ETH 10 S MEE

60
© HBRP oY EANAL T EE

VR LT & kR
2) RN T 28546
ZTOFEEMHEHT S,
3) 30 it TREERET 2% A. 1)
DK 2 & HIZAEF AR CAR

LEHT %,

4) PBBBITECONERHT D L,
ek, RUESETRIFEEZLEL T
L2%ATCH, AMEGE, =il
(25°C) TIE 12 WEREILLN, BT
(2~8C) TIZ 48 ERRLAANIZfE

o b <

1) DIRHE %

8. @EkS

iz, R ST AAEEOFEE, #
DR 8 MrhftlEE 4 Z B2 nn
b5,

A& : HPM(high performance membrane)
W IMEENTIC & 0 s &2 T
DILEMBNTHD EORENRH D,

9. EWRLDIEE

(1) FAEAE

1) A&Hl0.5g (Jifli) 731 7 /VAZTES
K 10mL Zhnz CIEfiEL, Wi
0.5g (Jiff)) Zxf L 100mL LA E
HATHRABRRERXIXAR
5% 7 R o SRS O 2N
ZCARL, 60 ZyLL EdT CHaE
FEToZ L,

2) FARIBITECIHHT S Z &,
B, REHTRAFELEL T
HHEETY, =R, WERERFTL
(2 24 BREFRILAINICEE 35 2 &)

(2) FRBEF

BEE T, ROERALERET D

&, WA ER T ENERSN

TWBHDT, RIFELRNT &,

1 737740y, ZFnvusy
WAL IRET D MR L3t
(SRR I 2 LW IS T &2 3k
ZERDHB,

2) e RealF S rantBro AT
b, ¥ 7 F XXV, BTFVF
VA, BETA IRV A, ETxY
VAV DAL=t NI Sy
v, TANbAFLHA L RA
HEZELWHBIZE L EREZTZ L
N5,

(3) H‘E5EF

1) MmAeESHIRENEZDZENHD
DT, FIROPE K O i 1
+oEEL, BORLEST DY
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£1.7- 2 RERMA—ER (&)

e COER )

VA N A

Ny a<w A v G

(Daptomycin) (Vancomycin Hydrochloride)
HA35Z &, BlE, SEEMEEETLH L,
(2) #5wH 2) IR MEINCIRILD &I
RED BN L& BIR THEET S IHBENANHDOT, KN
NP AN RN K ICEEICRE

(3) ECEEME

D AFNTAEER L OHLRY 7
VR EVTELEFIHETH B,

2) FROBEETCHFERRLEIIERESR
BTHD,

3) BLABEMEIZOWTIERONTZT —
Z L7z, O FEHF % [F—
DGR 7 A %8 L CRERICEA
L7z &, o 3EA] % [F— O i
Ko7 A blEANT DHEIT
X, BAEILE R Z S WK
(AR IE TR Y 7
W) % ARF O 5HIZ IR T A
YA Z &,

1. Z0H0FE

T RO XIZBWNTC, T b~ AV
VEBICKVEBBICRENA LT
D3 D R ORI RD b
Nol-, ZOELX, WEMEEFICE
o EEXITHEERERE L, K
(CPK) D LS Z o Tz, #rff(k &
OBE BT A RIE 1378 0 B v o T2, IR
AR PR 2 B T B R~ D BT
FTRT, T MIBWTRES 4 HUA
KOS BV TIRES 11 HENIZTE
£IZEE Lz,

F v FROA XIZB N T, RERRICZE
b (RO SZ R L, HEEMZRE
EES b HoT) BAxELIL, ZOE
BIEI AR =L L EHETRED LN
7o R BRARAR 200 K OB RER) 72 52 B T A
X TR L7ZE 2 A, FEEITIRIEE
6 » ALINIZEE LT,

7T BB ONEA X (PR K O & DR =
BePEMNFLAIIZHEY) I T v~ AT
Z 28 HREIFRIRANE G Lo BRIz »
T, HREAA X L bblg U RO I B g R
& (50mg/kg/H : Cmax DEZTHI 1/2)
MO RIEHBEOEENA LN, FT-.
FREA X & RIER O P RSN 2 TR D%
MRA LN, TNOHOFTRIX 28 HIE
DRI [BE M 2358 BTz,

THZ &,
4) BERE  HHAWNERIZRA2E D
DTHTORWNWT &,

10. ZDHMDEE
AMETREFEEIC L D MFIk 2R Z L
EDWEND D,
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28

e COER )

T h~AT v
(Daptomycin)

Ny a<w A v G
(Vancomycin Hydrochloride)

4 AEEAERA XA S h~A & 28
B (A% 4~31 B) #rkMN#EE Lzt
BRICEBWT, ShthA X &l L T
RS R (25mg/kg/ B : Cmax DELER T
) 1/3) B R S OV (B8 7 B 4
7o THHOFTRIE 28 HBOKRIEREIZ
WXmEE L7z, 7238, 25mg/kg/ H & H-KF D
mPEEIX, & hoILRITBW TR
DI E OFFANTH - 72,

M LED
TERRAFE A

2016 4 10 H

2016 4 3 H




201X 4 X ¢ (&1 J1) <> ) LR
X §5§§§W> FFHVYS ) VRERRER _
BERME : SEIcRT iﬁig
BmEE & a8 ) =
nEEEXREY S, 4 ~O°%E 200mg R
(FLYY R VBT RTIVE) I PR

B
Sivextro® tablets 200mg
R

=

(%

| A e AR B 876249

)

DX

BEZS ROBFITIIHRG LN L)
AFND R S3 1Zxt IS IEOE O BEERE D & 5 B3

WAERE - R
HR5E44 LR7 huE 200mg
- Ak 1§, 7YY N U AT
e 200mg &4
fEmmt o —2, R Ry, Z7a AR
ERy, ATT VU~ TR T A,
I Df-vﬁ//r: k=t R 1:%:/1/7{1/:—
v G AEs) | BibTFE . <
Zaa—)L 4000, FLT | HEEET
Fefb gk
[ERE:i7 HEHRRO7 AV ba—T 1 v Tk
S (zp) (200>
&R = — F) = =
EA (mm) 13.8
52t (mm) 7.4
=X (mm) 5.2
HS (mg) 414.0
W#heE - R
<:BI-HE>
FOVY RITEMED A F 2 Uit E T R ERE  (MRSA)
<EIGIE >

TRIEVE R JEIYIE, 1BPENRRZAE, M5 - BB M OV FHFAIZ O
TG, OB A - TR O RIS

-
"
.

$heE - DRICEET 2FEALDEE
TFRERIRAME  (AFHEREL 1, 000/mm® 238) OBFIZBITAHE
ZHIEIIRESE L TR, IFRER D~ o 228 W T T U

FOFEEESMET T 5 2 LBRESA TS, [ [EPK

BAx - BE
BE. RAZIET YU RY vfgm 270 E LT 200mg % 1
H1ERAORET S,

(% - AECEHET SERLDOER

() AFNOFE I B T2 > Tid, THEE ORI EZ <0,
WDOZ LIZEETDHZ L,

1) FRIE DTARIC 43 72 i & S BR % R AT X2 2 D

BObLTITH D L,
2) A E U Ch O PTE I OAKRBN 59 DM (M)
g5 & [ T3E3EH) oES K]

3 BTN, B, TR, BEOEREEEM L,
OV RHERIC . AT OREGEE: 5706 BHE L, R0

IR LB i/ NROIAR ORI E LD 2 &,

@) AHNE S T DB L CORBEEE AT 5, L

TR T T LMEEREEEELRAGRE LB snY |

By UG RN 2 5 & 18 5172 340 & A L
THIERITH = &, 5

E(3) FEHA B BRI~ DB 0 R %

EFRAFNST VY RY VB ATAOREGZMm LI
BEICENT, BORGAETH D & EMMAHIE L7
..... B F C OGN ) 2 D L CE Dan
BERALEDEE
1. ¥ EEH

In vitro BRBRIZBWT, 7YV Y R VBB AT )L KN
TV U RidsmmtEE e (BCRP) DOPHEEH AT 5,

[ T#p@Ehse] OESR] TV ) R VBB AT V&%
A5 L7 x, JBED BRP #HETLZZ &LV,
BCRP DHEE Td 5 A rh i fE S - B A 5 % 5 HE
RS 5,

BRXE (HHCEETSH L)

i ERRAEAR - -
RABE B A% BRET
B R AR S | DORE N E T L | RO BRP 7
Fo D, BARRZF | EIND,
O HFPREE N EH T
b kRS SR T

WwWa, [ TEymE)
fie)] DIEBMR]
BCRP O RLE | SR D& 5 &
L7 B 3Kl V., BCRP DFEE &
(A b b V| 225350 M e
X — b, N ERTHIBENDN
)X T BB,

YERRYE )

2. BERA
FERG - WRESAHAR R GIE BT & it 52 & U 72 [E PN 2R ILAH SE 38 %
FRERICE T, 7YY KU UVEET AT /L 200mg 23 1 A
1 BLEEE (ROoEE~o vz ) Shiz 83 fif
25 ) (30.1%) ICEWEAR (BAERBREEORELEEE )
MERD LI, ERBIERIZ ALT (GPT) k5 4 7 (4.8%) .
AST (GOT) B34 (3.6%) . VESHEBACALEE 3 4 (3.6%)
LHETholo, (HEER)
BIVEH ORBUEE IXEN S IARBRICE S, 2RI T
WMESIN TV ORIERITHEERI L Lz,
(M EXGEMERA
DBEEXRER GEERR)  BEERGREIS b
LT ENDHD, BEEZTSITITW, G, HEIOTH
N b, BIEMERIBR TEDEWRH 55512
X, BEbiCERS 2T 5L, BEURMEEZITH 2
E,
2) IR B - BmERE D - RIMERE A - mn/h R
ZOEING FEEAH)  FHEPIRCI->TEEL
5 DM - AmERIAD - PLIMERIRAD /MR % D
BHIHEIR S Db BENRNH DD T, BEE 4

) EE-EMEOLGEICIVEMRTLZL




WZATV, BERBD NG IR EE P IET 57
L, #ERNEERITH L,

NHBMETL F—R BHEARY) ABT v R—v 2R
EOMRMMET > R—v ARH bbb BZEARH DD
T, BIEESIT, BERRD LN HA IR
HaEHIET 575 E, WERLEZITY 2 &,

4) MewIFE BEARH)  SMRERS LD BEN
N DHOT, BEEFSIUTO, BERRED LN
Al EERIET AL, MEYARLEEZITY Z &,

(2) Z DD E|1E A
UTO XS REHEANRS b b -5AITiE, ERIZET
THOREEITS Z &,

5% A

B
SN R
PR

T BEULE
B
JIF Tk

ALT (GPT) 4. AST
(GOT) k-, y-GTP
EH . Al-P EH. OBF
HERE R w

B A
i i

IR, WAL, 1ETY

P L.
b

AL WE, R
fERL, MEARA PRI,
OB, HER
B BRI, 8t
. B RIE LR
AL M
BRI HALL
ERCNES i)
AR | e FR B 5
R, L B,
FEME D F v R
MR, HRER. SERLTE
RRTEHLHR, RRME=

2 — 1 /NF—

B . B, 7
W, S

B (RAME, 7
N
(gt AL
PELOBE R B
%) | HB, ST
i BB, S

Bk, > ha—
REROBERF., @A
U 7 A fiSE

WK, SRR MO
=il

B (OMRREE.
JJ&) . BV HUE
(GhRafE, niE) |
Mg, ROERGRE
ey, EIE SRR
P ORRYMERIE, 47
HET

#If

L | T

DA R

AR5

T -

SRAIEE

ne

/%

Z DA | FEER

3. 0ER. ER. BIRE~DERE

(D) 3 TR L CW D ATREME D & 5 A PEiCiE, 1B Eo
BRMERGRRMEZ BRI B Rl SN 5580A 8575
Z k.
[ZohoERE) OHESK]

Vg D52 BE T 2 LA MEITRESL LTy,

@QTBEAFTOLMECRLEGTRET DHAICIE, KLE2T

IEEEAZ L, [BWER (v ) CTHAARICEITT
LI ERFESINLTWS, ]
4 INREADERE
RHAERER, FrAalR, LR, SROINRICRT %4
PEIIHESE L Tvewy, [BERHRRERA 220, ]
5. 8EkE
WERE LESEAIE, BEHICARFOR G2 H L, —ikm
RIEFRERITI, TV U RIS X 0 BN S
IEEAEBREINN,
6. BALDIE

EHIZAEE : PTP GLEOIAFNL PTP > — M DERV H LT
AT 2L ET52 L, [PTP o — FOBMAKICED |
THNSLAER S BB~ L, B3Rl A i = L CHt
RAREOEERANIEZ T2 Z LAHE ST
%o ]

. ZDMOEE

(7> FEHWE3 » HHRERDERERBRICBNT, B
B RS A, HMjaEErE) | Bl (et
L) ROWER CHMEZENESE) OTREFRIZE LD BEIR IR
T (AUC) DK 6~14 fFIZHEY T HHETHED BN,
Fz. 7y bEHWE 1 HBRER DR GRaEEMER
BRIz BWT, Ml B AR O T MR o, 3 0N i
15 1gG OB PEGRET & (AUC) DK 3~14 5128
THHBETRHED LI,

(2) A4 X &RV 2 BEKERIRNE SRR T, B
M (SE. MIRZERME, 1895 ROVERE ((SHIRaME) o
TEREFAI LS ER IR EE B (AUC) DFJ 9~11 F5ICHE Y
THHETRD LN,

(3) B - MBIRFFMRERICIBVN T, < 7 X CTIIMIRE B
(EITEE) ORBFEOHIMEMA, 7 v N TIEE
K OMEE OB ¥ 28 BLOFEBUFE OB, Z - HUERR
TR (AUC) D 3~4 5 U 5~6 f[FICHHX4 35
BETRO LN,

WEMERE
1. e RE
() BEERA
R A BT OV Y KU UEE AT L 200mg % Hi[A]
BRORE L&, IEHERTHET VY ) Rigfhs 3
M e A PR 2,38 pg/mL (ICHIEEL . 10.7 WFH
O TR L=,
fEERA BTV Y FU UERT A5 )L 200mg % 1 H
LA 7 AR O#S Lz &, WiEd T2V FBEIR
WA OB B IZE EFRIEICEE L,

7

=

[==)



FOUY R UBIRT)L 200mg SiEEETIRXIEROGS
BOFOVY FOEMEIRE/INS A —4 [THEIZEERFE.
tmax3 EF'H&{E (gﬁ) ]

Crax AuC ®V Lmax tie
(pg/mL) | (ug h/mL) (h) (h)
200mg s FfE
HiE#e .| 3.45 34. 4 1.08 11.0
(7 451)) +0. 60 +7.9 (0.98~1. 25) +1.3
1R 1M 3.85 34.9 1.08 12.0
KiE#E | +0.58 +6.6 (0.98~1. 25) +1.1
(8 f31)
200mg R O 5
a5 2.38 28.6 3. 00 10.7
(7 %) +0. 59 +8.2 (0. 98~4. 00) +1.0
1A 1ME 2.55 27.0 4. 00 11.3
KE#s | +0.43 +5.6 (2. 00~6. 00) +1.5
(8 f51)

D) HER RO AUC 1% 0 BE 2> 5 R K £ To AUC
AEHE G AUC 13 0 B[ 5 24 IR (B 5-FIFE) £ To AUC

4500 -

4000

1500

3

S 3500

X

E 3000

K o BER S (7]
“2 2500 - %5 (741)
=

‘R 2000 1 -o-- 1B 5 (8/5l)
I~

7

#®

g

% 5 1858 (hr)

TOVYRY VBT RTIL200mg BEIR FREROREH
OMEFERT V) MREHERE (THELFRERS)

)&

BARNKLOSMEAN VEED S Mg RE 2 A= &
LY BB REMNT OFER, 7V ) ROEYEREIL, K
BEORE Y LE S ORBESZITH I LRSI,
HARN KOV ENBE D GG iR E 2 7 RHE
S ENREMRNT OFE R, EMEN B ((RE 66. 1kg.,
B UL E L 0. T0mg/dL) @ CL/F 1% 6.33L/h (HE#HHETE
) TodHot-, EM 111. 0kg DHEFZ D CL/F 1T 38. 8kg
DEFLHBLTH 2 FI2limL (4.45L/h 226
8.93L/h, #E VU /LE Y 0.70mg/dL D& X) | VUL
B VAN 2.9mL/dL DB O CL/F % 0. 20mg/dL DEE &t
WL 37%A 3% (7.85L/h 7°6 4.96L/h, K
66. lkg D & x) L TP I,

2. IRUR

FUSY RY R AT )L 200mg 28 fE IHE HL AR 1 #E 514

BT T VY ROMIHANALFT XA T8 T 41X

82.6% CTH -7,

BEORERARICBNT, VYU R VBT AT L)

N DA 600mg FEARHIREIZICHRERAOBE L &

&, ZEREEF L HEART Coan 28 26% MK T Lyt 25 6 BRI VRAE

L7273, AUC 1AL Lehno Tz (UHEAICE T 2D

1 2) BREOPERBTIX, AH & EWFERRIZEMEN R ST
BNWT UV R U AT AF N UL EEL D 2L
FAMEH S duviz,

TOVYRYUEBIRTIVE ML 600mg £EEEER
RIFEEFICEEZEOREL-EEDTOVY FOEYE
NS A—=5 [11 6], FHELFERE. t: PRIE
(86F) ]

Cmax AUC 1;max t1/2
(ug/mL) | (ng: h/mL) (h) (h)
6. 50 82.0 2.00 10.9
T2 I
ZERIE +1.36 | =*23.1 (1. 50~3. 00) +0.9
=iEls | 4.79 85.0 8.00 10. 4
B | 1,12 *£27.7 (4. 00~12.0) +0.9

(KFIOBBEREIZ, 7YV R B 2T L e LT,
1 A 1\ 200mg OFOFETHD, )

3. 2%
(HhEBEEER

TUVYRY BT AT AOE MMEEASET
86.6% Ch -7z, 7YY Fidk MSEIZENTEILT
VT I ERA L, MEBEKERITN 80% ThH -7,

(2) BB ATIE OMEAICET D Aii)

TV R VBRT AT L) R U o A 600mg AR 1
BRI TWUNBHTEIZ L0 T2V U Roo R FIs R & O
B GASTERIK~OBITHEEZ RN L& 2 A, Ml
HIERE AT OV ) RICkH 2/ IERE ST v )
RO AUC EhlE, ZNEH 1. 08 LTV 1.22 ThoTz,

(KHIOHFEHEIZ, 7YY FU vz 2F 1 e LT,
1 A 1[H200mg DFEAFEETHD, )

4. X3

TV R U AT VT, ERNICBWTHRAT 7 ¥
—BICL DMWY VAR 2T, EERT O Rk
Bmxhd,

In vitro BBIC XV, VY RY VBB 2T VAT
VU RiZ, B MF R Za—2 P450 (CYP) 4y FFEIZ L
R EN2NWZ EROT VY RO b M iRRisE
F (SULTIAL, 1A2. 2Al1) IC X ViR ARIS 22T 5 2
LRI,

MOl L7572 U RY VB 25 )L (204mg) % Hi[H]
ROfE Lz & &, MBEFBERRENHRDZ AUIC DK
B%NT VY RHRTH-7= FHEAMIKIT DEHE)

5. Bttt

[MCIHEFE L7272 U RY g 2T /L (204mg) % Hi[A]
BOogEL-E X, ®E 288 B £ TICHHEED
8L 5%, 18. 0% N RFIC, FITHEERAKRE LT
MEhie GMEAZIBT 2

6. FEDEHEKM

() EEE GMNEAICEBT 2 )
RS SR CEY 71.9 3%) 17 Y U RY UiEgx
AT )L 200mg ZHEREOEE Lz EDOT VY Y RO
MEhRE T A — X IIEmInE LR CH T,

Q) B#aEERE GFEAICBIT 2 RUR)
MR T XIS ARHETT O E LR M nef 5 B (eGFR:
<15 XIE<30ml/min/1.73m2) 27 Y'Y RU VBT R
TV 200mg % B[R] sfERTE L7z & & AR IR e R
EHlG UCL BT RIS T D B R RE R S R B TR
B 5 R OB 55 U 72 B AT i T o0 B8 B i M RE e
BETOTIVY RO AC IZFNEFN 7%, 29% KR
34%. Cpx 13 1% 20% M T} 9% I8 LT,

Q) FrigaelEERE GMEAIZB T 2 RR)
AR X EE O IFH e E B (Child-Pugh 4338 B
XX 0O T VYU FY VBB AT )L 200mg % H Rl O
BHLIE &, JIFERERSRBEL IR L TTF YUY Y R



D AUC IXZFNFH 22%. 34%HEI L., Co ITFNZFH
9% AN, 1% Lz,

1. EMHEEER
In vitro BERIZEBWT, 7YV Y RU VBT AT VKN
TV RiZ, CYP SFFEICxt LIRE N OFHEEHAZ RS
ot In vitro BEBOFERMNS, TV Y Y U
T ATV ORT VYU Rk, WkE A O0AT1, O0AT3,
OATP1B1. OATP1B3, OCT1. OCT2. MATE1, MATE2-K (R P-
BEEE (P-gp) ZFLET S Z LIT L > THIRBIICHEE & 72
LEMMEERZRZ S0 EB 2 b, AMEmEEA
(BCRP) \Zkt3 BFLEEHD 105X, FHE4L 79.8 M
BN 51 1uM ThHoto, £/, T/ 7 I UefbEEE (MAO
WX AIEMER 2 Uiz in vitro BERIZBWT, 7
DY KD MAO, KON MAOg (2542 BLEVE O -+ 1Cs 1l
8. TuME 5. TuMTHY . WITNLRHHTH-oT,
M =FYS L GEANCBT 5 k)
FUVY RY VBT ATV 200mg & 1 H 1 EIRIER O
HL7 10 HBIZ, S Y T4 2 maHEERAKE LT
X TV RY U AT VIERE A G & bris L
TIXYTAD AIC KD Gy 1T, FREI 19% K Y
17%JA Uiz,
Q) BRNREF 2 GHEANZBT 5 kAR
FOVY RY U 2T )L 200mg & 1 B 1 B ER A
L7712 BB, 2 ARZREF 10 mek B A& S
L7z& &, EJHRHZE G L L _Tr AR ZF D AUC
KO Cay DX Z AL IUEI T0% KON 55% 380 L 7=,
FI I UEANCEBIT DGR
FUVY RY VBT ATV 200mg & 1 H 1 EIRER O
HBL7E3HBXY, F930%2 1 A 1[0 25mg 75 E4G
L. K 57mg T, TV FU VB 2T L% E 2
Bt IR 12 HRRNES LR, 790 RY v
BT 27 VP 5I3TF T I N XA MTE ERER I 228
KIE S ootz
@D TI4 FT 7z RY Y GrENCEBT 5 E
TV RY U 2T L 200mg & 1 H 1 B ER A #
L5 A, YA RF=7 = U v 60mg & HElFE
AfE Lz & &, ORI ERmENREN QN IfLE & O
WO RS 20 o7,

| A7 357%
1. BENE MA5ER

MRSA JEEYL & HUMEFE DRI I 5 JE G - 8RS AR R e e
BEEZHNBELTC, 7YYV R U= A7 )L [200mg &

@)

)

1 H 1[A 7~14 HRESRESE RO&5~08 0 ZFx ) |

LUF. AHI] oFDMEROCLEREZRFT 2 L2 AL
U 7c AR 2 AL ST BRI S WA TR ] LR 21T > 72
MRSA &Y 3 fERE S 2B A ROREART AT RE - (ME-MRSA) fi2
et REIC I DipHER (REG-&TH& T~14 A) ©
HRRDR (IR, BT TRl (3, LT LB TH

ST,
AAIRE S HRRE @
B2 - WRERR AR 86.2 (25/29) | 80.0 ( 8/10)
TRAENE B R E ) 80.0 ( 8/10) 100 ( 2/ 2)
B B i 100 ( 1/ 1) 0 (0/0)
fﬁﬁi%E§§G%ZQ(ﬁ;th%?a) 80.0 (8/10) | 85.7 ( 6/ 7)
OB A - BEO RIEG 100 ( 8/ 8) 0(o0/ 1)

TR IRl L HE S EBRE ORIG [% (Bl ]

a)
(B 0 G~ 1 % 2 7T)
b) B, PHE. UL oVERE

o) fLIRVETTIRZE, SHETFLELR AR 2%

YUY F600mg &2 1 H 2\ 7~14 H AT

2. ESEMEGER

7T DEPEEC K DR DD T DB B B A
PER RS « BERBRMERE 22X LT, 7YY U RV
VR ATV (BAF, AAD) OBMER L e ERFT
L EEBEME LIRS L SRIE R IR B B M TRER
BRBR AT o 72, MIEA{LSNT-2HBRE D intention-
to—treat (ITT) #EM & &, ITT £E£HICI T 5 = EiTAH
HH CTH DRI E EBIMATE 48~T72 KR o> B HE PR 20 7
(FHR) LU ToLBY THY, ZhZhoRERICBW
TARFIOIELMENRIES N GESE~—2 0 10%)
F 72, MRSA YA FEFR S 7= microbiological ITT (mITT)
BT A& TH 1~14 HOERKEE (5% 1%,
TFToEBh Tholz,

\ R T Z=
AAE R rogop i)

e | e 1o 79.5 79.4 0.1
E%Eﬁz?& PRI\ o) | (266/335) | [ —6. 1~ 6,209

e

) 2 8.2 82.6 2.6
(283/332) | (276/334) | [ —3.0~ 8.2]¢

o e s 85.2 85.6 0.3
%Tfﬁgig?i PRI e | (11790 | 10 7~10.000

R o 811 75.0 6.1
(I R ()53 | (42/58) | [ —9.3~2160

HEhH - AL HE I NI FHRE OEIE [% (B1%) ]

TBIEE 15 L HE SN E 0FE [% (B ]

a) TYVU RY BT AT /L 200mg 2 1 H 1[E]6 ARISUZY 2V U K
600mg % 1 H 2 [8] 10 A ERE O &5

TVY R BT AT L 200mg 2 1 B 1R 6 BESUZY x>V U K
600mg # 1 A 2 [\ 10 A AREE (OS5~ 0 &2 H)
NR—=A T A VEEORADOH ML G L L7~ Miettinen and Nurminen %
Miettinen and Nurminen j%

b)

c)
d)

WENEE
KH (FPVY RY VR AT L) 1370 KT v 7 THI,
EERPIZBWTIENEERT OV Y Mo s n., FLEER 2T
£
1 IEER Y
TV Rt MRSA 2887 FUERE., WBERE. Vo9
KE%ED 7 7 ABHEICR L CHEEE 22T (in
vitro) , MRSA %% J8YL XB7- 78 « WAL T T L,
MG TV, BRI R ERET VIZBWT, 77UV
K GO, EARNUIIENENS) 1T in vivo FIETEA %
9, MRSA FBMERZLE 7 /L 00 KR o A B & TR IR B A
RO HECHERF T B 7=l Bie b MEMARIZES <~
A TIH 100mg/ Bizxt U, 4FH ek (AFHRERE 100/mL
Hi) ~ 7 A TR 2, 000mg/ A TH o7,

AERE
FOVY R, HIEY AR Y —20 508 7 2= MIFES
LCEAEAGREZNET A Z LIV JLEREE BT 5

it

TV ReEgGedAXH YUY v oEREFIIM s 7 A
PUASE L IZRRD 2 L2 b, iy T AP T Y
U RIZRZEMEZ RS 2, VAR Y — A% 8 (23S rRNA
FRIZVARY —LEAE L3 KO L4 ER) 2L 54%Y
VU D UTPE, —RECT OV ) RIS EmNE AR,
s h7rx=a—)L-7a)L 7 = =a— )LiiftEE s
cfr IZEDAFH VIV Vit e o TWBEEEAT Ry
EKREIH LT, 7YY RidbiidEiEtE 2R,

TV RO T2 72 5T BREEZRER DI
BUHE T =10 TH o 72, MRSA Okttt
BWT, f/NEBEHILEBED FRIZTYY Y RIFETF T 8
&, W27 7 APEKY 2 Y FEET TR ETH -T2,

o



BEESICET 2 BEEMHAR
S

o)
o H\Cf
P
H,0,P N F

N =\
/N*CH:i
N:N

—fk4 7YY KU UEET AT /L (Tedizolid Phosphate) JAN
(tedizolid INN)

b4« (58— (3—{3-Fluoro—4-[6-(2-methyl-2/4-tetrazol-
5-y1) pyridin-3-yl]phenyl}-2-oxooxazolidin—5-
y1)methyl dihydrogen phosphate

éj\%it 1 Cy7H6FN6OsP

418 : 450. 32

PR AR AB~EAOHM KR TH D,

WREZEEH

ma

B Al

200mg PTP A1%: 6 4% (6 4EX1)

B EEE

1)Flanagan, S. et al.: Antimicrob. Agents Chemother.
58, 6462 (2014)

2)Betriu, C. et al.: Antimicrob Agents Chemother., 54,
2212 (2010)

3)Louie, A. et al.: Antimicrob. Agents Chemother., 55,
3453 (2011)

4)Drusano, G. L. et al.: Antimicrob. Agents
Chemother., 55, 5300 (2011)

5)Tessier, P. R. et al.: Antimicrob. Agents
Chemother., 56, 2342 (2012)

6)Choi, S. et al.: Antimicrob. Agents Chemother., 56
4713 (2012)

7)Livermore, D. M. et al.: J. Antimicrob. Chemother.
63, 713 (2009)

8)Locke, J. B. et al.: Antimicrob. Agents Chemother.
53, 5265 (2009)

9)Locke, J. B. et al.: Antimicrob. Agents Chemother.
54, 5337 (2010)

WSXEREER
EELHRICFRMOHNERHC & L TH FRRICTHR T &S,

NA ZNVEEERSHE AT A INVA T A= a v
T530-0001 KPxmidbXHMEHE —TH4%&9 &

BN IILVERAEESOBEVEDLEE
S VB HRSA < T UM 0120-106-398

BERTIT @A) N TILESMKKSH
AERTIERBE-TE4EIS



-~

201X & X AYER (B 1 hR)

FTXHVY T/ REBLER

| F A e AR B 876249

Bk RRER Fer
ERHIR : SMEIcRT o . e . . %Ewg
wAZERRY LR FACRFERTA 200mg -
CEStRTOVU R VEBIRTIL) B
=
(%)
a
BAYER Sivextro® for iv infusion 200mg
R DX
BER KOBHITTEE LN L) BEALOER

ARFND K53 RS W BUE OREERE O & %

WARRL - IR
Hr7e44 R b a S EER 200mg
s | o TV U R R AT L 200mg
DA (1 34 7L 210mg & 47) D
ﬁ D-~ = h—/L | 100mg (1 /34 7 /L 105mg E47) "V
i | pH FAEEA 2 Bk oy Bih==s
[ERE DN 8~ ) 2 B 10, 0D T A
B L F1 (EEEHERICHT 5 )
pH #2 7.1~7.2
E D) FARFOBREKEZE L, WELREINTVD,
TE2) TEEHHK 4ml TYEMR U 72K & A B AR 250mL TR L7Z & &
Bm¥EE - R
<HEREE>

TV RICEMED A F ) Uit AT RO ERE  (MRSA)
< SRS E >

GRAEME B E | BN . SME - BME R OV FATAI & o
TG, OB A - TR D IR

ShE -
TR ERIRAME  (GFHPEREC 1, 000/mm® ATiE) DERFICBITAE
MEIIHESL L TN, R ERED ~ T 2B W T UV Y

MRICEET SERALOER

ROPLETEEME T2 Z EAME STV D,
H) OmHZM]

NEZE

mAZx - BE
WHE., AIET YV Y U 250 & LT 200mg & 1
A L[EL 1R CRIBENET 2,

(M AFOFEHICHT= > Tk, MHEEORBEZ 72D,
WO EIWZHEETDHI &,

1) JRYHE DIRIEVT 149 7 B0 & R & B SRR 32 oFe

DL ETITY Z &,
2)JFAIE L T BTE I L OARBNI R 5 &0 ()
BRI L&, [ 35038 ) omESR]

DB HHIMIT, WY, TR, BEFOERELZEL, |
AR, AAORERESE 5 S L EAEIE L, RO

B LB B/ NROBIR DO G2 E LD 2 &,

@ KFNLY T MBI LT OBEEEE AT 5, L |
1B TS T MRS B TR AR L DI S |
B R ABESEDN D Sl R FA & O L

TIHRREITH 2 &,
(3) VRS AN B BER~DE) Y B 2

ERFNST OV Y R VBT AT L ORSE B LT
BEICBNT, BOBE R TH S & EMA I L723

Aix. FAUHBREOREANCYIVEZ D2 LN TE D,

L EEGERNEE
AN LB a3y, TFFI45F—OREEHEICT
FTELHENRRNOT, WOHEELEDLZ L,
D) FANCBEEBEE I W THa R M2 E1T Y 2 &, 728,
FAMESC L AT LAY —RIILTHRT 5 2 &,
) FEICEE L TIE, £33 v I EIxT A ELE D
ENAHUEHE L TR L,
NHEHBNOREKRTHE T, BEEZLHFOIREE
7o, OB EITY 2L, RRC, BREGE
EEERBET D Z L,

2. 8l4EF

FZ& « AR YE R &t G & U 7= [EI N ER T AE 38t
HRBRICBWNT, 7YY U RU VEET= AT L 200mg 23 1 H
1 [ESHEEE RO~y FExa) Shiz 83 #if
25 5 (30.1%) (CRIWER (BRRMRAE O R EE) 2 5 Tr)
MWD B, ERFIERIL ALT (GPT) k&4 #F (4.8%) .
AST (GOT) B 31 (3.6%) . HESTEBATALEE 3 {4 (3.6%)
LThHote, (75

BIVEH ORBEE IXEN S IARRBRIC K S, 2RI T
WMEIN TV ARIWERIIHEEARR L Lz,

(M EXGEIEA

NRBEERER FEERH)  BEERBEID b
HZENDD, BEEIITV, B8, MR T
N 5o, BIEMEKIBRXIIEDOEWRH 5T
I, BEbIZEG AT 5708, HEARNEEZITS 2
b

2) G A - BMEKED - RIEREAD - /D RE D
ZOEEINE GEERY)  FEFIRICZ-oTEEL
9 DA -+ F BRI - PLIERED -« iR % D
BEHEIR S Db dBTNRNH DD T, BEE 5
ATV, BENRO b EAIITR G2 Tk 572
EL HURMEEITH Z L,

DRBFMET L F—X BEHEARH)  fET7T v R— X
EORBMET > R—V AR LDLNABENRHDHD
T, BlEE 2170, EEIRD ONHEITITH
HGEFIET 572 E, WYRLEEZITI Z L,

4) RERAE (BHERE)  HAREN S bbb dBEn
NoDOT, BELTFITIATV, RENEO NI
AIEERGE P IET 570 8, @MYRNLEEITD 2 L,

Q) Do EER
T X2 2EERRS Dbz HAIciE, ERITGT
THYIRWEEITH Z &,

%

Iz
&I

5%LL E 5% At LNl
WEBULE SR EOE
R g IR H
A ALT (GPT)
5 . AST
(GoT) E
. v -GTP
E&H. Al-P

) EE-EMEOMGEICL VAT Z L



5%LLE | 5%kl W] 4 MREAOES
TR IRHAREVL, AV, VL, UL NI 2 %k
PAPA PEITMESL L TRV, [EERREERD 220, ]
(s Wik, WA, x| O BEES
v WREBE L-BAE, BhICARORGZ I L,
T TR REFHRIEEAT S, 7YY Y FEEMBEEHTC X 0 KI5
sl quijg?;&j”ﬁ‘ H 1T A LBREINR,
e T LR JE 6. BRALDEE
. ERL, MEES () AR %
T_\H%@ 0 PN i D AR 1A T IS K 4ol 2002 5,
ﬁng%%?ﬁa 2785~ TN E SIS T & o< DL,
5. %ﬁﬁﬁﬁi WEY) & SERITIIR S ® 5,
i w5,
e R R % BB BHUTES M5 2 &0 RUERTE
R YN WERFET DA TYH, R XIIWMEE (2~8C) I
) (RAE L, 24 RERILINICREI % 2 L
P — - 5) #2571 4) OV A A BTG 250nL CAVR L CHET
e JIE TEWEES F5. D0k x BECREMOHR S U I
OB, METIEFRT L L,
P E o, M Q) EEZEEL
IR R S D) AH & LY v F R G T i A i OB
i%ﬁ%%@b EARATH D,
et mgg%mgggffﬁantfw5bw&wtm\x
—— — S 1A D HF L IRASUZIRIE L7222 &
ﬂf;%%ﬁ U A E;g Enﬁﬁ”ﬁﬂﬁ 5 3) A & i D FA 2 [ — DEGHE T A A2 K0 SR E A
ks H bR SR éiz%/a\ﬁ:bi\ AP HEIR % ARF O 1 G- Hi % R 7 A
CRICH 2 L
T REREMERS | (& )
M. TLaax— 1. Z0thoEE
@/’a\% ) . %j\é 1z 17y FEHW 3 » ABMKER D EGHERICBWT, B
‘éiiﬁﬁgﬁ §%<@%@@aa\$WM%@®\%%(ﬁﬁm@
5] i) ROKSE ORI ZEIESE) OTSRE A2 S B PRI
% ‘FF\JE#\ W #& (AUC) D) 6~14 fFIZMY T OIHETR D b,
- §F£§yF§%wtlwﬂ%ﬁ@ﬁm&%ﬁﬁ%ﬁﬁ
- BICR VT, HRIEO B IR O T Aa O I TN i
i A i 166 DML ERIBER (AI0) DF 3~ 14 FH
ﬁ\ 4%-"73 ) 17_1)\ j‘éﬁﬁ%f%bgﬂf:o
L (2) A X & Hvie 2 BRRKE#HERN & EHRBRIC BT, F
2 WK . g %%f%ﬁ\%ﬁ%%\@%)&wﬁﬁ(ﬁ%@ﬁ)@
i 5 - i SRR ERRIR R (AUC) DAY 9~ 11 fFITHH4
o PTw— — T 5 AR TRD b,
ﬁ E %%ggg 1L Jf (3) i+ BRRFMERBRIC IV T, ~ 7 A TR R
e R (EITEE) ORBFEOHIMEMA, 7 v N TIEINE
e ki) K OMER OB AR ORBEE ORI, I ZIUERR
Z Oft F6 20 BT (U VREEEL (AUC) D9 3~4 i RUK) 5~6 FICAR 7% 1
. R . B HETRDO LN,
YUK E (S
Bonm . m|  WEARE
R 1 1. M eiRE
SEur . EEAE. 3 (2B A
FIVEAE L RAH M fREFERA BTV Y FU UERT 25 )L 200mg % 1 I
VEIE, BT FIANT CATRE LT & X IRMIRTH B g7 o
- éﬁ;z{%iaﬁf{rﬁ%ﬁﬂ#ﬁf Coox \ZFE L, 11. 0 BRI 24238
(1) FEAR SUTIEIE LT 5 ATEEMED MEITIE. 1A A L
IR LI L8 15 B0 59 1 BT ) e T e
Sl DR ORI BT 52 RPEERE L TR, AL R LT A RACEGREE L o i
PO OES] ;KVUE%EM\@@&Uw%%%ﬁimﬁﬁ%T%
(DRI Kbl St & 31 5T AL, AL A e
LEEH- L, [BUIER (55 1) CHIPICBTT e ) TR RGOS

LT ERRESATND, ]



FOUY R UBIRT)L 200mg SiEEEIRXIEROGS 3. R

BTV FOEMEIE/NS A—4F [FHELIZERE. TV RY U AT VIR, AERNICBWTHRA T 74
toax : HR{E (FFH) ] —PIZ LY VERMEEOG BT, &R T O Y RICE

Chax AUC ) Toax tie Hxhb,

(ug/mL) | (ug' h/mL) (h) (h) In vitro BRIZK Y, TV U R VBZ AT VLT
200mg £ UV Y RiE, B RF Ry mr—25 P40 (CYP) 3 TREICED
BEEG) 545 a4 . 08 1.0 RISHARVZ L ROT VY Y FITERO © MR

(7 1) +0. 60 +7.9 (0.98~1. 25) +1.3 % (SULTIAL. 1A2. 2A1) 12 0 R A KIS 22 % =
1R 1M 3.85 34.9 1.08 12.0 LR s,
&fﬁ% +0. 58 +6.6 (0. 98~1. 25) +1.1 [UCTRER L= 2 U R Y S AT L (204ng) % HAH]
200mg 155 BOBL Ll &, MBEFHBEAENGRDZ AUC DK
R PR 5.6 300 T0.7 BW%NT VY FHETH-T= FEANCEIT 20 .
(7 1) +0.59 +8.2 (0. 98~4. 00) +1.0 4. it
LA LB 2.5 21.0 4.00 1.3 OV L7 2V ) R Y U= 271 (204mg) % HiJA]
%ﬁﬁ~iﬂw +5.6 (2. 00~6. 00) +1.5 GO E L X 5 288 BERNE E TIC K EED
TE) B 5-HE 0 AUC 1 0 BRI 2> & ME[R K T AUC ?1' %I, 18. o%ﬁsﬁetﬁg\ EIhfia & & LT
A 5O AUC 1% 0 WA B 24 BE (2 5RIFE) £ T AUC MEhie GMEAZIBT 2GR

b HBEDEEEM

(M EEE GMEAMIBT D)
g S E RS CEY 71.9 %) I27 YU NY Vg
AT 200mg FHBEFEAOKE LZEEOT VYT ok

2 MBIRE T A — 2 TIEENE & A CH - Tz,
> o BEHS (76) (2) BHeEEEERE GHEAIZKT 20
:E o RIEHE 5 (85) MR BT HAT I ARMEAT 00 F & B EERE B (eGFR:
’; <15 X% <30mL/min/1.73m%) 27V Y KU VT R
) I 7V 200mg A HRLAREE L7z & & BHEREIE ok B
% uﬁ$\ L UL BT ARMAT 0 T R RE IR R . TR
T B 5 R OGN %G U 7z I AT fid T oo 8 B Refs 7
e BETOT VYY) RO ANC EEREN T%. 29% K
. i - — 34%. Coax T 1%, 20% KON 9%IH0 Lz,
— (3) FFBEIE B E  (SME AT 2 )
F VY K1Y SBT R T 200mg B R I R AR R ol I A
M= sl ] (o T 4 & stk = 0) 27V U R T X7 /L 200mg Z Hi[AlfE O
PMRERT 2V FRERS (FHEREES) Bl Ut & & | BPRRETER R & ol L CF 2 ) K
2) BF& D AUC [FENLEH 22%., 34%EEM L, Cu ITETNLH
FARN R OSHEA D820 A T b 2 A 7 9%, 1M LT,

EFEBIERNT ORER. 70 ) ROSMBIEL. (& ﬂ
BEORE VL E L OFBEZIF 52 L ARB SN, 6. YR EAEH

e ] AR B AL (A e N In vitro BBRIZBWT, 7YV R VBB 2T L KRR
UL 0. T0mg/dL) O CL/F 14 6.33L/h (i w0k, In vitto RROERSD, 7I7VFY V&
fH) Tior, KEM 111, 0kg DHED CL/F i1 38. ke EATNAROT 2V U RIE, fEER AT, OATS,
DBF LB L TH 2 FICHEmML (4.45L/h 22 5 %Wm*wmmfFL@mﬂmmﬂmm*&UP
8.93L/h, AE UL EL 0.70mg/dL DL &) | L UL WEER (Pgp) ZMFET S 2 &I &> THRAIICHE & 72
B L% 2. 9nL/dL DB O CL/F 13 0. 20mg/dL DB L K DRUHAMFRERT SRR DT, AEMERA
%(k L?‘/f"\l‘j 37%{)&/}\@—5 (7 85L/h 75)6 4 96L/h\ ﬁgi (B(ERP) L:xﬁﬁ‘éﬁﬂ%ﬁfﬁﬁm ICsO{Eli\ %ﬂ%ﬂ 798/J«M
66. kg D& X) L TBSNTE. KOV BL LM Thote, £lo, £/ 7 I URRAEEER (MA0)
WX A EEEAEZ B LTz in vitro BBRIZBWT, T
2.5 VY RO MAO, fe O MAOs (2% 2 BRI O3 1Cs E
(N ERHEEE 8. TuMEV . TuMTHY, WTNBL AW TH -7,
TYUVU R VB AT AOE LR AKSERT M EYSL GMEACBIT DR
86.6% CdhH-o7c, 7V U Fidke MEFIZBWTEILT FOVY R VBB A5 200mg & 1 H 1 B AR 0
NT I EREE L, MFEEARKERITN 80% ThoT-, L1710 BHIZ, 34V T4 2mg ZHERRO#KEL L
(2) HEEFBITIE OMEANICIIT D i) LE.FUVY RY VBB AT OVIEGE 5N L i L
TYVY RY VB AT AT MY T A 600mg H[ERE O# TIHYTALD AC LV Cu 1F. ENEN 19% KO
BB MU NEITIEIC L 0 VY ) o R RISV A K O 17%38 LT=,
BRI~ OB AR L2 2 A, i Q) aRNREF 2 GHEACET 2 EH)
FIERE AR T U U Rzt T 2k IER AT oV ) FOVY R VBB A5 L 200mg & 1 H 1 B AR 0
RO AUC Hhid, £ 241 1.08 KN 1.22 Th o7z, HLE12 BEIC, B ANRRZF L 10ng & BEREAOKRE
(AFIOHFEREIL, TV FU Bz xF1E LT, Lzl &, EMRBGHELERTrARRZF O AUC
1 H 1] 200mg O HEFHETH D, ) TR Coay BSZFLZ VKT T0% S U8 55%HEMN L 7=,



@VFF 22 GHEAZEBT B k)
TV RY U 2T )L 200mg 2 1 H 1 BIRERA#E
HBL7-3HHEXY, F93I% 1 B 1[4 25mg 2> 544
L. %K 57mg T, TV RY vz 2T L5 2
BpfEIfL IR 12 RO LG Lz, 7YY Y KU >~
T 2AF NPT T I T L AT ERIER I 8%
MIE S Tehoiz,

B FTVa FT 7z FYY GHEANCEBT 5k
FOVY R VBT AT L 200mg & 1 A 1 [BIRER D #
5175 HBIZ, YA F=7 = RVU Y 60mg % EEF
AFG L7z &, OFHH SIS ENREE O )£ & O
OB B RIZE 20 o T,

MERER A

1. BN E MR ER

MRSA &Y & 2 WMEZE DEEWD B D B G « R e
BEEFELE LT, TVVY FU VBB A7)V [200mg %
1 H 1 7~14 AMA#EFHE BOES~O80 X ) |
LUF, AH] oFIMEROREEEZRFT2 22 HME
U 7 AR 2 (L SEBR AT FRIE B M A TRE R L ek 21T o 72,

MRSA JEI A R S AL PR AR FTEE (ME-MRSA) fi#
IRt SEERIZ BT DI HIER: (BR5ETH 7T~14 ) O
FERZIR (BB, BT CRHME) X, LT LB TH

277,
AHIE S PR ©
FERE - RIS 86.2 (25/29) | 80.0 ( 8/10)
TRAENE B G Y 80.0 ( 8/10) | 100 ( 2/ 2)
1BV RE © 100 (1/ 1) 0 (0/0)
i&ﬁiézzig%ZZZ}q:ﬂﬁé?a) 80.0 ( 8/10) | 85.7 ( 6/ 7)
OB A IBEO R 100 ( 8/ 8) 0 (0/ 1)

TR IR & HE SN EBRFE OEIE [% (Bl ]

a) VXU K600mg % 1 H 2\ 7~14 HMAHEE
(RO G5~y 2 7)

b) ML, FHEE, U uoNERE

c) ALMEMEIFIRSS, BEEBELERR A 2 5

. B9 B IR ER
77 DRI K DR B MTZE DRV H B AVEE
PERZIE « R YE R 2 xtg e LT, 7YY U RN
VATV (LU, KRR OFER O 2N R
52 EBME LR LRI IR T e M TRER
R AT o 72, AEA(L ST 2BRFE D intention—
to—treat (ITT) #EM & &, ITT £E£HICI T 5 T EiTAM
HH CTH DRI E LIRS 48~T72 B o> B HE PR 20 =
\EHFR) FUTOLEBYTHY, TNENORBRITE W
TARNIOIELENRFES N GELE~—2 0 10%) o
F 72, MRSA YA FEFR S 7= microbiological ITT (mITT)
BT A& TH T~14 HOERKEZE (GR%E) 13,
Tl Tholz,

\ R RER =

AMRE | I roson i

T 79.5 79.4 0.1
ﬁi%igjgﬁgféﬁ AR 1 (264/332) (266/335) | [ —6.1~ 6.2]9

s

) St o 85.2 82.6 2.6

" (283/332) | (276/334) | [ —3.0~ 8.2]9
. e s 85. 2 85.6 —0.3

%‘f;% AR e | (/90 | 10 7~10.000

5;£}T) S 81 1 75.0 6.1
" (43/53) | (42/56) | [ —9.3~21.6]9

HEhHE AR EHE SN A OEIE [% (BIF) ]
TRIEER - 1R &HE ST ERFOEIS [% (B ]
a) TV RY U AL 200mg 2 1 B 1A 6 AfUZY %YV R

600mg % 1 A 2[8] 10 AR O &S

b) FUVY RY LT AT L 200mg 2 1 H 1\ 6 HEUZY XV U R

600mg Z 1 H 2 [A] 10 H M AE#HE (A5 ~08] v 82 W)

c) N—RTA UREORDA ML JE L L7z Miettinen and Nurminen {£
d) Miettinen and Nurminen %

WL

ZN
5

j—
1.

2.

3.

|
HE

&

F (T Y RV UBTATL) 70 RT v 7 THY
EICIBWTIRMER T ) RIS, FLdiEM 2

mEER >

TV U Rix, MRSA & Te” RUEKE, IGERE, LoV
HKESO 7 7 AGHEEICH L CHEEEEZRT (in
vitro) . MRSA %% kY S4-7- 8 « WO LT T L,
ftieE TV, BN EHERET VICB N T, 7YY
KGR0, FFIRNDSUIIERENEES) (X in vivo BUETEM %
59, MRSA KERIEYE 7 /L 0 KBRS o AR 3k % VR IR B 4G
FFOEECHEFRFT D72 c B e M EIZ I ER~ v
ATIEAY 100mg/ HIZKE L, AFH ek (i ER% 100/mL
ARiii) ~ 7 A TIEF 2, 000mg/ H TH - 7=,

(3115
FOVY RZ, MEYVARY —20 508 7=y MIFES
LCEREEMREETS Z L IC XV IEE 28T 5,

g

TV REEAXY YUY COEREFEIIM s 7 A
PIEEL TR R 2 LD, iy 7 ABUEIEmMILT 2
U FIZRZEMmMMEEZ RS 72, VAR Y — A28 (23S rRNA
ERIFZVRY —LEAE L3 KO L4 ER) I2X54%Y
VU D U, BT UV ) RIS R R,
ras h7rz=a—)-7u/)L 7 =a— )Liit8sF
cfriZEDAFH YT Vit L e o TV BHAT Ry
REIcx L, 7V Y RidbiEEEE R7,

TV ROBEZMHK T2 L7 67 BRBEAERRE RO
HHEEIIN=10" Th-o7=, MRSA OEGikfCRzEHABRIC
BT, B/ARBEHIEEED 37UV ) REEFT 8
s, [ 7 APERKY %Y FEETTRETH- T2,

BRS ICEY SEIEFRE

&

W4 7Y KU Ufigm 25 )L (Tedizolid Phosphate) JAN
(tedizolid INN)

(5R) —(3—{3-Fluoro—4-[6- (2-methyl-2H4tetrazol—
5-y1) pyridin—-3-y1]phenyl}—-2-oxooxazolidin—5-
yD)methyl dihydrogen phosphate

=



%%fﬁ 2 Cy7H16FN6OsP
4y T8 1 450. 32
PR ARAMTHB~EEOB KR TH D,

WS

g £
FEF
200mg 1 /54 7L

W EE
1)Flanagan, S. et al.: Antimicrob. Agents Chemother.
58, 6462 (2014)
2)Betriu, C. et al.: Antimicrob Agents Chemother., 54,
2212 (2010)
3)Louie, A. et al.: Antimicrob. Agents Chemother., 55
3453 (2011)
4)Drusano, G. L. et al.: Antimicrob. Agents
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1.8.1 RMAXE () OXRTERERVLOBE X

1.8.1 WRATSCE (22) O ERML D B . o e e e e e

1.8 1.1 ZhBE « Zh R ONF DR TERRIL . .
1.8.1.1. 1 TIHE « N ()
1.8.1.1.2 AR . .
1.8.1.1.2.1 T B T o e e e e e e e e
1.8.1.1.2.2 e o e e e e e e e e e
1.8.1.1.2.3 ZHEE « Zh B A DT

1.8.1.2 JE - ABEOFEORRTEARIL . . .
1.8.1.2.1 JHEE « TR ()
1.8.1.2.2 AR . .
1.8.1.2.2.1 FER R AR R
1.8.1.2.2.2 ESB2 NN o /35 - P
1.8.1.2.2.3 ES AL o /35 - S
1.8.1.2.2. 4 F D
1.8.1.2.2.5 FE - AEICEET AR EOER

1.8.1.3 fEHAEDEE () MOZFOBRTHRAL. ... o
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1.8.1 W3 () ORERIL
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1.8.1.1 MEE - HRRUVEDHRERML
1.8.1.1.1  hee - R ()

|
Bk
anj
(}0)

SESIES < i T i >

TV RO ATV ittt 7 K ERE  (MRSA)

<@ IMIE >

TRIEME R JE RCYLE . 18 PENRFE, AME - 2ME K OVTFAITAISE O WG, OB A -
185 O IR

YU ACEBNTT VY Y ROPUREEEDME T 5 2 s s Tnd, [ HEREE ) oES
]

1.8.1.1.2 HRERKL

BAY 1192631 [(—#&4 (JAN) : 7YV RY B 25 /b, LLF TR-701 FA) IX, 72 KT v
7 (VB ATII) THhO, BEH5%, m"AT77X4—BIl2Xb, MEFHICIEMEEZHE T 5 BAY
1170438 [—#%4 (INN) : Tedizolid, LA'F TR-700) |TiHHICA#H S NS, T & LT T LM
FICHT DPIETE N RS . A F U VilEE G T RO ERE (MRSA) (2xt L CiE, RUAFHY
VY URPIEIEDO Y 32U R el LT 4~8 W BEE 2 R T (2.6.2.2. 1.1, 2.7.2.4)

EFLTliX, TR-700 EMED MRSA 2 FTe7 7 ABGMHERIC X D 2 AR RE « 5B YE
(acute bacterial skin and skin structure infection : ABSSSI) Z XIZRIZBIFENDNED H i,
TN EWIE E UCKE, BU 25T 40 » [ELL ETHEARBEEH TS (1.6) |

EINTIX, MEEOHBLY 27 2&E L, TR-700 (22 RT 77 ABEEO 9 5 MRSA O
AT LD BE « WA GE 25 R & L TR E1T 72,

1.8.1.1.2.1 @ERE
1.8.1.1.2.1.1 JFBR PRERBR BUR

ZMEIEH ¢ 2.6.2

EN T8l S 7= MRSA BRODJESZPERBRIZ ISV T, TR-700 D/ ERHILEE (MIC) 1X.

0.25~1pg/mL TH VY, MICso O MICeo 1E & HIT 0.5 ug/mL ThHo7-, —JF. BCkEELEAT

S3HE S AU7 MRSA #RIZH 1T D TR-700 O MIC 1E 2 p g/mL Z 2T, MICs LT MICy 1 & H1Z 0. 25~

0.5ug/mL T o7z, MRSA 2377Bf S 7= ik 2 4597, TR-700 (k35 MRSA D& MIZ 2213 A
Y AWAYIEESY

1.8.1.1.2.1.2 B RS ER AR

ZHRIEE :2.7.2.4
[ P95 IAH AR BR GRBR 16099) THYHfE S 72 MRSA KRICRF3% TR-700 ¢ MIC (% 0. 06~0. 5 12 g/mL,
MICso (3 0. 25 u g/mL B UM MICoo 13 0. 5w g/ml Tl o7z, —F7, ESMF IAHRER (G TR701-104)




1.8.1 W3 () ORERIL
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K OESVSIFERER (3ABR TR701-112, TR701-113) THYEfE S 47= MRSA #RiZx4 2% TR-700 @ MIC
12 0.12~0.5 u g/mL, MICs0 ZTONMICoo & $12 0. 25 4 g/ml. T o7~

AR 16099 K& OESEIARRER OO St Gk TR701-112, R TR701-113) 1ZHIT D EK
BRI DA FEZN R (MRSA) 23 1.8. 1-1 [T T, %%ﬁaﬂz&ﬁ%ﬂé T~14 BIZHi=5, 1B
HIE (TOC) BE XTI GHE T4 (PTE) BED MRSA IZ3B I DM FR RO &R IL, Rk
16099 Tl 96. 6%, [EFMFE MAHRER O OF &7 T Tl 84. 4%f§>o7to

£1.8.1-1 FRER OMEMFEHIZNE (MRSA)

FRBR TR701-112 K& OFAER TR701-113 D

#BR 16099 (MITT, SSTI, T0C) OF& AT (MITT, MRSA, PTE)

H K 28/29 119/141

TH R 96. 6% 84. 4%

MITT : modified ITT (3B 16099) . microbiological ITT (3B TR701-112 K OVXER TR701-113) . MRSA : A F
U UTHERE G T N UEKE ., PTE @ $e 54 T, SSTI @ ZJE « S EYE, TOC @ 15HHE

FER 16099 TIE, THRIIE MHKk) o THEEWERD KO TEE] 28T,

B TR701-112 K O%ER TR701-113 OOFEMEAT CIE, THRIZIT Tk RO THEEW L) &5 ie,

a : #ER 16099 Tix, THETRRE] KO TRED 2006,

Source : 5.3.5. 1.4 PH-39320/Table 14.2/104. 5.3.5.3.1 ISE/Table 36.1

INHDORER XD, TR-701 FA 27 v K7 v 7 &3 2% TR-700 (Zxf LT, ERNITHEES T
MRSA BRDOEZVEICZEITH LN o722 & WNCENA D EGRFRBRIZ BT, MRSA (2% LT
BV FRIR HRR) BNELNZZ &6, MRSA Z S EfE s Lz,

1.8.1.1.2.2 @IS
1.8.1.1.2.2. 1 Bl 5} R PR 5 BR R fE

ZMIEH 1 2.5.4, 2.7.6.22, 2.7.6.23
WOKECHER L7z, WER, “EEMR, FZEMMO 2 SDOEFEIHERR G TR701-
112, 3Bk TR701-113) TiL, MRSA &0/ 7 AR IZ & D ABSSST FBE A2 x4t & LT, TR-701
FA © VU x>V RIZxtd 5 IS M E2 BHIERR R GRBREEER 5B iht 48~72 KM OERKRIR) @
HERIZOWTHGET A Z L2 HWE Lz, AiE - AEIE, 3B TR701-112 TR O&E 5D,
Bk TR701-113 T :ta%ﬁﬁm%%%ﬁx TR A s (D bRy 2 BUIEHIRNE G L7-1%I2, &
WONT-EMEEE- LIRS~y ) & L, TR-701 FA # Tl TR- 701 FA
200mg % 1 H 1[A] 6 HF?&E,\ U REETIZY %Y R600mg 2 1 H 2\ 10 G L L
77

FEMEDO EEFHMMIEE Th 5 11T 12T HIRBRIER 5-80161% 48~72 FF O EFIRZNEDOH 2h=

( TEZ OFE, THERRE] &U MUEJJJ ZoRHZE O 5H) 1%, 3R TR701-112 TiE TR-
701 FA BET 79.5% (264/332 f51]) . U U FEET 79.4% (266/335 i) Tho7- [(BEHZE
0.1%. 95%[EHEXH (CI) : —6.1%~6.2%] . [FEEEIZ, &R TR701-113 TIX TR-701 FA BT
85.2% (283/332 fl) . U U REET 82.6% (276/334 fil) Th o7~ [FEM7%E 2.6%. 95%
Cl: —3.0%~8.2%) ., ZHITXY., TR-701 FA DU V' U RIZkT D IELHENREES T~

F72. MRSA ﬁi%ﬂﬂ BWT, A2MEORIKTHEEE OO L >THD PTE HEOIEBRETE (4
H) ERHEIC L DEREOFEDE ( e oFElE, PHEARRE] KO TRHE 25/
»5) 1. #3BR TR701-112 TiX TR-701 FA £ T 85.2% (75/88 f3) . UV U REET 85.6%
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(77/90 #)  (BEREIZE—0.3%. 95%CI : —10.7%~10.0%) . kB TR701-113 TIXZh LN
81.1% (43/53 fl) | 75.0% (42/56 f5) [FHERIZE 6. 1%, 95%CI : —9.3%~21.6%)]) Th o7,
[FERIZ, PTE REOMUAEMFHIZNR OWMIFRIL, ESE MR OO R G TR701-112, &K
B TR701-113) 1238 T, TR-701 FA BET 84.4% (119/141 ) . U Y U FEET 82.2%
(120/146 f5l)) T -7,

#1.8.1-2 BHEREKMR (B¥ZFE) (TTHH. &EX TR701-112, TR701-113) RV
ERERZNER (B#hE)  (MITT &£E. MRSA. FER TR701-112, TR701-113)

TR-701 FA VAV YUK [95;§2§§i§%ﬂ

[Ep——— TR701-112 (2523;22) (2é§i£§5) [——6.?;i6.2] ‘
(ITD) TR701-113 <2§§;§;2) (2;23§;4) [__g.i;?g_zj b
S TR701-112 (;ﬁiéé) (;iigz) [;—1oj;?;§0.0] ’
(MITT, MRSA) | oo o (iébég) (igigg) [479‘51321.6] i

MITT : microbiological ITT

FHIERDE (B2 © T2 oFe

R (B2 TR oG

a: XN—RAT7A VREOFKEDOHMAfF L L7z Miettinen and Nurminen ik

b : Miettinen and Nurminen 7%
Source: 5.3.5.1.2 R-9072/Table 14.2/1, 14.2/17.1, 5.3.5.1.3 R-9071/Table 14.2/1, 14.2/16.1, #i&
FH1% Ad-hoc FEHT

1.8.1.1.2.2.2 E R PR BR AL fE

ZHRIEE @ 2.5.4, 2.7.6.24
EPFEIAERER GRUBR 16099) 13, ik dtFl, MEIER L, FEEXR, FFEMLBGEARTH Y |
MRSA 12 & 2 B2 « dREHEARERYWIE X3 2 AU PE O BULE B 2% LT, TR-701 FA DA ZMMER DY
ZetE ) XY REHBTHZ L2 TFEHME Lo, #8RE % TR-701 FA BEE U x> U REEIC
2: 1 OHTHIEAEIGHT L, TR-701 FA BETIX TR-701 FA 200mg % 1 H 1 [a], U x> U RFEETIX
XU K 600mg Z 1 A 28], $RNES UTRNEET 52 & Lz, BRE - SRS YYE
IZONTIE T~14 HRO#ES (D7< & b5 3 ASUTH 4 B BIZEM S 5 BRAHE £ TR
NEE L, TO%KEAEGICORE 2 ) | BUETIE 7~21 AMOKRS (2584 U T
IR G2 Z ENEE LWA, BRRSIFHERICUIEZ ) & LT,

FZFE « WG HRRIEYE |2 DU\ T, TOC RFDERIR VRO F I ( [Tl oFIE. DHERRE)
KON TR 50 REBER<) 1E TR-701 FA #£T 92. 6% (25/27 i, 95%CI : 75. 7%~99. 1%) .
DY U REET 88.9% (8/9 i, 95%CI : 51.8%~99.7%) T& V. TR-701 FA BEOHZNHD
95%CI @ FIREIL, FRICHE LIZFEME (30%) LV b RE0o7z, Fio, MAEMTFIZIED
THICE1E TR-701 FA BT 96.4% (27/28 i) . U x> U REET 100% (9/9 1)) TH Y, Wi#EE <
R OF I ZE R LT,

S 52, EISEBBNZ TOC FEDEFRZN G OAE FRI R ZFTHE L2 & Z A, W oG
PBIZOW T, BRIE (£ 1.8.1-3) MOMAEM TR (&R 1.8.1-4) 1B\ T, TR701-
FA BED @A ZIED RS S 1Tz,
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MIGE (B o

=g
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R
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#1.8.1-3 TOC K DHERERDEREKNR (BRE)

(ME-MRSA #Z#T 5.

Page

5 of

#ER 16099)

TR-701 FA VSN
n/N Hh= (%) n/N Hh= (%)
FZIE « S AR R E 25/217 92. 6 8/9 88.9
TRTEME K i [ 8/9 88.9 2/2 100. 0
TSR R S P 1/1 100. 0 0 -
IME « BME K OV A S D IR 8/9 88.9 6/7 85.7
TS O R 8/8 100. 0 0 -
HoFE . e 0BG
PHEAREE] RO TR 20055\,
a: BREBERK. PIE, U VERSE
b ALIRPEIT RIS, BEGRSLERIR B 25 %
Source: 5.3.5.1.4 PH-39320/Table 14.2/1, 14.2/5

& 1.8.1-4 TOC FrDHERE B OMAEMFHIR CHRE)

(ME-MRSA iz 47 56

#tE& 16099)

TR-701 FA IEYES
n/N HE (%) n/N THHHR (%)
FEJE o TR R E 27/28 96. 4 9/9 100. 0
VRIENE B & Y E ° 9/9 100. 0 2/2 100. 0
e R B i 1/1 100.0 0 -
IME « BME B VPR A 0 R 9/10 90. 0 6/6 100. 0
TS O R 8/8 100. 0 1/1 100. 0
WHRE . L) OFIE, HRIZE IEK) . THEEBEER) . TERMNE] RO TES) 28T,
DEERRE] RO TR 25816V,
ac MG, PR U LS
b ALHEMETFIRA . STRTLIR B %
Source: 5.3.5.1.4 PH-39320/Table 14.2/3. 14.2/6

2B, EAVEIRRER (GRBR TR701-112, 3B TR701-113) & [FIEEIC DHEAREE] KOV TARB)

O RHCE DT A O HRERNIO T0C ReORRARZIRITR 1.8. 1-5 D LB Th o,

#=1.8.1-5 TOCED#HERERDERKIE (HxhZE) (ME-MRSA f2fr&EM. KEX 16099)
TR-701 FA VEVAEN
n/N Hh= (%) n/N Hh=% (%)

FZIE « S AR E 25/29 86. 2 8/10 80. 0
VRIENE B & YL E © 8/10 80.0 2/2 100. 0
TSR R S P 1/1 100. 0 0 -
IME « BME K OV RIS D IR 8/10 80. 0 6/7 85.7
TS D IR G 8/8 100. 0 0/1 -

HoFE . ek 0ElE

PHIEAREE] RO TR Z20RHCE DT,

a: WEHZE, PR, UL VERS

b ALBRPEIT RIS, BEGRSLERIR B 25 %

Source: 5.3.5.1.4 PH-39320/Table 14.2/1, 14.2/5
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Dby, ERNAORKRREREAEIC LD . MRSA (2 X 5 2% « #ESHSRERYYE 695 TR-
701 FA OFIENHER S NT-, Ko T, ENEKRRBEEZ b &1 NEREM R ERGYE, 180
MREZIE, MG - BME R OFANAIS O “RIEG:, OB A - {850 " RIS e &35 2 &
T TH D LW LT,

1.8.1.1.2.3 %8k - HRICEHAET HFERLDIE
LUFOHEBIZ LY 26 - DIRICBEES 2 EoEg 2 siE L,

MeE - HRICEETHSERALDERE () R ERHL

I ERIBME (AP EREL 1, 000/mm® K3) OB ICE | ERRRER T34 EkE 1, 000/mm® &
T DA BMEEHESL L TR, R BRI~ T ACE | R ERDE BB IR S T D
WCT VYU ROBEEENMET T2 283G | 2 &, HFHRERPED Lic~ ¥ AT IE
TWo, [ T35 OHESH] W~ A LT TR-700 DOHIETE
MR ERREINLTNDHZ E
ZEE L., APERBUDE (I EREK
1, 000/mm* Ajjii) D EBFHF ~DAKRHF| D
EHICOWT, EEMKZRTE L
7

1.8.1.2 % - RERUVZDRERRL
1.8.1.2.1 H&-HE ()

s - & (BEH)
Wi, ATV U RY VB 2T 0 e LT 200mg 2 1 H 1 FRRO#EET
50

(FE&F)
Wi, BEACIZT Y Y RY Ui A7 L LT 200mg 2 1 H 1Al 1 BT
TREFRET 5,

A% - ARCEET 2EAL0IE !
(1) AFIOBERICHT > Tid, THEEORBREE <72, KO LICEETH 2L, !
1) JRYE OTRFEC 43 7 itk & R A FE O BT UL Z DHED L & TITH 2 &, |

2) JFAIE L COBEE R ARG 22 () 2R+ 2L, [ T35,
) OEBME] !

3) HEGHIRIL, ERYLERAL, EIEE. BFORRELEE L, WY R, AR Ok !

H R EEHE U, SR O LB B NRO B OR 5o S bz L, |

(2) AANLZ T LRI R L CORPEREE BT 5, Lo T/ T AaMHSs s ETolRa
R LB S N A . LRSI DN B 54 1Y) 72 385 & 0-F L CIaR 2175 = |
L, !
(3) FEEFID B EEFI A~ 0 2 |
ERBINGT VY R VBB AT VO ZFE LT-BEICBW T, BROKERRETH D
LERIASHIE LA, R UAROSEAICHI VX 52 LN TX S, :
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1.8.1.2.2 BHRERNW
1.8.1.2.2.1 3ZFERIREBEREUR

ZMIAH @ 2.6.2
T ERIBD ~ 7 A RERERLEF L2 WT, TR-701 2 1 A 1 [ IFRCESES 1 B
HEE A S BB 5 L7 fE R, TR-701 OFIME L b BAF 7RI 2 7~r9 PK/PD /XT A — &R
AUC/MIC B CTH D Z L3R &M, TR-701 FA 200mg ® 1 B 1 BIEEENZHE -,

1.8.1.2.2.2 ESERREAERALIR

BWIEH : 2.5.1

MRSA %327 T DGRBS K 2 BMEMERR - BRI YE (complicated skin and skin
structure infection : ¢SSSI) AF Zxtg L L7-EHAE DA B @ik GRBR TR701-104) (Z
KU BRARHESRMTE - HEL LT, R/ VHETH D TR-701 200mg @ 1 H 1 [AHEE O #5208 R &
iz,

D%, FARHINA T XA Z Y 7 ¢ 3klBh GRABR TR701-108) 2k v, 2 fE (TR-701 KON
mm1m)@EE%%wt%D%ﬁ%ﬁﬁbtk%@TRmo@%%@ %#ﬁw LR
A, DAEOBHIFEICITEE & L C TR-701 FA 2MEH Sz,

RN 538 T S ESVE T AR (RBR TR701-107) @ Part A Tl. TR-701 FA XL/
TR PEE IR EDO R 2 3 FEOBR G L VAL THRELE S XOARMEL B LT, %
DFEF, WITNOEE LYV A BT HARMEIIR Th o772, UBOBRIE TIX. #kN
e G- | 2 A FR AR I 250mL \ZERfR L C 60 9T TR G2 L & LTz,

Fio, KRB Part B TlE, TR-701 FA 200 % 300mg # 1 H 1[0l 7 HEIKEREG L& 2
A, 200mg 1 H 1 EIFHIRNEIE & S-EEO PRMEDRHER Sz, 512, Part C 128V T TR-701
FA 200mg OFARN L OGO 7 a0 A4 — =2 LV | XA T T XA TV T 4 2%
L7z & A IEMHER TR-700 ORRANA AT XA Z VT 41X 91.5% CTh-o7=, TR-701 FA @
BRANALFTT XA ZEY T 4 B@mnZ &b, kNG ERNkE 20”8225 LT, k- H
EORENIMLEI2NEE X T,

FD%., WEAN., “EHEKR., EESRO 2 SOFESNEMFERE (BB TR701-112. RE
TR701-113) ZFEM L. @ESEOZREMRM (1.8.1.1.2.2. 1) IZE#HD L FBY . TR-701 FA OV x¢
VU NIk D IEHTENBRRE S LT,

INHORBEEEZ S L1, KE, FEU ROMRAE CERBHEN T, Ak HEE LT
TR?M}%ZWMng1[h%WW (60 53T T) BE TR ABENAREN TS (1.6)

1.8.1.2.2.3 ERERKRHRAIE

ZHTEE : 2.5
FEINTIE, 2 TARERE LT, HEgGHER GRBR 16101) & E#E SRR G 16102) %
%%Lto_h%®%%%\E%%Imﬁﬁi@ﬁ%mt#aﬁk?~&k%@ttk:6\%
WEhAE wf% CANFEEITRD DN ot F2, BAANORBEERE CTL4ar EoE
%;Mb%ﬂﬁ RRE R T D L O A EFEOMRREE R mban&#otoﬁk\
18 b B T D X Eﬁ%(L&LL&U IZRL#E D &350 | TR-700 [Z%F9° % MRSA DM S E N
TRIEETHD Z &R ST,
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DEDZ Lt IEARNEREOENERNLEMENIGFTE B2, BANEE TIIH
AR &R EBr 2 383, [ENEIFERE G5k 16099) TiX TR-701 FA 200mg @ 1 H 1 [A]
RN G- TRt L, RORG~DUIBR 2 Zrie s 5 ik - HEICTZEOHEMEL V2%
M AL L LT,

FRBR 16099 1%, MRSA |2 K 2 K « #CHAHARIEGLE & AU P 5 BUE FR 3 2 5512, TR-
701 FA OFMER O Z2MEZ Y XV ) R T 52 L2 EEHNE Lc, TORR, EIGE
OFEMRIL (1.8.1.1.2.2.2) [ZFdio &0, T0C FRZB T R FEOENHE ( [EHE D
FHE) ROMAETFRNREOEIFRIL, VYU FERBRETH- T,

IRBRIREE 5 T CREBL LA EFS (TEAE) OFRBLEIA X, TR-701 FA #T 79.5% (66/83 fi) .
UV U REET 75.6% (31/41 #l) ThHol-, IREBRIR L@ DB 5 TEAE 1%, TR-701 FA BT
30.1% (25/83 f3]) . UV U REET 39.0% (16/41 f5]) (2R Bz, TR-701 FA BT 3%LA
FICRE LB LBEAEOSH D TEAE (X, 77 =0 b7 A7 =7 —BHEM (TR-701 FA #f
4.8%., VYU REE 2.4%) | ESERAALEE (3.6%., 0%) RONTANRTXU@T I 7
A7 =T —PHI (3.6%. 0%) Tdho7-, TR-701 FA BETY 2 U FEEL W RBEE D 5%LL
EEVREREK L BEL D & 5 TEAE 13580 B e o7,

WTHORERETH, TEAE OFEEEITITE A EE (TR-701 FA £ 62.7%. Y x>V U RNEt
41.5%) IFHEERE (12.0%., 24.4%) Th o7z, @ED TEAE OREBLE|AIL, TR-701 FA #£T
4.8% (4 fBl) . UV VU NEET 9.8% (4 ffl) Tholz, IRBRIEKEEEHDOH 5 @ED TEAE 1,
TR-701 FARECITREO BT, U RV U REETITE#ERERE (1 #) ThoT,

BR 16099 THI/ZICHE SN=AEFLIT L, ENAOBEKRRABRIZBHNT, VRV Y FEFE
D B 72 et R OABEM R R STz,

1.8.1.2.2.4 F£&D

PLEdEEY ., TR-701 FA 200mg Z 1 H 1 [A] 60 432 CTEARNE 5 TR 05 L2354 .
HARNEFEAARNDORBEMHBRE B W CREROEYEIELZ/RT Z L WOUZ TR-700 Zxt9 5
MRSA DRSS ENANCRIFRE Ch D Z L3R S vz, £70. ENEIFERE GUR 16099)
W2k, ERROME - HEICE Y, MRSA (2 X DR « SEBAENRYSEIZ R LTU x> U R & A
FREEDOHINER NZ 2V EE2 T 2 ERNER SNz, Ko T, Ak AE%E 1.8.1.2. 1 [ZREHEH D &
BOBRELL,

1.8.1.2.2.5 &% - AEICEAEY AEALDIE
TNZNLLTOHBIZI Y, Wik - AEICEET 260 LoEgaRE L,
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Ri& - HEICEAET SFEALDIEE () X TEAR B
(1) AFOHEHICHTz> Tk, MHEEOBRBEZ 2 | IHEEOHBELZ T-oic, B

W, MO EICEETAI &,

1) JEYYIE DRI 5 72 itk & FRBR A& R o E R ST %
DEEDL & TITH Z &,

2) JRATE U T OPUE SR OAAFN R D szt (i
) 2S5, [ SR OHESM]

3) WEHIMIZ, ULAL, B, BEOEREFEE
FE L. YRR . AHI DMK 575 4 B E
L. B O LB R/ NROBFH OFKE(Z L &
WHZ L,

EYRIN @%#é#ii ﬁ?é
EEZMEZ MR LTS 2T, mulicfE
AT 52 L FEEMET LD
E LT,

=Ju
IZEX

(2) AANT T T LGRS L TORPIHEEZ A
b, LIENR-TT T AREESZGRIRAEY LD

TR-701 FA 1327 T ABEMEE 2% LT
OHAIIEEEEZBETHZ D, &

LE-BFEIZBWT, ROBERETH D & ERTHH
WrL7-54
T&E 5,

X, WCHEOERICOID EA D2 &0

WrEn7-%a. IXREREN DN DALY | B¥ED 7= DIZEE L,
IRERAKN AR L CiBEEITY Z &)

(3) VEHAID B EEAI~DE) 0 B % E N DGR RBR AR I L 0 . 15
" e es e L — %TRmO@%DA4ﬁ7m4§E
Y Bl A SO K1 > e 1920D) L
EHFNNST OV R U 2T VO 5 % B4 U RS LS B~

B2 DB HE - HEOREI N RE
ThdI PRI, EHAID
DIREE RO T-BEFITBNTH,
RIER K Ve FIREN S E S L
X, BRAOFI~GIEZNRTEH L
I, B K OERERMEFE OB
EWVWOHBLEPOEHATHLEE XD
72O E LT,
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1.8.1.3 FEALDIE () RUZDHRERML
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BEA e ONERFNATIBE DLW Ted, T EOTRM LT, B, BAIORIILED H D %HE
TR A ERFN OGN H D5 E T TR a5 LT,

FERLEDIEE ()

AR EAR AL

et =
bz SR8

(RDOBEIZIFREG Lz &)

ARAN D B35 LR BUE DBEERE D & 2 B3

FRLDZE
| BELGEANIE

AENZ LD avd, FHI2453F—DRAEZMHEID

THTEDLFERRVDT, ROWEL2LHZ &,
D FACBEFERE W T HRZ 2T ) 2 &, 7

B, PIAEMWESECLAT LLX—RBIINLTHEET S
ZL,

2 WEICERL TiE, #4923 v P FICK$ D KEIE
DENDHEfEZ L TBIZ &,
3) FeG5BAMG LR G TR E T, BEELLFHOIRKEIC

rictE, TRzt 2 &, FriZ. REGHBE

BIFEERBIET L2 L

PEERGICEAET LT 774 T %
XKD A BT A (2004 S
i) AZHEEDERRE LT,

1. HEEA

In vitro BBRICBWTC, TV Y R VB AT )L K

Do [ IEy@Ee) OEBM] 7Y R RT AT
NERORG LIz, IBED BRP ZHETLHZ LI
£V, BCRP OIEThHh HIAN DM PR EEICEEL S

in vitro RBRICBWWTTY VU KU
VBB AT VR OT OV YR (FY
VU RY g AT L OEMIR) 2
BCRP Z#PHET L Z RS, F
7o ERREEPERBR AR 0 & . OFA R
O GBI E PN O BCRP 23FHE S
HZ LY, BCRP OREE TH D3
F oo i vp R B A C B A . % 5 AT RE
MENE 2 BTz,
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FRLDEE (F) SR TEARHL
HREIE OHHICEET2Z L) B R BE B BR R (S FE D & 1 AN R
& Bk - = - 5 F v EOMAERIC OV TR L
EH2E %ﬁﬁ%“ Bz 7=, ¥7-. BCRP OIETH V. 1hIk
HEAZE fEIREAEF R
: — - FHODS EBEROBRS A B b L% — k
RANSAL |\ PPN EGIC L | BED BCRP 23 | | (x5 5 et 5 & o F B AE
T Do BARNAZT Y | ESND, HIzoWTh CCDS DIz S =3
DI S EF- HLE,
HIEBwmEsNT
WhH, [ Y
&l OEZM]
BCRP LB | ff % i 51 K
C TR HHA| D, BCRP DI &
(A B b V| 2B A O PR
I —r. | BDEATLIBZAN
L EXTHA | BB,
PR )
2. 8l4ER

B2 & - MR AHAR G FRE A k5 & L 7= [E NS5 I AH 523K
SHERERIZIBWTC, 7YV U R VT 27 /L 200mg 73
1B 1B EE (OG5~ B2 w) Sz 83
flF 25 i (30.1%) (ZEWEH (BRRMRAE O R H AL H)
ade) Db, EREBEIWEMIX ALT (GPT) k& 4
 (4.8%) . AST (GOT) k53 (3.6%) . JEHHHBAL
AEBE3 M (3.6%) HThoto, (HEERR)

RIVER O BUE LI X E N AR S <, 2Lk
THE SN TWHREIERISERR & Lz,

R « B AR Y iE B A b R b
L 7= ENEMFERBRICB O THeE S
NEREER (7YY U R Uik X
T L BELE D B HIRBR IR 5T T
RLEAEHERSR) 06, ERRIE
AEMEIc#E L (F 1.8.1.3-
I

I VE FH 0D 28 B BE B 13 (2] PN 26 T AH GRUBR
AR S W CRE L, Fi2.
W AR ER TIE A Lo iz
23, AAFlD CCDS IZFiH & TV B HE|
TERIZHREAR & LT, edi Lz,

(D EXZEMER

DEESXER EELRH)  BEERBERS LD
NH5ZENH5LH, BEEZTSITITV, @R, HEEO
THRINS S biv, BIEVERBR TXZ D8RR H D
Ak, EblicEGE2Ribd 578, @A aE
ITO 2 &,

BIEMERIBRITIE L A L OB EHK T
WEINTWDREIEH TS, EHS
EIAERBRICBWNT 1 fIRESNT
WD EDNLREE LT,

) A EM - BIBRED - RMmBKE D - /MR
LEQ BRI HEAH) - FEPIRIZL - TH

"L 28Mm - AIiERD « PLinERED - i/ Mkisid
FOFHMHLH ONLBENNHDHDT, BlEx
TAATV, BEDFED SNTIGAITITR G A kT
L7 E WURAEEATO Z &,

DU x> Y N5 Ca s »n
WMEINTEY, ZOFEHEFE L
T hary NI TEHAGKMEEER
EOBENIRBEI N T WD, in
vitro RBRICBWTT YV Y Rl b
a2y R 7 EAAKMEEERZRT




1.8.1 WAI3E (%) O EMRML
Bayer Yakuhin, Ltd. Page 12 of 16
FRALDFE (F) X TEAR B
TEnh. EEDOU XY U FORN
WEEBE I LT,

NRBJMEET7TL F—I R BHEARY]) @7 > F—v
AEDRFET  F—V ARH NI BENLNH
LHDT, BEEFHIATV., BRENBDONT-BE
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WHO Drug Information Vol. 25, No. 3, 2011 Recommended INN: List 66

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 66

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-101) and Recommended (1-62) International Nonproprietary Names can be found in Cumulative List
No. 13, 2009 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 66

Il est notifi¢ que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L’inclusion d’'une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-101) et recommandées (1-62) dans
la Liste récapitulative No. 13, 2009 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 66

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuacion se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacién en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-101) y Recomendadas (1-62) se encuentran
reunidas en Cumulative List No. 13, 2009 (disponible s6lo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN Chemical name or description; Molecular formula; Graphic formula
DCI Recommandée Nom chimique ou description; Formule brute; Formule développée
DCI Recomendada Nombre quimico o descripcion; Férmula molecular; Férmula desarrollada

abediterolum
abediterol 5-[(1R)-2-{[6-(2,2-difluoro-2-phenylethoxy)hexyllamino}-
1-hydroxyethyl]-8-hydroxyquinolin-2(1H)-one

abéditérol 5-[(1R)-2-{[6-(2,2-difluoro-2-phényléthoxy)hexyllamino}-
1-hydroxyéthyl]-8-hydroxyquinoléin-2(1H)-one

abediterol 5-[(1R)-2-{[6-(2,2-difluoro-2-feniletoxi)hexillamino}-1-hidroxietil]-
8-hidroxiquinolin-2(1H)-ona

CZSH30F2N204

HO
|

adomiparinum natricum

adomiparin sodium sodium salt of a low molecular mass heparin obtained by enzymatic
depolymerization of heparin from porcine intestinal mucosa; the
majority of the components have a 4-deoxy-a-L-threo-hex-
4-enopyranuronic acid or it 4-hydroxy saturated derivative at the
non-reducing end and a 2-amino-2-deoxy-D-glucopyranose
derivative structure at the reducing end of their chain; the relative
average molecular mass range is 5,500 to 9,000 daltons and a
polydispersity of less than 1.5; the degree of sulfation is about 2.6
per disaccharidic unit

adomiparine sodique sel sodique d'héparine de faible masse moléculaire obtenu par
dépolymérisation enzymatique d'héparine de muqueuse intestinale
de porc ; la majorité des composants possedent une structure acide
4-déoxy-a-L-thréo-hex-4-énopyranuronique ou son dérivé saturé
4-hydroxylé a I'extrémité non réductrice de leur chaine et une
structure 2-amino-2-désoxy-D-glucopyranose a |'extrémité réductrice
de leur chaine ; la masse moléculaire relative est en moyenne
comprise entre 5500 et 9000 et son indice de polymolécularité est
inférieure a 1,5 ; le degré de sulfatation est d'environ 2,6 par unité
disaccharide.
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talimogenum laherparepvecum #
talimogene laherparepvec

talimogéne laherparépvec

talimogén laherparepvec

tedizolidum
tedizolid

tédizolid

tedizolid

Cras59H11338N 199202188568 (peptide)

ATRRYYLGAV ELSWDYMQSD LGELPVDARF PPRVPKSFPF NTSVVYKKTL 50
FVEFTDHLFN IAKPRPPWMG LLGPTIQAEV YDTVVITLKN MASHPVSLHA 100
VGVSYWKASE GAEYDDQTSQ REKEDDKVFP GGSHTYVWQV LKENGPMASD 150
PLCLTYSYLS HVDLVKDLNS GLIGALLVCR EGSLAKEKTQ TLHKFILLFA 200
VFDEGKSWHS ETKNSLMQDR DAASARAWPK MHTVNGYVNR SLPGLIGCHR 250
KSVYWHVIGM GTTPEVHSIF LEGHTFLVRN HRQASLEISP ITFLTAQTLL 300
MDLGQFLLFC HISSHQHDGM EAYVKVDSCP EEPQLRMKNN EEAEDYDDDL 350
TDSEMDVVREF DDDNSPSFIQ IRSVAKKHPK TWVHYIAAEE EDWDYAPLVL 400
APDDRSYKSQ YLNNGPQRIG RKYKKVRFMA YTDETFKTRE AIQHESGILG 450
PLLYGEVGDT LLIIFKNQAS RPYNIYPHGI TDVRPLYSRR LPKGVKHLKD 500
FPILPGEIFK YKWTVTVEDG PTKSDPRCLT RYYSSFVNME RDLASGLIGP 550
LLICYKESVD QRGNQIMSDK RNVILFSVFD ENRSWYLTEN IQRFLPNPAG 600
VQLEDPEFQA SNIMHSINGY VEFDSLQLSVC LHEVAYWYIL SIGAQTDFLS 650
VFFSGYTFKH KMVYEDTLTL FPFSGETVFM SMENPGLWIL GCHNSDFRNR 700
GMTALLKVSS CDKNTGDYYE DSYEDISAYL LSKNNAIEPR SFSQNSRHQA 750
YRYRRGEITR TTLQSDQEEI DYDDTISVEM KKEDFDIYDE DENQSPRSFQ 800
KKTRHYFIAA VERLWDYGMS SSPHVLRNRA QSGSVPQFKK VVFQEFTDGS 850
FTQPLYRGEL NEHLGLLGPY IRAEVEDNIM VTFRNQASRP YSFYSSLISY 900
EEDQRQGAEP RKNFVKPNET KTYFWKVQHH MAPTKDEFDC KAWAYFSDVD 950
LEKDVHSGLI GPLLVCHTNT LNPAHGRQVT VQEFALFFTI FDETKSWYFT 1000
ENMERNCRAP CNIQMEDPTF KENYRFHAIN GYIMDTLPGL VMAQDQRIRW 1050
YLLSMGSNEN IHSIHFSGHV FTVRKKEEYK MALYNLYPGV FETVEMLPSK 1100
AGIWRVECLI GEHLHAGMST LFLVYSNKCQ TPLGMASGHI RDFQITASGQ 1150
YGOWAPKLAR LHYSGSINAW STKEPFSWIK VDLLAPMIIH GIKTQGARQK 1200
FSSLYISQFI IMYSLDGKKW QTYRGNSTGT LMVFFGNVDS SGIKHNIFNP 1250
PITARYIRLH PTHYSIRSTL RMELMGCDLN SCSMPLGMES KAISDAQITA 1300
SSYFTNMFAT WSPSKARLHL QGRSNAWRPQ VNNPKEWLQV DFQKTMKVTG 1350
VTTQGVKSLL TSMYVKEFLI SSSQDGHQWT LFFQNGKVKV FQGNQDSFTP 1400
VVNSLDPPLL TRYLRIHPQS WVHQIALRME VLGCEAQDLY 1440

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
153-179 248-329 528-554 630-711 940-966 1007-1011 1129-1277 1282-1434

Sulfated residues (Y) / Résidus sulfatés (Y) / Reioduos sulfatados (Y)
Tyr-346 Tyr-718 Tyr-719 Tyr-723 Tyr-772 Tyr-788

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-41 Asn-239 Asn-918 Asn-1226

recombinant replicating Herpes simplex type -1 virus vector, with
ICP47 and both copies of ICP34.5 genes deleted, expressing human
granulocyte macrophage colony stimulating factor (nGM-CSF) in the
ICP34.5 loci

vecteur viral Herpes simplex type 1 répliquant avec délétion du géne
ICP47 et des deux copies du gene ICP34.5, exprimant le facteur
humain de développement des polynucléaires et des macrophages
(hGM-CSF) dans les loci ICP34.5

vector virus del Herpes simplex tipo-1 replicante recombinante con
deleccion del gen ICP47 y las dos copias del gen ICP34.5, que
expresa el factor humano estimulante de colonias de granulocitos y
macrogafos (hRGM-CSF) in los loci ICP34.5

(5R)-3-{3-fluoro-4-[6-(2-methyl-2H-tetrazol-5-yl)pyridin-3-yl]phenyl}-
5-(hydroxymethyl)-1,3-oxazolidin-2-one

(5R)-3-{3-fluoro-4-[6-(2-méthyl-2H-tétrazol-5-yl)pyridin-3-yl]phényl}-
5-(hydroxyméthyl)-1,3-oxazolidin-2-one

(5R)-3-{3-fluoro-4-[6-(2-metil-2H-tetrazol-5-il)piridin-3-il]fenil}-
5-(hidroximetil)-1,3-oxazolidina-2-ona
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telotristatum
telotristat

télotristat

telotristat

tregalizumabum #
tregalizumab

trégalizumab

tregalizumab

C7H15FNgO3
HO H\.<):(O
~ N F
=
S /N\N/CH3
/

4-(2-amino-6-{(1R -1-[4-chloro-2-(3-methyl-1H-pyrazol-1-yl) phenyl])-
2,2,2-trifluoroethoxy}pyrimidin-4-yl)-L-phenylalanine

4-(2-amino-6-{(1R)-1-[4-chloro-2-(3-méthyl-1H-pyrazol-1-yl)phényl]-
2,2,2-trifluoroéthoxy}pryrimidin-4-yl)-L-phénylalanine

4-(2-amino-6-{(1R -1-[4-cloro-2-(3-metil-1H-pirazol-1-il)fenil])-
2,2, 2-trifluoroetoxi}pirimidin-4-il)-L-fenilalanina

ﬁz
H CFsN™ IN
4 X
o H NH,
N
cl N COH
H—CHs, 2
=

immunoglobulin G1-kappa, anti-[Homo sapiens CD4 (T cell surface
antigen T4/Leu-3, p55)], humanized monoclonal antibody;

gamma1 heavy chain (1-454) [humanized VH (Homo sapiens
IGHV3-15*06 (77.80%) -(IGHD)-IGHJ5*01) [8.10.15] (1-124) -Homo
sapiens IGHG1*01 (125-454)], (227-218")-disulfide with kappa light
chain (1'-218') [humanized V-KAPPA (Homo sapiens IGKV4-1*01
(80.20%) -IGKJ1*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01
(112'-218")]; (233-233":236-236")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens CD4 (antigene de
surface T4/Leu-3 de cellule T, p55)], anticorps monoclonal
humanisé;

chaine lourde gamma1(1-454) [VH humanisé (Homo sapiens
IGHV3-15*06 (77.80%) -(IGHD)-IGHJ5*01) [8.10.15] (1-124) -Homo
sapiens IGHG1*01 (125-454)], (227-218")-disulfure avec la chaine
Iégére kappa (1'-218") [V-KAPPA humanisé (Homo sapiens IGKV4-
1*01 (80.20%) -IGKJ1*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01
(112'-218")]; dimére (233-233":236-236")-bisdisulfure

inmunoglobulina G1-kappa, anti-[CD4 de Homo sapiens (antigeno
de superficie T4/Leu-3 de célula T, p55)], anticuerpo monoclonal
humanizado;

cadena pesada gamma1(1-454) [VH humanizada (Homo sapiens
IGHV3-15*06 (77.80%) -(IGHD)-IGHJ5*01) [8.10.15] (1-124) -Homo
sapiens IGHG1*01 (125-454)], (227-218")-disulfuro con la cadena
ligera kappa (1'-218') [V-KAPPA humanizada (Homo sapiens IGKV4-
1*01 (80.20%) -IGKJ1*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01
(112'-218'")]; dimero (233-233":236-236")-bisdisulfuro

331
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3.2.85.1. 1.1 B L Nomenclature / Tedizolid phosphate drug substance  [M3.2.S.1.1#007800157-02 Bayerft: HEF s E P E R

3.2.8.1.2.1 [&Z®E~ARL Structure / Tedizolid phosphate drug substance M3. 2. S. 1. 2#007804387-01 Bayertt: o+ NS E R R

3.2.5.1.3.1 B L General Properties / Tedizolid phosphate drug M3. 2. S. 1. 3#007804388-01 Bayerft iy s E LA R
substance

3.2.8.2.1.1 [&®E~ARL Manufacturer(s) / Tedizolid phosphate drug M3. 2. S. 2. 1#007804389-03 | N Bayertt: iy NS E R R
substance

3.2.8.2.2.1 WET Description of Manufacturing Process and Process M3. 2.S. 2. 2#014120037-04 | W Bayertt: iy NS E |RHMmE R
Controls / Tedizolid phosphate drug substance

3.2.5.2.3.1 Rl Control of Materials / Tedizolid phosphate drug M3. 2.S. 2. 3201422084503 | N Bayertt: iy NS E |RHMmE R
substance

3.2.5.2.4. 1 EITE Controls of Critical Steps and Intermediates / M3. 2.S. 2. 4#007834910-01 | N Bayertt: iy NS E |RHmE R
Tedizolid phosphate drug substance

3.2.8.2.4.1  |[BrE Controls of Critical Steps and Intermediates / M3. 2.S. 2. 4#015716150-03 | NN T W Bayerth: iy NS E |RHMmE R
Tedizolid phosphate drug substance

3.2.8.2.6.1 |[&EHEZRL Manufacturing Process Development / Tedizolid M3. 2.S. 2.6#007834912-01 | N Bayertt: iy NS E |RHMmE R
phosphate drug substance

3.2.8.3.1.1 |&F] Control of Materials / Tedizolid phosphate drug M3. 2.S. 2. 3#014220845-03 | N Bayertt: iy NS E |RHMmE R
substance

3.2.8.3.1.2  |E®EAL Flucidation of Structure and other Characteristics |M3.2.s.3. 1#007834913-02 | NN TN Bayertth: iy HANmEE [FHmEkE
/ Tedizolid phosphate drug substance

3.2.5.3.2. 1 EHERL Impurities / Tedizolid phosphate drug substance M3. 2. S. 3. 2#008384647-02 Bayerth HEF HNHREE |[FHmER

3.2.8.3.2.2  |k7] Stability Data / Tedizolid phosphate drug substance |M3.2.S.7.3#014221727-03 Bayerth: s+ NS E |RHmE R

3.2.5.3.2.3  [BrE Risk Assessment of Elemental Impurities / Tedizolid [S.3.2.05#016063190-01 Bayertt: s+ NS E |RHmE R
phosphate drug substance

3.2.5.4.1.1 T Specification / Tedizolid phosphate drug substance [M3.2.S.4.1#014120038-04 Bayertl: HES s E S E B

3.2.8.4.2.1  |ekET Analytical Procedures / Tedizolid phosphate drug M3. 2. S. 4. 2#014243132-02 Bayertt: 4+ TNHEE |[FHEER
substance
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3.2.5.4.3.1 [EWARL Elucidation of Structure and other Characteristics |M3.2.S.3.1#007834913-02 (NN | N Bayerth iy HRmEE [FHmE
/ Tedizolid phosphate drug substance

3.2.8.4.3.2  |hiT Validation of Analytical Procedures / Tedizolid M3.2.S. 4. 3%008200202-02 | | W Bayertl: o+ HERNWEE [FHnER
phosphate drug substance HPLC Method for Identity,
Assay, and Impurities of Tedizolid Phosphate (
and Drug Substance) TR701-I 1

3.2.5.4.3.3 |E®EZ2L Validation of Analytical Procedures / Tedizolid M3. 2. S. 4. 3200819960801 | NN T N Bayerth: o+ HERNHEE [FHmEE
phosphate drug substance ICP-OES Method for Heavy
Metals Content in Tedizolid Phosphate (TR701-J IR

3.2.5.4.3.4 |E®EZL Validation of Analytical Procedures / Tedizolid 3. 2.S. 4. 3800819960401 [N [ W Bayerth: Mo+ HERNHREE [FHmEE
phosphate drug substance GF-AAS for Palladium
Content in Tedizolid Phosphate (TR701-J I

3.2.5.4.3.5 |E®EAL Validation of Test for Assay and Impurities / S. 4. 3. 01#014480626-01 I Jl K| N UER [EA HRHEE RS R
Tedizolid phosphate drug substance

3.2.5.4.3.6  |EH2L Validation of Analytical Procedures / Tedizolid 3. 2.S. 4. 3800819960901 [N [ W Bayertl: Mo+ HERNHREE [FHmEE
phosphate drug substance GC Method for Residual
Solvents in Tedizolid Phosphate (TR701-J IR

3.2.8.4.3.7 |E®EZ2L Validation of Analytical Procedures / Tedizolid 3. 2.S. 4. 3800820020801 [N [ Bayertl: o+ HERNHREE [FHmEE
phosphate drug substance GC Method for Residual
- in Tedizolid Phosphate
(tr701-1HL

3.2.5.4.3.8 |E®EZL Validation of Analytical Procedures / Tedizolid M3. 2. S. 4. 3#008200205-01 | NN T N Bayerth: o+ HERHREE [FEmEE
phosphate drug substance JJUIMethod for
Residual in Tedizolid
Phosphate (TR701- .

3.2.5.4.3.9 |E®EZL Validation of Analytical Procedures / Tedizolid M3. 2. S. 4. 3#008199606-01 | NN T N Bayerth: o+ HERNHREE [FHmEE
phosphate drug substance Particle Size by Laser
Diffraction in Tedizolid Phosphate (TR701-| I

3.2.8. 4. 4.1 |kaT Batch Analyses / Tedizolid phosphate drug substance |M3.2.S.4.4#014221190-02 | NN TN Bayerth: o+ HERNHREE [FHmEE
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3.2.5.4.5.1 hET Justification of Specification / Tedizolid M3.2.S. 4. 5801424258302 | Bayertt: s+ NS E |RHMmE R
phosphate drug substance

3.2.5.4.5.2  |e&ET Stability Data / Tedizolid phosphate drug substance |M3.2.S.7.38014221727-03 | Bayertt: s+ NS E |RHMmE R

3.2.5.5. 1 UET Specification and Testing of Reference Standard / |S.5. 06#014445221-02 T e Bayerth: o+ A E [REmE R
Tedizolid phosphate drug substance

3.2.8.5.2 ET Specification and Testing of Reference Standard — |[S.5.07#014445222-02 Bayertt: HES s PSR
Impurities / Tedizolid phosphate drug substance

3.2.5.6.1 EHL Container Closure System / Tedizolid phosphate drug |M3.2.S.6#007804563-02 T e Bayertt: o+ HERNHREE [FHmEE
substance

3.2.8.7.1.1 |ZE®EZ2L Stability Summary and Conclusion / Tedizolid M3.2.s. 7. 1#014221197-01 | [ Bayertl: o+ HERNHREE [FHnEE
phosphate drug substance

3.2.8.7.3.1 EEARL Stability Summary and Conclusion / Tedizolid M3.2.S. 7. 1801422119701 | . Bayerth: iy NS E |RHMmE R
phosphate drug substance

3.2.5.7.3.2  |e&ET Stability Data / Tedizolid phosphate drug substance |M3.2.S.7.38014221727-03 | . Bayerth: iy NS E |RHMmE R

3.2.5.7.3.3  |ZE®RL Stability Data / Tedizolid phosphate drug substance |M3.2.S.7.38008330451-01 | . Bayertt: iy NS E |RHMmE R
stability testing procedure HPLC

3.2.8.7.3.4  |ZE®ERL Stability Data / Tedizolid phosphate drug substance |M3.2.S.7.3#008330452-01 Bayertt: s+ NS E |RHMmE R
validation of stability testing procedure HPLC
I 701

3.2.P. 1.1 EHEL Description and Composition of the Drug Product /  [M3.2.P.1#014165547—01 | ] . Bayertt: iy NS E |RHMmE R

[&EA] Tedizolid phosphate film—coated tablet 200 mg

3.2.P. 1.2 e Specification / Tedizolid phosphate film-coated M3. 2. P. 4. 18014204568-02 | . Bayertt: iy NS E |RHMmE R

[BEA] tablet 200 mg | Excipients
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3.2.P. 1.3 EHE L Container Closure System / Tedizolid phosphate film-|M3.2.P.7#007874890-04 N e Bayertt: iy NS E [RHMmE R
LE7I] coated tablet 200 mg

3.2.P.2.1.1.1 [&EHZR L Components of the Drug Product / Tedizolid M3. 2. P. 2. 18007950551-02 | | Bayertt: iy NS E |RHMmE R
[EEAI] phosphate film—coated tablet 200 mg

3.2.P.2.1.2.1 [&HZRL Components of the Drug Product / Tedizolid M3. 2. P. 2. 18007950551-02 | NN | W Bayertt: iy NS E |RHMmE R
[EEFHI] phosphate film—coated tablet 200 mg

3.2.P.2.2.1.1 [&HZR L Drug Product / Tedizolid phosphate film—coated M3. 2. P. 2. 2800840716501 | NN | W Bayertt: iy NS E |RHMmE R
[&EA] tablet 200 mg

3.2.P.2.2.2.1 [&HZRL Drug Product / Tedizolid phosphate film—coated M3. 2. P. 2. 2800840716501 | | W Bayertt: iy NS E |RHMmE R
[EEA] tablet 200 mg

3.2.P.2.2.3.1 [&HZRL Drug Product / Tedizolid phosphate film—coated M3. 2. P. 2. 2800840716501 | NN | W Bayertt: iy NS E |REHmE R
[EEA] tablet 200 mg

3.2.P.2.3.1 EHERL Manufacturing Process Development / Tedizolid M3. 2. P. 2. 3800840716402 | [ N | Bayerth: sk HRNmEE [FHmE
[EEFAI] phosphate film—coated tablet 200 mg

3.2.P.2.4.1 EHERL Container Closure System / Tedizolid phosphate film-|M3.2.P. 2. 4#007950552-03 | [ N | Bayertt: iy NS E |RHmE R
LEE7I] coated tablet 200 mg

3.2.P.2.4.2 |EFERL Container Closure System / Tedizolid phosphate film-M3.2.P.7#007874890-04 T e Bayerth: o+ HERNHREE [FHmEE
LEEAI] coated tablet 200 mg

3.2.P.2.5.1 R L Microbiological Attributes / Tedizolid phosphate M3. 2. P. 2. 58008407165-01 | NN | W Bayerth: iy NS E |RHmE R
[&EA] film—coated tablet 200 mg

3.2.P.2.5.2 |2&k7] Specification(s) / Tedizolid phosphate film-coated |M3.2.P.5.18014116629-02 | NNEEE | W Bayerfl: s+ A E (RS R
[&EA] tablet 200 mg

3.2.P.2.5.3 |tkz Stability Data / Tedizolid phosphate film—coated M3. 2. P. 8. 3#014243134-02 I R Bayertt: iy NS E |RHMmE R
[&EA] tablet 200 mg
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3.2.P.3. 1.1 Ry Manufacturer / Tedizolid phosphate film—coated M3. 2. P. 3. 1801416554603 [N | W Bayertt: iy NS E |RHMmE R
[&EA] tablet 200 mg

3.2.P.3.2.1 EHERL Batch Formula / Tedizolid phosphate film—coated M3. 2. P. 3. 28007809934-01 | | Bayerth: iy NS E |RHMmE R
[&EA] tablet 200 mg

3.2.P.3.3.1 ET Description of Manufacturing Process and Process M3. 2. P. 3. 38014482977-03 | | W Bayerth: sk HNmEE [FHmEkE
[EEHI] Controls / Tedizolid phosphate film-coated tablet

200 mg

3.2.P.3.4.1 EHERL Manufacturing Process Development / Tedizolid M3. 2. P. 2. 3800840716402 | [ N | Bayerth: Yok HRNmEE [FHmEkE
[EEFAI] phosphate film—coated tablet 200 mg

3.2.P.3.4.2 T Description of Manufacturing Process and Process M3. 2. P. 3. 3801448297703 | | W Bayerth: sk HRmEE [FHmE
[EEHI] Controls / Tedizolid phosphate film-coated tablet

200 mg

3.2.P.3.5.1 [£E®ARL Process Validation and/or Evaluation / Tedizolid M3. 2. P. 3. 5#007874573-02 Bayertt: 4+ TNHEE  [FHEER
[EEA1] phosphate film—coated tablet 200 mg

3.2.P. 4. 1.1 |ekzET Specification / Tedizolid phosphate film—coated M3. 2. P. 4. 1#014204568-02 Bayertt: 4+ TNHEE  [FHEE R
[EEAI] tablet 200 mg | Excipients

3.2.P.4.1.2 |EEARL Description and Composition of the Drug Product /  [M3.2.P.1#014165547-01 Bayertt: i+ TNHEE  [FHEE R
[HEA] Tedizolid phosphate film—coated tablet 200 mg

3.2.P.4.1.3 |E&EAL Specification / | NNKNKNKGNGN:-<ci -~ I 3. 2 P 4 1500844605201 Bayerfl ot HAHEE  [FHEE R
[EEAI]

3.2.P.4.2.1 ] Specification / Tedizolid phosphate film—coated M3. 2. P. 4. 1#014204568-02 Bayerth S+ s E [FHmE
[&EA] tablet 200 mg | Excipients

3.2.P.4.2.2 [ZEEZRL Analytical Procedures / |- cipient M3. 2. P. 4. 2#014453022-01 Bayerth HES+ NS E |RHmE R
[g271] L]

3.2.P.4.4. 1 R L Justification of Specification / | R M3. 2. P. 4. 4#008406799-01 Bayerth S+ s E [FHmE
[&EA] excipient

3.2.P.4.5.1 ZEHERL TSE Assessment / Tedizolid phosphate film—coated M3. 2. A. 2. 01#008406802-01 | NN | W Bayerth iy NS E |RHmE R
[&EA] tablet 200 mg
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3.2.P.5. 1.1 [&GT Specification(s) / Tedizolid phosphate film-coated |M3.2.P.5. 1801411662902 [N | N Bayerft s+ RS E  [FMEE R
[EEA] tablet 200 mg
3.2.P.5.1.2 [&®~ARL Analytical Procedures / Tedizolid phosphate film—  |M3.2.P.5.2#014116626-01 | NN TN Bayertt iy NS E |RHMmE R
[EEAN] coated tablet 200 mg
3.2.P.5.2.1 [&®~ZRL Analytical Procedures / Tedizolid phosphate film—  |M3.2.P.5.2#014116626-01 | NN TN Bayertt iy NS E |RHMmE R
[EEA] coated tablet 200 mg
3.2.P.5.2.2 |ekET Specification(s) / Tedizolid phosphate film-coated |M3.2.P.5.18014116629-02 | NNNEEE | W Bayertt iy NS E |RHMmE R
[EEA] tablet 200 mg
3.2.P.5.3.1 |ZE®EZARL Validation of Test for Identity / Tedizolid P. 5. 3. 04#014243135-01 T e Bayertt iy NS E |RHMmE R
[EEHI] phosphate film—coated tablet 200 mg | TR701

Identity (FT-IR)
3.2.P.5.3.2 [EWARL Validation of Analytical Procedures / Tedizolid M3. 2. P. 5. 3#007899810-01 I e Bayerth S+ HRNmEE  [FHmE
[5EA] phosphate film—coated tablet 200 mg / TR701-| N

Identity, Assay, Impurities, Uniformity of Dosage

Units
3.2.P.5.3.3 [EWARL Validation of Analytical Procedures / Tedizolid M3. 2. P. 5. 3#007874887-01 I e Bayerth S+ HRNmEE [FHmEk
[5EA] phosphate film—coated tablet 200 mg / TR701-| N

Dissolution
3.2.P.5.3.4 |E®EZL Drug Product / Tedizolid phosphate film-coated 3. 2. P. 2. 2#008407168-01 [N [ W Bayerth: o+ HERNHREE [FHnEE
[FEA] tablet 200 mg
3.2.P.5.3.5 |EHZL Manufacturing Process Development / Tedizolid M3. 2. P. 2. 3800840716402 | | N | Bayerth: o+ HERNHREE [FHmEE
[EEA1] phosphate film—coated tablet 200 mg
3.2.P.5.4.1 |kaT Batch Analyses / Tedizolid phosphate film-coated  |M3.2.P.5.4#014241997-02 | NN TN Bayerth: o+ HERNWEE  [FmE R
[FEA] tablet 200 mg
3.2.P.5.5.1 |ZE®ZxL Characterisation of Impurities / Tedizolid M3. 2. P. 5. 5#007874889-01 | NN T W Bayerth: Mo+ HERNHREE [FHmEE
[BEA] phosphate film—coated tablet 200 mg
3.2.P.5.5.2 | BaL Risk Assessment of Elemental Impurities / Tedizolid |P.5.5. 0501606385801 T N Bayerth: o+ HRNWEE  [FHnER
[EEA1] phosphate film—coated tablet 200 mg
3.2.P.5.6.1 |kaT Justification of Specifications / Tedizolid M3.2.P. 5. 68014242579-02 | [ W Bayertl: o+ HRNWEE  [FmER
[EEA1] phosphate film—coated tablet 200 mg
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3.2.P.6.1 EHERL Reference Standards or Materials / Tedizolid M3. 2. P. 68#007810403-01 N e Bayerth: S+ HRNmEE  [FHmE
[EEHI] phosphate film—coated tablet 200 mg
3.2.P.7.1 B L Container Closure System / Tedizolid phosphate film-|M3.2.P.7#007874890-04 T e Bayertt: iy NS E |RHmE R
LE7I] coated tablet 200 mg
3.2.P.8. 1.1 ] Stability Summary and Conclusion / Tedizolid M3. 2. P. 8. 18014116630-02 | | W Bayerth: iy NS E |RHMmE R
[EEHI] phosphate film—coated tablet 200 mg
3.2.P.8.2.1 [&®ZRL Post-Approval Stability Protocol and Stability M3. 2. P. 8. 28007928169-03 | | W Bayerth: iy NS E |REHmE R
[EEHI] Commitment / Tedizolid phosphate film—coated tablet

200 mg
3.2.P.8.3.1 e Stability Summary and Conclusion / Tedizolid M3. 2. p. 8. 18014116630-02 | | W Bayertt: iy NS E |RHMmE R
[EEAI] phosphate film—coated tablet 200 mg
3.2.P.8.3.2 |thz Stability Data / Tedizolid phosphate film—coated M3. 2. P. 8. 38014243134-02 | | W Bayertt: iy NS E |RHMmE R
[BEA] tablet 200 mg
3.2.P.8.3.3 [&H~RL Stability Data / Tedizolid phosphate film—coated M3. 2. P. 8. 38008451797-01 | | Bayertt: iy NS E |RHMmE R
[BEA] tablet 200 mg | Stability Testing Procedure HPLC
3.2.P.8.3.4 |[&EHRL Stability Data / Tedizolid phosphate film—coated M3. 2. P. 8. 3#008451798-01 I e Bayerth: iy NS E |RHMmE R
[EEHI] tablet 200 mg | Validation of Stability Testing

Procedure HPLC | (1: 701-H
3.2.P. 1.1 ETE Description and Composition of the Drug Product /  [M3.2.P.1#011960949-01 I R Bayerth: gy NS E |RHMmE R
(& ] Tedizolid phosphate lyophilized powder 200 mg for

injection
3.2.P. 1.1 BT Description and Composition of the Drug Product /  |M3.2.P. 1#007840486-01 I R Bayerth: iy NS E |RHmE R
(& Tedizolid phosphate lyophilized powder 200 mg for

injection
3.2.P.2.1.1.1 |[E®EAL Components of the Drug Product / Tedizolid M3. 2. P. 2. 1#007950251-01 I R Bayerth: gy NS E  [FHOE R
(& phosphate lyophilized powder 200 mg for injection
3.2.P.2.1.2.1 | E&E2R L Components of the Drug Product / Tedizolid M3. 2. P. 2. 1#007950251-01 | NN T W Bayerth: o+ HENHREE [FHmEE
(S phosphate lyophilized powder 200 mg for injection
3.2.P.2.2.1.1 [ZHZR L Drug Product / Tedizolid phosphate lyophilized M3. 2. P. 2. 2#014114325-01 I e Bayerth: gy NS E |RHmE R
(&A1 powder 200 mg for injection
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3.2.P.2.2.2.1 [&HZRL Drug Product / Tedizolid phosphate lyophilized M3. 2. p. 2. 2801411432501 [N | W Bayertt: iy NS E |RHMmE R
(& powder 200 mg for injection
3.2.P.2.2.3.1 | E&E2R L Drug Product / Tedizolid phosphate lyophilized M3. 2.p. 2. 2#014114325-01 | NN T N Bayerth: o+ AR [REmE R
[RER:Sp- powder 200 mg for injection
3.2.P.2.3.1 B L Manufacturing Process Development / Tedizolid M3. 2. P. 2. 3#014115966-01 I R Bayertt: iy NS E [RHmE R
(5] phosphate lyophilized powder 200 mg for injection
3.2.P.2.4.1 |EH®Z2L Container Closure System / Tedizolid phosphate M3.2.P.2.4#014115148-01 [N [ W Bayerth: o+ HRNImEE  [FHnEE
[A5A] lyophilized powder 200 mg for injection
3.2.P.2.5.1 B L Microbiological Attributes / Tedizolid phosphate M3. 2. P. 2. 5#008458066-01 I e Bayertt: iy NS E |REmE R
(& lyophilized powder 200 mg for injection
3.2.P.2.5.2 |kaT Batch Analyses / Tedizolid phosphate lyophilized  |M3.2.P.5.4#014115474-02 | NN TN Bayerth: o+ HRNImEE  [FHmEE
[A5A1] powder 200 mg for injection
3.2.P.2.5.3  |tkET Stability Data / Tedizolid phosphate lyophilized M3. 2. P. 8. 3#014250352-03 I R Bayertt: iy NS E R R
(& powder 200 mg for injection
3.2.P.2.6.1 |ZE®E72L Compatibility / Tedizolid phosphate lyophilized M3. 2. P. 2.6#007950256-02 | NN T N Bayerfl: Mo+ RS E WS R
[A5A1] powder 200 mg for injection
3.2.P.3.1.1 WET Manufacturer / Tedizolid phosphate lyophilized M3. 2. P. 3. 1#014454574-02 I R Bayertt: iy NS E |RHmE R
(& powder 200 mg for injection
3.2.P.3.2.1 |E®EZ2L Batch Formula / Tedizolid phosphate lyophilized M3. 2. P. 3. 2#007806994-01 | NN T N Bayerfl: Mo+ AR [RHmE R
[A5A1] powder 200 mg for injection
3.2.P.3.3.1 L Description of Manufacturing Process and Process M3. 2. P. 3. 3#014497518-01 I R Bayertt: S+ S E [RHmE R
(&A1 Controls / Tedizolid phosphate lyophilized powder
200 mg for injection
3.2.P.3.4.1 EE L Controls of Critical Steps and Intermediates / M3. 2. P. 3. 4400784048901 I R Bayertt: S+ HANHEE  |RHmE R
(&A1 Tedizolid phosphate lyophilized powder 200 mg for
injection

3.2.P.3.5.1 ERRL Process Validation and/or Evaluation / Tedizolid M3. 2. P. 3. 5#007840490-02 | | W Bayerth S+ HRNmEE [FHmE
(&A1 phosphate lyophilized powder 200 mg for injection
3.2.P.4.1. 1 L Specification / Tedizolid phosphate lyophilized M3. 2. P. 4. 1800787737802 | | W Bayertt: iy NS E |RHME R
(&A1 powder 200 mg for injection | Excipients
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3.2.P.4.2.1 |EEARL Specification / Tedizolid phosphate lyophilized M3.2.P. 4. 1#007877378-02 | Bayertt s+ RS E  [FMEE R
(& powder 200 mg for injection | Excipients
3.2.P.4.2.2 |EEAL Analytical Procedures / Tedizolid phosphate M3.2.P. 4. 2£007877380-02 | NN | W Bayertt: iy ERNEEE M
(551 lyophilized powder 200 mg for injection |

Excipients
3.2.P.4.5.1 [EWARL TSE Assessment / Tedizolid phosphate lyophilized M3.2.A. 2. 01#008451799-01 | Bayerth S+ HRNmEE  [FHmEkE
(571 powder 200 mg for injection
3.2.P.5. 1.1 [&&T Specification(s) / Tedizolid phosphate lyophilized |[M3.2.P.5.1#014115152-03 | Bayertl S+ RS (RS R
(551 powder 200 mg for injection
3.2.P.5.2.1  [k&T Analytical Procedures / Tedizolid phosphate M3.2.P. 5. 2801425212802 | Bayerth HES+ HRNmEE [FHmEkE
(& lyophilized powder 200 mg for injection
3.2.P.5.3.1 [EWARL Validation of Test for Identity / Tedizolid P. 5. 3. 04#014114053-01 [ ] . Bayerth S+ e E  [FHmE
[VEEAI] phosphate lyophilized powder 200 mg for injection |

TR701 Identity (FT-IR)
3.2.P.5.3.2 |E®EZL Validation of Analytical Procedures / Tedizolid M3.2.P.5.3#007899535-01 [N [ W Bayerth: o+ HERNWEE  [FHnER
[FEEAI] phosphate lyophilized powder 200 mg for injection /

TR701-JJl} Wl dentity, Assay and Degradation

Products
3.2.P.5.4.1  |ek=T Batch Analyses / Tedizolid phosphate lyophilized M3. 2.P. 5. 4801411547402 | . Bayertt ES+ RS [FHMEE R
(& powder 200 mg for injection
3.2.P.5.5.1 [EWARL Characterisation of Impurities / Tedizolid V3. 2. P. 5. 5#008475589-01 (NN . Bayerth S+ e E  [FHmEkE
(& phosphate lyophilized powder 200 mg for injection
3.2.P.5.5.2  [Br# Risk Assessment of Elemental Impurities / Tedizolid |P.5.5.05#016064336-01 [ ] . Bayerth HES+ HRmEE [FHmEE
(& phosphate lyophilized powder 200 mg for injection
3.2.P.5.6.1 ] Justification of Specifications / Tedizolid M3. 2. P. 5. 6801424986402 | . Bayerth S+ HRNmEE [FHmEk
(& phosphate lyophilized powder 200 mg for injection
3.2.P.6.1 EEARL Reference Standards or Materials / Tedizolid M3. 2. P. 68007807442-01 [ ] . Bayerth S+ s E [FHmE
(& phosphate lyophilized powder 200 mg for injection
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3.2.P.7.1 EHE L Container Closure System / Tedizolid phosphate M3. 2. P. 7#014116332-01 [ Bayertt: s+ NS E [RHMmE R
(& lyophilized powder 200 mg for injection
3.2.P.8. 1.1 EHERL Stability Summary and Conclusion / Tedizolid M3. 2. P. 8. 1801424986201 | Bayertt: s+ NS E |RHmE R
(&A1 phosphate lyophilized powder 200 mg for injection
3.2.P.8.2.1 EHERL Post—Approval Stability Protocol and Stability M3. 2. P. 8. 2800792817004 | . Bayerth: S+ HRNmEE [FHmEE
(&A1 Commitment / Tedizolid phosphate lyophilized powder
200 mg for injection
3.2.P.8.3.1 |ZEHZ2L Stability Summary and Conclusion / Tedizolid M3. 2. P. 8. 1#014249862-01 | NN T N Bayerth: o+ HERNHREE [FHmEE
[ phosphate lyophilized powder 200 mg for injection
3.2.P.8.3.2 |kaT Stability Data / Tedizolid phosphate lyophilized M3. 2. P. 8. 3#014250352-03 | NN T N Bayerth: o+ HERNHREE [FHmEE
VA powder 200 mg for injection
3.2.P.8.3.3 |EFEARL Stability Data / Tedizolid phosphate lyophilized M3. 2. P. 8. 3#008488723-01 | NN T N Bayertt: o+ HERNHREE [FHmEE
VA powder 200 mg for injection | Stability Testing
Procedure HPLC
3.2.P.8.3.4 |EFEARL Stability Data / Tedizolid phosphate lyophilized 3. 2. P. 8. 3#008488724-01 [N [ W Bayertl: o+ HERNHREE [FHmEE
[VEEAI] powder 200 mg for injection | Validation of
Stability Testing Procedure HPLC | RN
(tr701-- R
3.2.A. 1 EHERL TSE Assessment / Tedizolid phosphate film—coated M3. 2. A. 2. 01#008406802-01 | NN . Bayerth: s+ s E  [FHmEk
tablet 200 mg
3.2.A.2 EHEARL TSE Assessment / Tedizolid phosphate lyophilized M3. 2. A. 2. 01#008451799-01 | . Bayerth: s+ HRNmEE [FHmEk

powder 200 mg for injection
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4.2.1.1. 1 TR-700 in vitro Spectrum of Activity, R-9229/MCR-08-0701-016 || R EEEEIN | 58 i@ | HEs+ NS E BELE
Tentative Disk Diffusion Breakpoints, I
Environmental Variables, and Agar versus Iy
Broth Microdilution
12.1.1.2 In Vitro Activity of TR-700, an R-9197/PHA-07-0701-063 | NN I I iz NS E At R
Investigational Oxazolidinone Antibacterial N
Agent, Linezolid, Vancomycin, and Oxacillin
Versus a Spectrum of Aerobic and Anaerobic
Gram—positive and Gram—negative Bacterial
Clinical TIsolates
4.2.1.1.3 In vitro antibacterial activities of DA-70157 [R-9209/PHA-07-0701-041 |/ S EEE I B B [Donc-A Pharmaceuticals, [#ESH R EE ZEG L
and DA-70218 against Metnicillin— Yongin—Si, Korea
Title resistant staphylococcus aureus (MRSA)
and vancomycin-resistant
enterococci (VRE).
4.2.1.1.4 Activity of oxazolidinone TR-700 (Trius) R-9211/PHA-08-0701-003 iz RAEEE AR
compared with linezolid vs. linezolid-—
susceptible and - resistant staphylococci and I«
enterococci
4.2.1.1.5 Comparative In Vitro Activity of a Novel R-9198/PHA-07-0701-042 | N I B B [Donc-A Pharmaceuticals, [¥ESH RS E ZEGE
Oxazolidinone, DA-T157, Against Yongin—Si, Korea
Recent Clinical Isolates of Aerobic and /|
Anaerobic Bacteria in Korea o -
4.2.1.1.6 In vitro antibacterial activily of DA-7157 R-9214/PHA-07-0701-047 | (M N B [Dong : Pharmaceuticals, |WEdF NG E BEEE
against Macrolide—Resistant Yongin—Si, Korea
staphylococci and enterococci.
12.1.1.7 In vitro Antimicrobial Activity Study of TR- |R-9205/MCR-12-0701-056 | iNNEE |1 DE B EN NS E AR
700 and Reference Antimicrobial Agents ]
Against Methicillin—resistant Staphylococcus e
aureus (MRSA)
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4.2.1.1.8 In Vitro Activity Profile of TR-700 R-9206/MCR-11-0701-016 (IS | 58 i 1 WS+ TR T SR
(Torezolid) and Comparators Against L N
Target Pathogens from the US and Europe
4.2.1.1.9 Activity of TR-700 Against Vancomycin— R-9210/PHA-08-0701-017 |-—|-___. Trius Therapeutics, 2 TS E SE AR
Susceptible and —Resistant Staphylococcus San Diego, CA, USA
aureus Isolates
1.2.1.1.10 _ |Study of TR-700, a Novel Oxazolidinone, R-9212/PHA-08-0701-006 | NN | ¥ 1 0 ] iz NS E At R
Tested Against Gram—positive Species Isolates [N
Having Well-Characterized Resistances to
Linezolid
1.2.1.1.11  |TR-700 In Vitro Activity Against Saureus with |R-9253/PHA-09-0701-025 (IR I I iz NS E BEBER
cfr-mediated Resistance to Linezolid ]
|
Spain
4.2.1.1.12 |In Vitro Activity of Tedizolid (TR-700) R-9204/MCR-12-0701-057 _—I-I—I_ N TS & FERZ R
Against Clinically Relevant Gram—Negative UsA
Pathogens
4.2.1.1.13 In Vitro Antibacterial Activity of DA-7157 R-9199/PHA-07-0701-044A |- |-___. Dong-A Pharmaceuticals, [#E&: TS E SE AR
Yongin—Si, Korea
1.2.1.1.14  |Comparison of In Vitro Activity of Torezolid |R-9203/PHA-09-0701-024 _—_-.—I_ AT TS & SEG
(TR-700) Versus Linezolid Against 3 Chlamydia [ A
4.2.1.1. 15 In vitro antibacterial activities of DA-7157 [R-9200/PHA-07-0701-045 | I B B [Donc-A Pharmaceuticals, [¥ESH RN EE ZEGE
(formerly DA-70157, parent drug of Yongin—Si, Korea
DA-7218) against Mycoplasma pneumoniae and
Legionella pneumophila
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4.2.1.1.16  |The Activity of TR-700, a Novel Oxazolidinone |R-9201/PHA—08-0701-033 | NN I I N NS E At AR
Antibacterial Agent, Against UsA
Multiple Clinical Isolates of the Anaerobic
Bacterium Clostridium difficile

4.2.1.1. 17 In vitro Activity of Torezolid (TR-700) R-9202/PHA-09-0701-018 (I EEEEEI | 58 i 1} S+ TR T STAf R
against N. gonorrhoeae I S A

1.2.1.1.18  |In Vitro Activity of Tedizolid (TR-700) R-9227/PHA-13-0701-084 [__I-I—I_ N TS & FERZ R
Against Staphylococcus aureus and UsA
Enterococcus spp. with Characterized
Resistance Mechanisms

4.2.1.1.19 Inhibition of protein synthesis by DA-7157 R-9216/PHA-07-0701-039 |- |-___. Dong-A Pharmaceuticals, [#ES: TS E SE AR
determined by the in vitro coupled Yongin—Si, Korea
transcription and translation assay system

4.2.1.1.20 Effect of TR700 on Staphylococcus aureus R-9217/PHA-08-0701-034 | NN N B B [1:ius Therapeutics, A NS E PSR
Macromolecular Synthesis using Metabolic San Diego, CA, USA
Labeling

4.2.1.1.21  |Effect of TR-700 and TR-701 on Rat Heart R-9030/SPH-08-0701-028 | NN I I iz TN E BEBER
Mitochondrial Protein Synthesis ]

USA
4.2.1.1.22 Time—Kill Kinetics of DA-7157 R-9218/PHA-07-0701-060 || I B B [Donc-A Pharmaceuticals, [¥ESH R EE ZE G
Yongin—Si, Korea

4.2.1.1.23 In vitro and in vivo Time-Kill Study of TR- [R-9220/PHA-09-0701-017A | I B B (7rius Therapeutics, sk R EE BRI

701 in Mice San Diego, CA, USA
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4.2.1.1.24 |In Vitro PK/PD Investigations of IR - 700, the |R-9219/PHA-08-0701-029 |IN N B N T | NS E SELF
Active Ingredient of the Antibacterial Iy
Prodrug TR - 701, A New Oxazolidinone
Antibiotic for the Treatment of Infections
Caused by Multidrug Resistant Gram -
Positive Bacteria
4.2.1.1.25 The study for mutation frequency of DA-7157 |R-9222/PHA-07-0701-049 (I I B B [Donc-A Pharmaceuticals, [¥ESH RN EE ZEGE
in enterococci and Yongin—Si, Korea
staphylococci
1.2.1.1.26  |Determination of Resistance Selection Rates |R-9223/PHA-13-0701-074 | | ¥ 1 0 ] iz NS E AR
for TR-700 by Passaging and Single-Step I s\
Mutational Analysis with Follow—up Resistance
Mechanism Testing
4.2.1.1.27  [Spontaneous Mutation Frequency of Tedizolid |R-9224/PHA-13-0701-076 | I I N 228 PR FEAmE
and Linezolid Against Streptococcus pyogenes, UsA
Streptococcus agalactiae, and Enterococcus
faecalis
4.2.1.1.28 The study tor the mutation mechanism of DA- |R-9225/PHA-07-0701-050 | (M N B [Dong ! Pharmaceuticals, |WEdF NS E SEEE
7157 against enterococci Yongin—Si, Korea
4.2.1.1.29 The study of mutation mechanism of DA-7157  |R-9226/PHA-07-0701-051 (I I B B [DoncA Pharmaceuticals, [¥ESH N BAEEE
against MRSA Yongin—Si, Korea
4.2.1.1.30 Development of Resistance to Tedizolid and R-9228/PHA-12-0701-066 __l-___.—l_ s+ AN E R B
Linezolid During In Vitro Serial Passage of UsA
Beta—Hemolytic Streptococci and Enterococcus
faecalis
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1.2.1.1.31  |In Vitro Activity of Tedizolid (TR-700) R-9237/PHA-08-0701-015 | NN I I N NS E At AR
Against Staphylococcus aureus and UsA
Enterococcus spp. with Characterized
Resistance Mechanisms
4.2.1.1.32 Antibacterial Activities of Tedizolid in R-9238/CPH-12-0701-052A (I (M I W [7rius Therapeutics, A NS E PSR
Combination with Antibiotics Used to Treat San Diego, CA, USA
Gram-Negative Infections, Determined by
Checkerboard Methods
1.2.1.1.33 _ |In Vitro Evaluation of the Antibacterial R-9239/PHA-08-0701-023 __I-I—I_ N TS & FEAZ R
Activity of TR-700 in Combination with UsA
Antifungal Agents
4.2.1.1.34 Postantibiotic effects of DA-7157 R-9240/PHA-07-0701-061 || (I B [0onc A Pharmaceuticals, |Widh NG E SEEE
Yongin—Si, Korea
4.2.1.1.35  |In Vitro Activity of TR-700 Against PVL- R-9241/PHA-08-0701-010 [-—l-'-I—|_ TN HRREE FEAmE R
Negative and PVL-Positive Staphylococcus i
aureus
4.2.1.1.36 The Effect of Serum on the In Vitro R-9252/PHA-09-0701-011 (I N (M B [1:ius Therapeutics, A NS E PSR
Antibacterial Activity of TR-700 and TR-701 San Diego, CA, USA
4,2.1.1.37 In vitro Time—Kill Kinetics of Tedizolid R-9221/CPH-12-0701-051 | AN (I D B [7:ius Therapeutics, fizas N EE BRI
versus Staphylococcus aureus with 50% Human San Diego, CA, USA
Serum
4.2.1.1.38 Antimicrobial Activity of TR-700 Metabolites [R-9196/PHA-12-0701-055 ([N I B B (1rius Therapeutics, sk RN EE BRI
San Diego, CA, USA
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4.2.1.1.39 In vivo activity of DA-7218 against R-9247/PHA-07-0701-057 | I B B [Donc-A Pharmaceuticals {5+ NS E ZEG L
methicillin-resistant Staphylococcus aureus Yongin—Si, Korea
M126 in murine skin and soft tissue
infections

4.2.1.1.40 Efficacy of TR-701 Against Staphylococcus R-9245/PHA-08-0701-022 (I (M I B [1:ius Therapeutics, San |VEsh NG E FEE R
aureus MRSA in a Rat Skin and Soft Tissue Diego, CA, USA
Infection Model

I S

4,2.1.1.41 Efficacy of DA-70218 Against Staphylococcal [R-9242/PHA-07-0701-052 (I I B B [DoncA Pharmaceuticals, [¥ES+ R EE ZEGE
Systemic Infections in Mice Yongin—Si, Korea

4,2.1.1.42 Efficacy of DA-7218 Against Methicillin- R-9243/PHA-07-0701-053 | I B B [Donc-A Pharmaceuticals, [¥ESH RS S ZEGE
Resistant Coagulase—-Negative Staphylococcal Yongin—Si, Korea
Systemic Infections in Mice

4,2.1.1.43 Efficacy of DA-7218 Against Enterococcal R-9244/PHA-07-0701-054 | I B B [Donc-A Pharmaceuticals, [#ESH RS E ZEGE
Systemic Infections in Immunocompromised Mice Yongin—Si, Korea

4.2.1.1.44  |[Efficacy of TR-701 and TR-700 versus the R-9213/PHA-08-0701-002 || T W [7-ius Therapeutics, HEs+ N E FEAfh R
Linezolid—and Methicillin—-Resistant San Diego, CA, USA
Staphylococcus aureus cfr strain CM/05 In
Vitro or In Vivo

4.2.1.1.45 In vivo efficacy of DA-70218 in a murine R-9246/PHA-07-0701-056 | (N N B [Dong ! Pharmaceuticals, |WEdF NS E SEEE
pneumonia model Yongin—Si, Korea

4.2.1.1.46 Comparative Efficacy of TR 701, Vancomycin  |R-9248/PHA-13-0701-069 . . 2 TR SEER
and Daptomycin in a Rabbit Model of ]
Methicillin - Resistant Staphylococcus aureus i
(MRSA) Endocarditis
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4.2.1.1.47 Comparative Activities of TR-700 (Torezolid) [Betriu C, Betriu C - Servicio de I Antimicrob Agents =G F
against Staphylococcal Antimicrob Agents Microbiologia Clinica, Chemother, 2010, 54,
Blood Isolates Collected in Spain Chemother, 2010, 54, Hospital Clinico San 2212-2215.
2212-2215. Carlos, Madrid, Spain
4.2.1.1.48 Activity of oxazolidinone TR-700 against Livermore DM, Livermore DM - Health Protection Agency |5+ J Antimicrob =G F
linezolid-susceptible and -resistant J Antimicrob Chemother, Centre for Infections, Chemother, 2009, 63,
staphylococci and enterococci 2009, 63, 713-715 London, UK 713-715
4.2.1.1.49 In Vitro Activities of DA-7157 and DA-7218 Vera—Cabrera L Vera—Cabrera L - Hospital Universitario %S Antimicrob Agents SEZ G R}
against Mycobacterium tuberculosis and Antimicrob Agents Jose ” E. Gonza  lez, Chemother, 2006
Nocardia brasiliensis Chemother, 2006, 50, Monterrey, Mexico 50, 3170-3172
3170-3172
4.2.1.1.50 Cellular pharmacokinetics and intracellular [Lemaire S, Lemaire S - Unite ~ de Pharmacologie [¥E4}+ J Antimicrob HEEE
activity of torezolid (TR-700): studies with |J Antimicrob Chemother. cellulaire et Chemother. 2009, 64,
human macrophage (THP-1) and endothelial 2009, 64, 1035-1043 mole ~ culaire, 1035-1043
(HUVEC) cell lines Universite ~ catholique
de Louvain, Brussels
Belgium
4.2.1.1.51 Novel Ribosomal Mutations in Staphylococcus Locke JB, Locke JB - Trius Therapeutics, HEF+ Antimicrob Agents BEEE)
aureus Strains Identified through Selection [Antimicrob Agents San Diego, CA, USA Chemother, 2009, 53
with the Oxazolidinones Linezolid and Chemother, 2009, 53, 5265-5274
Torezolid (TR-700) 5265-5274.
4.2.1.1.52 Structure—Activity Relationships of Diverse [Locke JB, Locke JB - Trius Therapeutics, San |WEs+ Antimicrob Agents BELE)
Oxazolidinones for Linezolid-Resistant Antimicrob Agents Diego, CA, USA Chemother
Staphylococcus aureus Strains Possessing Chemother 2010, 54, 5337-5343
the cfr Methyltransferase Gene or Ribosomal 2010, 54, 5337-5343
Mutations
4.2.1.1.53 Antivirulence Potential of TR-700 and Yamaki J, Yamaki J - University of Southern %S Antimicrob Agents HE Gk

Clindamycin on Clinical Isolates of
Staphylococcus aureus Producing Phenol-
Soluble Modulins

Antimicrob Agents
Chemother, 2011,
4432-4435

55,.

California, CA, USA

Chemother, 2011,
55,. 4432-4435
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4.2.1.1.54 Activity of Tedizolid (TR-700) against Well— [Thomson KS, Thomson KS - Creighton University, s Antimicrob Agents ZEEF
Characterized Methicillin—-Resistant Antimicrob Agents Omaha, NE, USA Chemother
Staphylococcus aureus Strains of Diverse Chemother 2013, 57, 2892-2895
Epidemiological Origins 2013, 57, 2892-2895
4.2.1.1.55 In Vivo Pharmacodynamics of Torezolid Louie A, Louie A - Ordway Research I Antimicrob Agents ZEEF
Phosphate (TR-701), a New Oxazolidinone Antimicrob Agents Institute, Albany, NY, Chemother
Antibiotic, against Methicillin—Susceptible [Chemother USA 2011, 55, 3453-3460
and Methicillin—Resistant Staphylococcus 2011, 55, 3453-3460
aureus Strains in a Mouse Thigh Infection
Model
4.2.1.1.56 Comparative Efficacies of Human Simulated Keel RA Keel RA - California Northstate I Antimicrob Agents ZE Gk
Exposures of Tedizolid and Linezolid against [Antimicrob Agents College of Pharmacy, Chemother
Staphylococcus aureus in the Murine Thigh Chemother Rancho Cordova, CA, USA 2012, 56, 4403-4407
Infection Model 2012, 56, 4403-4407
4.2.1.1.57 Impact of Granulocytes on the Antimicrobial Drusano GL Drusano GL - Ordway Research TS Antimicrob Agents SZ BB
Effect of Tedizolid in a Mouse Thigh Antimicrob Agents Institute, Albany, NY, Chemother
Infection Model Chemother USA 2011, 55, 5300-5305
2011, 55, 5300-5305
4.2.1.1.58 Activity of Tedizolid Phosphate (TR-701) in [Choi S Choi S - Dong-A Pharmaceuticals, |{F5+ Antimicrob Agents ZEEF
Murine Models of Infection with Penicillin— [Antimicrob Agents Yongin—Si, Korea Chemother
Resistant and Penicillin-Sensitive Chemother 2012, 56, 4713-4717
Streptococcus pneumoniae 2012, 56, 4713-4717
4.2.1.1.59 Comparative In Vivo Efficacies of Epithelial |[Tessier PR Tessier PR - Hartford Hospital, A Antimicrob Agents 2GR}

Lining Fluid Exposures of Tedizolid
Linezolid, and Vancomycin for Methicillin—
Resistant Staphylococcus aureus in a Mouse
Pneumonia Model

Antimicrob Agents
Chemother
2012, 56, 2342-2346

Hartford, CT, USA

Chemother
2012, 56, 2342-2346
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4.2.1.1.60 Comparative Pharmacodynamics of the New Lepak AJ Lepak AJ - University of Wisconsin, [{#4+ Antimicrob Agents ZEEF
Oxazolidinone Tedizolid Phosphate and Antimicrob Agents Madison, WI, USA Chemother
Linezolid in a Neutropenic Murine Chemother 2012, 56, 5916-5922
Staphylococcus aureus Pneumonia Model 2012, 56, 5916-5922

12121 Selectivity and Specificity of TR-700 in R—9084/SPH-07-0701-040 _—_-.—I_ VAT TN & S E 0
Radioligand Binding and Biochemical Assays o

12.1.2.2 In Vitro Determination of IC50 Values for TR- |R-9085/SPH-07-0701-015A | | ¥  im_ ] 27 HNREE B E LR
700 Versus Monamine Oxidase A and Monamine i
Oxidase B

12123 Tn Vitro Pharmacology: MAO Receptor Binding |R-9086/SPH-08-0701-011A _—_-I—I_ VAT TS S EF
and Enzyme Assays -
— Study of TR701, TR700 and LZD -

4.2.1.2.4 In Vitro Pharmacology: MAO Receptor Binding [R-9087/PHA-12-0701-030 |/ SN | & B ] HEs- NS E ST R
and Enzyme Assays I
- Study of TR701, TR700 and LZD -

4.2.1.2.5 Tmprovement of MAO-B Reversibility Assay R-9098/SPH-12-0701-061 | I I N 151 ERNWEE AR
and Testing of Reversible / Irreversible I
Inhibitors

4.2.1.3.1 Study on the effects of DA-7218 on body R-9059/SPH-07-0701-074 || | & i ] HEs+ NS E ST R
temperature in ICR mice ]

Korea

4.2.1.3.2 _ [Study on the effects of DA-7218 on R-9049/SPr-07-0701-019 (I _-.—I_ HIZIS HREEE FEAZ R

spontaneous locomotor activity in ICR mice ]
Korea
4.2.1.3.3 Study on the effects of DA-7218 on motor R-9048/SPH-07-0701-020 | o+ HERHEE FEAE R

coordination in ICR mice

|

Korea
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1.2.1.3.4 Study on the effects of DA-7218 on R-9050/SPH-07-0701-063 | | ¥ i m ] 27 R SEAmE B
hexobarbital induced hypnosis in ICR mice ]
Korea
4.2.1.3.5 Study on the effects of DA-7218 on R-9066/SPH-07-0701-073 (I | & i ] HEs- NS E ST EH
electroshock—induced convulsion in ICR mice ]
Korea
1.2.1.3.6 Study on the effects of DA-7218 on convulsion |R-9067/SPH-07-0701-071 | | ¥ i m ] 21 RS SEAmE B
induced by pentylenetetrazole in ICR mice ]
Korea
4.2.1.3.7 Study on the effects of DA-7218 on convulsion [R-9068/SPH-07-0701-072 |- ____.—I_ s+ NS E R B
induced by strychnine in ICR mice ]
Korea
4.2.1.3.8 Study on the effects of DA-7218 on analgesia |R-9069/SPH-07-0701-070 (I | 1 1w 0O O] Tz NS E A
using hotplate in ICR mice ]
Korea
4.2.1.3.9 Study on the effects of DA-7218 on analgesia |R-9070/SPH-07-0701-069 | I I 151 FERNWEE AR
using acetic acid in ICR mice ]
Korea
1.2.1.3.10  |Evaluation of Trius compound TR-701 FA R-0074/PHA-12-0701-031A [—_[-_-I—I_ N TS & SEGRT
against known MAO inhibitors and an SSRI on I _USA
head twitch behavior and monoamine content in
mouse brain
42 1.3 11 |Study on the effects of DA-7218 on general _ |R-9075/5Pi-07-0701-018 | _-.—I_ VAT TN & SR
behavior in rats ]
Korea
1.2.1.3.12  |Study on the effects of DA-7218 R-9076/SPH-07-0701-033 | _-.—I_ VAT TN & S E LR
on hERG channel expressed in CHO cells ]
Korea
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1.2.1.3.13  |DA-7157 Effects on hERG tail current recorded |R-9077/SPH-07-0701-067 | NN | X T ] TSt TR BELE}
from stably transfected HEK-293 cells ]
I | = n.d
4.2.1.3.14  |Study on the offects of DA-7218 on isolated [R-9078/5PH-07-0701-030 | _-.—I_ VAT TN & SR
rat heart ]
Korea
42 1.3.15  |Study on the offects of DA-7157 on isolated |R-9065/5PH-07-0701-081 | _-.—I_ VAT TN & SR
rat heart ]
Korea
1.2.1.3.16  |Effect of TR-701 in Combination with Tyramine |R-9064/SPH-07-0701-016 | | ¥  im_ ] TSt R SEGE
on In Vivo Cardiovascular Function in Rats i
1.2.1.3.17  |TR-701: Tyramine Challenge Assay in R-9063/SPH-08-0701-003 | NN I N B TSt RS SEGE
Conscious, Radiotelemetry-Instrumented Male ]
Sprague—Dawley Rats | ]
1.2.1.3.18  |Study on the effects of DA-7218 on blood R-9062/SPH-07-0701-017 | | ¥ i m ] TSt R SEAmE R
pressure, heart rate and ECG in dogs using a ]
radiotelemetry system Korea
1.2 1.3.19  |Study on the effects of DA-7218 on R-9061/SPH-07-0701-075 | [-___.—I_ VAT TN & SR
respiration rate and respiration volume in ]
rats Korea
4.2.1.3.20  |Study on the effects of DA-7218 on renal ?-9060/5P1-07-0701-078 | _-.—I_ VAT TN & SR
function in rats ]
Korea
4.2.1.3.21 Study on the effects of DA-7218 on R-9057/SPH-07-0701-076 (I | & i ] HEs+ NS E ST EH
gastrointestinal transport in ICR mice ]
Korea
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4.2.1.3.22 Study on the effects of DA-7218 on gastric  |R-9058/SPH-07-0701-077 (I | 8 i@ ] TS+ NS ST & R
secretion in rats |
Korea
4.2.1.3.23 Study on the effects of DA-7218 on the R-9054/SPH-07-0701-079 (IS | & i ] HEs+ NS E ST EH
isolated guinea pig ileum ]
Korea
1.2.1.3.24  |Study on the effects of DA-7157 on isolated |R-9055/SPH-07-0701-082 | | ¥ T m ] TSt TR SEAmE R
guinea pig ileum ]
Korea
4.2.2.1.1 Analytical method validation ofDA-7157 in R-9107/PDM-07-0701-059 | I B B ()ong A Pharmaceuticals, [¥ESh NS E S ER
mice plasma using LC/MS/MS Yongin-Si, Korea
4.2.2.1.2 Validation of an LC-MS/MS Procedure for the |R-9106/BAN-10-0701-007 | ) . 1S+ N REATE R
Quantification of TR-700 and TR-701FA in B
K3EDTA Mouse Plasma
4.2.2.1.3 Method Validation of DA-7157 (an active R-9105/PDM-07-0701-036 (I | & 1B ] HEs+ NS E ST EH
metabolite of DA-7218) in the rat plasma I
using LC/MS/MS o ca
1.2.2.1.4 Validation of an LC-MS/MS Procedure for the |R-9113/BAN-08-0701-059 | I N N TN & A Z R
Quantification of TR-700 and TR-701 in K3EDTA [
Rat Plasma
1.2.2.1.5 Partial Validation of an LC-MS/MS Procedure |R-9111/BAN-12-0701-043 | IR D R SEAmE R
for the Quantification of TR-701 FA and TR s
700 in K3EDTA Rat Plasma
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1.2.2.1.6 Partial Validation of an LC-MS/MS Procedure |R-9110/BAN-12-0701-044 | B D TR SEAmE B
for the Quantification of TR 700 in K3EDTA s
Rat Plasma with a Decreased LLOQ

1.2.2.1.7 Validation of an LC-MS/MS Procedure for the |R-9112/BAN-12-0701-042 | iy ENREE AT 25
Quantification of TR-700 in Rat Milk s

4.2.2.1.8 Validation of a Chiral UHPLC/MS/MS Assay for |R-9114/BAN-13-0701-070 s+ TS E SEA R
the Determination of TR-700 and (S)-TR-700 s
Concentrations in Rat Plasma

4.2.2.1.9 Quantification of TR-700 in K3EDTA Rabbit R-9115/BAN-09-0701-028 s+ TS E SEAM R
Plasma by LC-MS/MS using Protein 8
Precipitation for Sample Cleanup

4.2.2.1.10 Analytical method validation of DA-7218 and [R-9116/PDM-07-0701-037 | I B B ()ong- A Pharmaceuticals, [¥ESh PR B R
DA-7157 in beagle dog plasma Korea
using LC-MS/MS

1.2.2.1.11 _ |Method Validation of DA-7157 (an active R-9117/PDM-07-0701-038 | iy ENEREE AT 25
metabolite of DA-7218) in the dog plasma ]
using LC/MS/MS ;-

1.2.2.1.12  |Validation of an LC-MS/MS Procedure for the |R-9122/BAN-08-0701-036A |HNEN I N N TN & A Z R
Quantification of TR-700 and TR-701 in K3EDTA [
Beagle Dog Plasma

4.2.2.2.1 Pharmacokinetics of TR-701 and TR-700 R-9120/PDM-07-0701-023 | I B B ()ong A Pharmaceuticals, [¥ESh NS E S ER
Following IV or Oral Administration to Mice Yongin—Si, Korea

12222 Pharmacokinetics of TR-701 and TR-700 ?-9119/PDM-07-0701-027 | _-I—I— 2N TN & eI
Following IV or Oral Administration to Rats -
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4.2.2.2.3 A Single-Dose Oral (Gavage) Pharmacokinetic [R-9118/PDM-11-0701-021 s NS E R R
Study of TR-701FA in Long Evans Rats
4.2.2.2.4 Pharmacokinetics of DA-7218 and DA-7157 after [R-9121/PDM-07-0701-025 s TN EE P IS v
single intravenous and oral
administration of DA-7218 to beagle dogs
4.2.2.3.1 Toxicokinetic for MN test of DA-7218 R-9130/PDM-07-0701-026 B - st NS E S ER
1.2.2.3.2 Tissue Distribution Using Quantitative Whole |R-9129/PDM-08-0701-021A [ ¥ T B ] St RS SEAmE R
Body Autoradiography (QWBA) and Excretion ]
Balance in Male and Female Rats following B
Intravenous and Oral Administration of
[14C]-TR-701
4.2.2.3.3 Tissue distribution of DA-7218 and linezolid |[R-9128/PDM-07-0701-029 N o s NS E S ER
in rats
4.2.2.3. 4 Tissue Distribution and Excretion Balance in [R-9123/PDM-08-0701-020A R . A AN E PSR
Male and Female Beagle Dogs Following ]
Intravenous and Oral Administration of [14C]- I S
TR-701
4.2.2.3.5 Protein binding of DA-7157 in mouse, rat, R-9124/PDM-13-0701-080 (I N B [Dong ? Pharmaceuticals, |WEdF AN E BEEFR}
dog, human plasma
4.2.2.3.6 Protein binding of DA-7218 and DA-7157 in R-9125/PDM-13-0701-081 (I B [0onc 2 Pharmaceuticals, |Widh N E FEAfh R
mouse, rat, dog, and human EDTA-treated
plasma
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4.2.2.3.7

Tedizolid (TR-700): An In-Vitro Non-GLP
Rabbit and Monkey Plasma Protein Binding
Assessment

R-11281

Study of the Cellular Uptake and Subcellular
Distribution of the Oxazolidinone Tedizolid
in Murine J774 Macrophages: Lack of
Association with Mitochondria

R-9127/PDM-13-0701-082

Assessment of Systemic Exposure to TR-700
Enantiomers after Single—Dose Oral

Administration of TR-701 FA to Sprague Dawley

Rats

R-9126/PDM-13-0701-083

[14C]BAY 1192631/TR-701 FA: Excretion of
Radioactivity in the Intact and Bile Duct-—
Cannulated Rat, Enterohepatic Recirculation
and Biotransformation Following Single
Intravenous or Oral Administration

PH-38986/KINM 140110-MAN

In Vitro Metabolic Stability of TR-701 and
TR-700

R-9131/PDM-07-0701-028

Metabolic Stability of TR-701 and Formation
of TR-700 Using a Rat Liver S9 Fraction

R-9132/PDM-09-0701-010

Identification of Human Sulfotranferase
(SULT) Isoforms Involved in the In Vitro
Metabolism of Tedizolid

R-11274/CPH-14-0701-104

Inhibitory effect of DA-7218 and DA-7157 on
CYP450s using the cocktail probe substrates

R-9150/PDM-07-0701-034

HBREHER HBREIESH HiEE B Ak
I B B (Cubist Pharmaceuticals, |#ESh TN EE R E
Inc.
Lexington, MA, US
I N D HAREE S R
]
Belgium
I N N oL HAREE SEAh R
]
B
I I N _/ oL HAREE S R
L U
Bayer Pharma AG,
Wuppertal, Germany
I B B ()ong A Pharmaceuticals, [¥ESh NS E P IS v
Yongin—Si, Korea
iz TN FEAT R
LB
I B B 5o Pharma AG, WA+ NS E R E
Wuppertal, Germany
I D B oL HAREE ZEER
Korea
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4.2.2.4.7 Determination of the Inhibitory Potency of TR{R-9163/CPH-12-0701-050 | N I B B [B:ycr Pharma AG, sk [N BRI
700 and TR-701 FA Towards Human CYP3A In Berlin, Germany
Vitro
4.2.2.4.8 TR-701 FA: A Non-GLP In Vitro Evaluation of |R-11291 iz P AR
Direct and Time—dependent Inhibition IS
Potential of Cytochrome P450 Isoform 3A4 In
Human Liver Microsomes
4.2.2.4.9 TR-700: A Non-GLP In Vitro Evaluation of Time{R-11287 [ ] I N N fizas FEPHR FEAmE
Dependent Tnhibition Potential of Six | §
Cytochrome P450 Isoforms and Direct
Inhibition of CYP 2B6 In Human Liver
Microsomes
1.2.2.4.10  |Induction of TR-700 on CYP Enzyme Activity in |R-9162/PDM-10-0701-01z |HEEEN 22N HRREE SRR
Human Hepatocytes B
4.2.2.4.11  |Evaluation of the Potential of TR-700 to R-9161/CPH-13-0701-090 Il I s HREEE SFA 2
Induce CYP1A2, CYP2B6, and CYP3A4 in Cultured I
Human Hepatocytes ]
s
4.2.2.4.12 Effect of DA-7218 on rat liver microsomal R-9133/PDM-07-0701-031 | (N N B [Dong ? Pharmaceuticals, |WEdF NS E BEEFR}
enzyme activity after 2-week Yongin—Si, Korea
repeated administrations to male SD rats.
4.2.2.5.1 Biliary excretion of DA-7157 after single R-9137/PDM-07-0701-030 | (I B [0onc 2 Pharmaceuticals, |Widh NG E SEEE
intravenous administration of DA-7218 to Yongin—Si, Korea
SD rats
4.2.2.7.1 Bidirectional Permeability Through Caco—2 R-9160/CPH-10-0701-013 | N I N N fiizas PR FEAmE R}
Monolayers N
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4.2.2.7.2 Evaluation of Tedizolid as a Substrate of R-11806 | ] | | Merck Research s NS E R R
Human OATP1B1 and OATP1B3. Laboratories,
Rahway, NJ, US
4.2.2.7.3 P-glycoprotein Inhibition Potential in Caco-2 [R-9159/CPH-11-0701-022 2 PR E R R
Monolayers B
4.2.2.7.4 Assessment of TR-700 as a potential inhibitor [R-9158/CPH-12-0701-033 s+ TS E R R
of human BCRP, OATI1, OAT3, OCT1, OCT2, -]
OATP1B1 and OATP1B3-mediated transport. [ [i§
1.2.2.7.5 Assessment of TR-700 as a Potential Inhibitor |[R-9157/CPH-12-0701-046 | NN I N D RS SEAmE R
of Human Organic Anion Transporting .
Polypeptide (OATP1B1), P-Glycoprotein (Pgp) I S
and Breast Cancer Resistance Protein (BCRP)-
Mediated
Transport.
1.2.2.7.6 TR-700: A Non-GLP In Vitro Evaluation of R-11292 [ ] I D R SEAmE R
Inhibition of human OATP1B1 and OATP1B3 ]
mediated transport in MDCK-II I S
Transfected Cells
4.2.2.7.7 Evaluation of Tedizolid as an Inhibitor of R-11805 (I | N | Merck Research ok NS SEA )
Human OCT1 and OAT3 Transporters Laboratories,
Rahway, NJ, US
1.2.2.7.8 Assessment of TR-701 FA as a Potential R-9156/CPH-12-0701-045 | IR D R E SEAmE R
Inhibitor of Human P—gp, BCRP, OAT1, OAT3, . D S
0CT1, OCT2, OATP1B1, or OATP1B3 Mediated
Transport
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1.2.2.7.9 Assessment of TR-701 FA as a Potential R-9154/CPH-12-0701-065 | NN N T NS E AR
Inhibitor of Human Breast Cancer Resistance ]
Protein (BCRP)-Mediated Transport I S
4.2.2.7.10 Evaluation of Tedizolid as an Inhibitor of R-11890 (I | N | Merck Research ok RN E ST )
Human Renal Transporters MATEl and MATE2K Laboratories,
Rahway, NJ, US
1.2.3.1.1 A single oral dose toxicity study of DA-7218 |TOX-07-0701-007 [ ] A iz NS E At R
in mice ]
Korea
1.2.3.1.2 A single oral dose toxicity study of DA-7218 |TOX-07-0701-008 || _-.—I_ AT TP FEAZORr
in rats |
Korea
12.3.1.3 A single oral dose toxicity study of DA-7218 |TOX-07-0701-009 || _-.—I_ AT TP FEAZORr
in mice |
Korea
4.2.3.1.4 A single dose intravenous toxicity study of [TOX-07-0701-010 |- R X s+ TS E SR R
DA-7218 in rats |
Korea
4.2.3.1.5 An Escalating-Dose Intravenous (Slow Push) R-8998/T0X-08-0701-018 HEF+ RS E SE AR
Injection Tolerability and Toxicokinetic R
Study of TR-701 in Beagle Dogs s
12321 2Week Oral Dose Finding Study of DA-7218 in |TOX-07-0701-011 (T _-.—I_ AT TN S ZORr
Rats |
Korea
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1.2.3.2.2 I Week Repeated Oral Dose Toxicity Study of |R-9004/T0X-07-0701-014A (R I I |_ TSt R SEAmE B
DA-7218 in Rats ]
Korea
4.2.3.2.3 A 3-Month Oral (Gavage) Toxicity and rR-9010/T0X-11-0701-027 | A EEEEEEH | B W | ] HEs- NS E ST EH
Toxicokinetic Study of TR 701 FA in Sprague I
Dawley Rats with a 28-Day Recovery Period s
4.2.3.2.4 A 1-, 3-, 6-, and 9-Month Oral (Gavage) rR-9011/T0X-11-0701-028 | AN EEEEEEH | NN W | ] HEs- NG E ST EH
Neurotoxicity Study of TR-701 FA in Long (Amendment 12 Jan. 2014) I
Evans Rats with a 3-Month Recovery Period s
4.2.3.2.5 Repeated Dose 4-week Oral Toxicity Study of [TOX-07-0701-012 || I N N | ] HEs- NG E ST EH
DA-7218 in Beagle dogs (DRF) |
Korea
4.2.3.2.6 Repeated Dose 4-week Oral Toxicity Study of |R-9013/T0X-07-0701-013A | . . s+ N REATE R
DA-7218 in Beagle dogs ]
Korea
1.2.3.2.7 A 3-Month Oral (Gavage) Toxicity and R-9014/T0X-11-0701-026 _|HNNNEEE I N B | ] TSt RS SEAmE B
Toxicokinetic Study of TR 701 FA in Beagle (Amendment 12 Jan. 2014) I
Dogs with a 28-Day Recovery Period s
4.2.3.2.8 A 14-Day Intravenous (Injection) Toxicity TOX-08-0701-005 2 RN E BEEE
Study of TR-701 in Sprague Dawley Rats R
s
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4.2.3.2.9 A 28-Day Intravenous (Injection) Toxicity R-9007,/T0X-08-0701-009 (IS I N N | ] WS+ NS ST EH
Study of TR-701 with a 28-Day Recovery Period I
in Sprague Dawley Rats s
1.2.3.2.10 _ |A 14-Day Comparative Toxicity Study between |TOX-08-0701-024 [ ] I I | ] 21 RS B ELE
an Intravenous (Slow Push) Injection and a 60 ]
Minute Intravenous Infusion of TR-701 in s
Sprague Dawley Rats
4.2.3.2.11 A Comparative Oral (GAVAGE) and 60-minute R-9001/T0X-09-0701-002 2 TS E SEER
Intravenous Infusion Toxicity Study in Female R
Sprague Dawley Rats of TR-701 FA and s
Linezolid
4.2.3.2.12 A 14-Day (Twice-Daily) Intravenous 30-Minute |R-9006/TOX-08-0701-019 . . 2 TS E SEA
Infusion Toxicity Study of TR-701 in Beagle R
Dogs s
4.2.3.3.1.1 [DA-7157: Bacterial Reverse Mutation Assay TOX-07-0701-005 || I N N | ] HEs+ HNHREE ST EH
Using the Plate Incorporation Method ]
Korea
4.2.3.3.1.2 [DA-7218: Bacterial Reverse Mutation Assay TOX-07-0701-001 || I N N | ] HEs+ NS E ST EH
Using the Plate Incorporation Method ]
Korea
4.2.3.3.1.3 DA-7157 : In Vitro Chromosome Aberration Test |TOX-07-0701-086 |- __-_._I_ s+ AN E R B
Using Cultured Chinese Hamster Lung (CHL) ]
Cells Korea
4.2.3.3.1.4 |DA-7218 :In Vitro Chromosome Aberration Test |TOX-07-0701-021 | ] _-.—I_ VAT TN & SR
Using Cultured Chinese Hamster Lung (CHL) ]
Cells Korea
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4.2.3.3.1.5 |DA-7157 IN VITRO MUTATION TEST USING MOUSE TOX-07-0701-089 | ] | N ] | ] Wi ok ST B
LYMPHOMA L5178Y CELLS ]
I | and
4.2.3.3.2.1 |DA-7218: Micronucleus Test in Bone Marrow TOX-07-0701-084 I N ] HEok s ST B
Cells of Male ICR Mice ]
Korea
4.2.3.3.2.2 |DA-7218: Micronucleus Test in Bone Marrow TOX-07-0701-085 I N ] HEok s ST B
Cells of Female ICR Mice ]
Korea
4.2.3.3.2.3 DA-7157 : Micronucleus Test in Bone Marrow TOX-07-0701-022 R . A & R B
Cells of Male ICR Mice ]
Korea
4.2.3.3.2. 4 DA-7157 : Micronucleus Test in Bone Marrow TOX-07-0701-087 R . A HE R B
Cells of Female ICR Mice ]
Korea
4.2.3.3.2.5 |DA-7218 IN VIVO DNA REPAIR (UDS) TEST USING |TOX-07-0701-090 . . 1S+ HE SEAM A
RAT HEPATOCYTES AMENDED FINAL REPORT ]
I | - d
4.2.3.5.1.1 [STUDY OF FERTILITY AND EARLY EMBRYONIC TOX-08-0701-026 s+ HE SFA

DEVELOPMENT TO IMPLANTATION OF TR-701FA IN
RATS

i

B
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1.2.3.5.2.1 |A Dose Range Finding Study of the Effects of |R-9019/T0X-08-0701-027 | I I | ] TSt TR SEAmE B
TR-701 on Embryo/Fetal Development in Mice ]
s
1.2.3.5.2.2 |An Oral (Gavage) Study of the Effects of TR- |R-9021/T0X-09-0701-019 | [ N ] | ] TSt R SEAmE R
701 FA on Embryo-Fetal Development in Mice ]
s
1.2.3.5.2.3 |A Dose Range Finding Study of the Effects of |R-9022/T0X-08-0701-001 | NN I I | ] TSt R BEGE
TR-701 on Embryo/Fetal Development in Rats ]
s
1.2.3.5.2.4 |A Study of the Effects of TR-701 on R-9020,/T0X-08-0701-004 | NN I I | ] TSt R SEAmE R
Embryo/Fetal Development in Rats ]
s
4.2.3.5.2.5 A Seven—Day Tolerability Study of Orally TOX-08-0701-007 s+ RS SHE AR
Administered TR-701 in Non—Pregnant New R
Zealand White Rabbits s
4.2.3.5.2.6  [A Dose Range-Finding Study of the Effects of |[R-9025/T0X-08-0701-012 |/ N I I B | ] HEs+ NS E ST EH
TR-701 on Embryo/Fetal Development in Rabbits ]
s
4.2.3.5.3.1 [An Oral (Gavage) Study of the Effects of TR- [R-9028/T0X-11-0701-025 |/ I I B | ] HEs- NS E ST EH
701 FA on Pre— and postnatal Development, ]
Including Maternal Function in Rats s




112 FAEH—E-F4ICZFTNIEH

Page 23 of 29

BEHES ey B 54 BN HBREIBSH R B At

1.2.3.6.1 A 7-Day Intravenous (10-Minute) Infusion TOX-10-0701-002 I T R [ ] TSt R BELE}
Vascular Irritation Study of TR-701 FA in I
Male Sprague Dawley Rats s

1.2.3.6.2 A 7-DAY INTRAVENOUS (120-MINUTE) INFUSION TOX-09-0701-006 I R [ ] TSt RS SEAmE B
VASCULAR IRRITATION STUDY IN SPRAGUE DAWLEY I
RATS WITH TR-701FA s

1.2.3.6.3 A 7-DAY INTRAVENOUS (60— OR 120-MINUTE) TOX-09-0701-001 I R [ ] TSt RS SEAmE B
INFUSION VASCULAR IRRITATION STUDY OF TR- I
701FA IN BEAGLE DOGS s

4.2.3.6.4 Acute Perivascular, Intramuscular and TOX-12-0701-058 A NS E R B
Subcutaneous Irritation R
Study of TR-701 FA in Rabbits s

4.2.3.7.2.1 |1st Revised Final Report of Report PH-37334 |PH-37334 [ ] [ N N ] Bayer Pharma AG WA+ NS E R R
Subacute Oral Immunotoxicity Study in Spraque Wuppertal, Germany
Dawley Rats ( 4 Weeks Administration by
Gavage)

4.2.3.7.6.1 |A 14-Day Intravenous (Bolus) Toxicity Study [TOX-10-0701-001 2 NS E R R
of Bis Impurity 22« in Female Sprague ]
Dawley Rats s

4.2.3.7.6.2 [A 14-Day Intravenous (Bolus) Injection T0X-13-0701-075 [ ] I I N | ] HEs+ NS E ST EH
Impurity Safety Qualification Study in
Sprague Dawley Rats s

4.2.3.7.6.3 In Silico Mutagenicity Evaluation of TOX-13-0701-077 s+ TS E SE AR
Tedizolid and Related Impurities I S
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1.2.3.7.6.4 |MULTICASE STRUCTURE — MUTAGENICITY ASSESSMENT |TOX-12-0701-047 I R ‘_ WS+ HNREE SEGFE
]
s
1.2.3.7.6.5 |INTERMEDIATE 6 REFERENCE STANDARD TOX-11-0701-015 [ ] I I | ] TSt RS SEAmE B
SALMONELLA-E. COLI/MAMMALIAN MICROSOME I S
REVERSE MUTATION ASSAY
4.2.3.7.6.6 |Bacterial Reverse Mutation Assay TOX-13-0701-078 I T R TN & A Z R
I
1.2.3.7.6.7 | IS \MONELLA — E. COLI / MAMMALIAN TOX-12-0701-036 [ ] I I | ] TSt RS SEAmE R
MICROSOME REVERSE MUTATION ASSAY [
4.2.3.7.6.8 26+ SALMONELLA — E. COLI / MAMMALIAN TOX-12-0701-035 s+ TS E SEA
MICROSOME REVERSE MUTATION ASSAY s
4.2.3.7.7.1 [Single Dosage Phototoxicity Study to TOX-10-0701-011 [ ] I N B | HEs+ NS E ST FH
Determine the Effects of Oral (Gavage)
Administration of TR-701 FA on Eyes and Skin s
in Pigmented Rats
4.2.3.7.7.2 |An Escalating—Dose Oral (Gavage) Tolerability |R-9046/T0X-11-0701-024 . . A NG E BEEE
and Toxicokinetic Study of TR-701 FA in R
Beagle Dogs s
4.3.1 Mechanism of action of the oxazolidinone Shinabarger DL, Exp Opin |Shinabarger DL - - ok Exp Opin Invest -
antibacterial agents Invest Drugs 1999:8:11957 Drugs 1999:8:1195—
1202 1202
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4.3.2 The Site of Action of Oxazolidinone Leach KL, et al. Leach KL - - %S Molecular Cell, -
Antibiotics in Living Bacteria and in Human [Molecular Cell, 2007:26:393-402

Mitochondria 2007:26:393-402
4.3.3 Crystal Structure of the Oxazolidinone Ippolito JA et al. J Med |Ippolito JA - - I J Med Chem -
Antibiotic Linezolid Bound to the 50S Chem 2008:51:3353-3356 2008:51:3353-3356
Ribosomal Subunit
4.3.4 The oxazolidinone antibiotics perturb the Wilson DN, et al. Proc Wilson DN - - s+ Proc Natl Acad Sci -
ribosomal peptidyl-transferase center and Natl Acad Sci USA USA
effect tRNA positioning 2008:105:13339-13344 2008:105:13339-13344
4.3.5 The oxazolidinones: past, present, and future [Shaw KJ, et al. Ann N Y |Shaw KJ - - TS Ann N Y Acad Sci -
Acad Sci 2011:1241:48-70 2011:1241:48-70
4.3.6 Oxazolidinone Structure-Activity Barbachyn MR, et al. Barbachyn MR - - I Angew Chem Int Ed -
Relationships Leading to Linezolid Angew Chem Int Ed 2003:42:2010-2023
2003:42:2010-2023
4.3.7 Mechanism of action of oxazolidinones: Shinabarger DL, et al. Shinabarger DL - - S Antimicrob Agents -
effects of linezolid and eperezolid on Antimicrob Agents Chemother
translation reactions. Chemother 1997:41:2132- 1997:41:2132-2136
2136
4.3.8 Inhibition of Mammalian Mitochondrial Protein [McKee EE, et al. McKee EE - - TS Antimicrob Agents -

Synthesis by Oxazolidinones

Antimicrob Agents
Chemother
2006:50:2042-2049

Chemother
2006:50:2042-2049
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4.3.9 Isolation and incubation conditions to study [McKee EE, et al. Am J McKee EE - - %S Am J Physiol -
heart mitochondrial protein synthesis Physiol 1990:258:E492— 1990:258:E492-E502
E502
4.3.10 Cellular pharmacodynamics and Van Bambeke F, et al. Van Bambeke F - - s+ Curr Opin Drug -
Pharmacokinetics of antibiotics: Current Curr Opin Drug Discov Discov Devel
views and perspectives Devel 2006:9:218-230 2006:9:218-230
4.3. 11 Uptake and Intracellular Activity of Pascual A, et al. Pascual A - - S Antimicrob Agents -
Linezolid in Human Phagocytes and Antimicrob Agents Chemother
Nonphagocytic Cells Chemother 2002:46::4013— 2002:46::4013-4015
4015
4.3.12 Antimicrobial Combinations Pillai SK,_bth Edition [Pillai SK - - WS- 5th Edition -
Antibiotics laboratory Antibiotics
Medicine 2005_365-440 laboratory Medicine
2005_365-440
4.3.13 Synergy, antagonism, and what the 0dds FC, _J Antimicrob 0dds FC - - %S J Antimicrob -
chequerboard puts between them Chemother 2003:52:1 Chemother 2003:52:1
4.3.14 Distinguishing On-Target versus Cuningham ML, et al. J |Cuningham ML - - I J Biomol Screen -
Off-Target Activity in Early Antibacterial Biomol Screen 2013:18:1018-1026
Drug Discovery Using a Macromolecular 2013:18:1018-1026
Synthesis Assay
4.3.15 Polymorphonuclear leukocytes mediate Diep BA, et al. Proc Diep BA - - %N Proc Natl Acad Sci -

Staphylococcus aureus Panton—Valentine
leukocidininduced lung inflammation and
injury

Natl Acad Sci USA
2010:107:5587-5592

USA
2010:107:5587-5592
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4.3.16 Identification of novel cytolytic peptides as |Wang R, et al. Nature Wang R - - I Nature Med -
key virulence determinants for community-— Med 2007:13:1510-1514 2007:13:1510-1514
associated MRSA
4.3.17 Phenol-Soluble Modulin a3 Enhances the Human |[Hongo I, et al. J Infect [Hongo I - - %S J Infect Dis -
Neutrophil Lysis Mediated by Panton—Valentine [Dis 2009:200:715-723 2009:200:715-723
Leukocidin
4.3.18 Activity of Tedizolid (TR-700) against Well— [Thomson KS, et al. Thomson KS - - I Antimicrob Agents -
Characterized Methicillin—Resistant Antimicrob Agents Chemother
Staphylococcus aureus Strains of Diverse Chemother 2013:57:2892— 2013:57:2892-2895
Epidemiological Origins 2895
4.3.19 Intrapulmonary Pharmacokinetics of Linezolid |[Conte JE, et al., Agents |[Conte JE - - %S Agents Chemother -
Chemother 2002:46:1475-1480
2002:46:1475-1480
4.3.20 Plasma and intrapulmonary concentrations of [Rodvold KA, et al., 14th |Rodvold KA - - I 14th Europian -
oritavancin and vancomycin in normal healthy [Europian Society of Society of Clinical
adults Clinical Microbiology Microbiology and
and Infectious Disease Infectious Disease
2004 :Abstract 0254 2004 :Abstract 0254
4.3.21 The Serotonin Syndrome Boyer EW, et al. N Engl |Boyer EW - - I N Engl J Med -
J Med 2005:352:1112-1120 2005:352:1112-1120
4.3.22 Interpreting Stress Responses During Routine [Everds, NE, et al Tox - - I Tox Path 41: 560- -

Toxicity Studies: A Review of the Biology
Impact, and Assessment

Path 41: 560-614, 2013

Everds NE

614, 2013
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4.3.23 Effects of Two Weeks of Feed Restriction on [Levin, S et al Toxicol - - s Toxicol Pathol 21, -
Some Common Toxicologic Parameters in Sprague{Pathol 21, 1-14, 1993 1-14, 1993
Dawley Rats Levi
evin S
4.3.24 An analysis of genetic toxicity, reproductive [Matthews EJ, et al Reg. - - s+ Reg. Toxicol. -
and developmental toxicity, and Toxicol. Pharmacol 44:83 Pharmacol 44:83-96
carcinogenicity data: I. Identification 96, 2006 2006
ofcarcinogens using surrogate endpoints Matthews EJ
4.3.25 Effect of Feed Restriction on Hershberger and [Marty, MS et al Birth - - I Birth Defects -
Pubertal Male Assay Endpoints Defects Research (Part Research (Part B)
B) 68:363-374, 2003 68:363-374, 2003
Marty MS
4.3.26 Axonal Spheroids in the Cochlear Nucleus of [Slayter MV, Summers BA, - - %S Vet Pathol. -
Normal Beagle Dogs Meade RP, Anderson CA, 1998;35(2) :150-153
Vet Pathol.
1998;35(2) :150-153 Slayter MV
4.3.27 An Update of the Genotoxicity and Snyder RD, Env. Mol. - - I Env. Mol. Mutagen -
Carcinogenicity of Marketed Pharmaceuticals [Mutagen 50:435-450, 2009 50:435-450, 2009
with Reference to In Silico Predictivity
Snyder RD
4.3.28 Pfizer Inc, Zyvox® Prescribing Information Zyvox® Prescribing Pfizer Inc - - - https://www. accessda -
(U.s.) 2013 Information (U.S.) 2013 ta. fda. gov/scripts/c
der/daf/index. cfm?ev
ent=overview. process
&AppINo=021130
(Accessed 2017 Apr)
4.3.29 Genetic Environment and Stability of cfr in |Locke JB et al., Locke JB - - s Antimicrob Agents -

Methicillin-Resistant Staphylococcus aureus
CMO05

Antimicrob Agents
Chemother 2012:56:332-
340

Chemother
2012:56:332-340
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4.3.30 Tyramine Infusions and Selective Monoamine Pickar D et al., Pickar D - - I Psychopharmacology -
Oxidase Inhibitor Treatment Psychopharmacology 1981:74:8-12
1981:74:8-12
4.3.31 Use of Pharmacokinetic/Pharmacodynamic Lodies TP et al., Clin Lodies TP - - TS Clin Infect Dis -
Systems Analyses to Inform Dose Selection of [Infect Dis 2014:58:S28- 2014:58:528-S34
Tedizolid Phosphate S34
4.3.32 Pfizer Canada Inc, Zyvoxam®. Canadian Product |Zyvoxam®. Canadian Pfizer Canada - - - http://www. pfizer. ca -
Monograph. 2015 Product Monograph. 2015 |Inc /products/zyvoxam—
linezolid-tablets
(Accessed 2017 Apr)
4.3.33 Cross—linking in the Living Cell Locates the [Colca JR et al. J Biol Colca JR - - I J Biol Chem. 2003; -
Site of Action of Oxazolidinone Antibiotics [Chem. 2003; 278: 21972- 278: 21972-21979
21979.
4.3.34 Does linezolid cause lactic acidosis by Palenzuela L, et al. Palenzuela L - - %S Clin Infect Dis. -
inhibiting mitochondrial protein synthesis? |[Clin Infect Dis. 2005; 2005; 40: ell13-116.
40: ell13-116.
4.3.35 Adverse effects of antimicrobials via Barnhill AE, et al. Barnhill AE - - %S Antimicrob Agents -
predictable or idiosyncratic inhibition of Antimicrob Agents Chemother. 2012; 56:
host mitochondrial components. Chemother. 2012; 56: 4046-4051.
4046-4051.
4.3.36 Mitochondrial diseases. Schapira AH. Lancet. Schapira AH - - S+ Lancet. 2012; 379: -
2012; 379: 1825-1834. 1825-1834
4.3.37 Linezolid-associated peripheral neuropathy. Rho JP Mayo Clin Proc. Rho JP - - I Mayo Clin Proc. -

2004; 79: 927-930

2004; 79: 927-930
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5.3.1.1. 1 LRI L An Open-label, Single-dose, Two-treatment, R-9173/TR701-103 I [2008.03 - 2008.05 |[Trius {20 NS E Z2EER (RIS
Randomized, Two Way Crossover, Safety, Therapeutics,
Tolerance, and Pharmacokinetic Study of TR-701 Inc
in Normal Healthy Adults in the Fed and Fasted (#iMerck Sharp
State & Dohme
Corp. Df434h)
5.3.1.1.2 TR A Double-Blind, Placebo-Controlled, Single- and [R-9174/TR701-107 I [2009.09 - 2010.01 |[Trius sk N E AR [fRtZa L
Multiple—ascending Dose, Safety, Tolerability, Therapeutics,
and Pharmacokinetic Study of an Intravenous Inc
Formulation of TR-701 FA and an Open-Label, (BiMerck Sharp
Crossover Absolute Bioavailability Determination & Dohme
of a TR-701 FA Tablet in Normal Healthy Adults Corp. DF24t)
5.3.1.2.1 EERL An Open—label, Randomized, Single—dose, 2- R-9175/TR701-108 [ ] 2009. 02 - 2009.03 [Trius fiZaN RN SRR [#EAe L
treatment, 2 Sequence, Crossover, Exploratory Therapeutics,
Pharmacokinetic and Bioavailability Study of 2 Inc
Capsule Formulations of TR-701 (Torezolid (BiMerck Sharp
Phosphate) in Normal Healthy Adults & Dohme
Corp. DF534t)
5.3.1.4.1 ERRL Validation of a Method for the Determination of [R-9136/BAN-09-0701-007A sk NG E BELE -
TR-701 and TR-700 in Human Plasma by HPLC with
MS/MS Detection
5.3.1.4.2 IEFIR L Validation of a Method for the Determination of [R-9135/BAN-09-0701-008 sk PR BE YR —
TR-701 and TR-700 in Human Urine by HPLC with
MS/MS Detection
5.3.1.4.3 EHERL Validation of a Method for the Determination of |R-9134/BAN-09-0701-009 sk NS ZEGR -
Linezolid in Human Plasma by HPLC with MS/MS
Detection
5.3.1.4.4 LRI L Validation of an LC-MS/MS Procedure for the R-9139/BAN-09-0701-029 st FEPHR SEER -
Quantification of TR-700 in
Human Plasma
5.3.1.4.5 EHERL Determination of TR-700 in Lactated Ringer’s R-9190/BAN-09-0701-021 sk NS SEGH -
Solution by HPLC with UV Light Detection
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5.3.1.4.6 EHR L Feasibility and Verification of a Method for R-9138/BAN-10-0701-014 fiZas TR SEEE —
Determination of TR-700 in Human Plasma Ultra
Filtrate by HPLC with MS/MS Detection
5.3.1.4.7 IEFIR L Validation of a Method for the Determination of [R-9140/BAN-11-0701-018 sk RS BE YR —
TR-700 in Human Bronchial Alveolar Lavage
Supernatant by HPLC with MS/MS Detection
5.3.1.4.8 ZEHERL Validation of a Method for the Determination of |R-9141/BAN-11-0701-019 fiZas TR S EEE —
TR-700 in Human Bronchial Alveolar Lavage
Cell Pellet by HPLC with MS/MS Detection
5.3.1.4.9 EHERL Cross Comparison of TR-700 Bioanalytical Methods [R-9151/BAN-12-0701-054 | | I, |7 ius sk tENEE BE R —
from Two Bioanalytical Laboratories Therapeutics,
Inc.
(BiMerck Sharp
& Dohme
Corp. DF-£x1t)
5.3.1.4.10  |E#E2L Partial Validation of TR-700 in K,EDTA Human R-9153/BAN-13-0701-097 st PR SEER -
Plasma
5.3.1.4.11 EERL Partial Validation of a Method for the R-9142/BAN-13-0701-091 HiZaN N P —
Determination of TR-701 and TR-700 in Human
Dialysate by HPLC with MS/MS Detection
5.3.1.4.12 |EFAL Method Transfer and Validation for the A59106/BAN-13-0701-098 sk TR ZEEE —
Determination of BAY 1192631 (TR-701 FA) and BAY
1170438 (TR-700) in Human Plasma using Protein
Precipitation followed by Liquid Chromatography
with Tandem Mass Spectrometric Detection (LC—
MS/MS)
5.3.1.4.13 EHERL Validation of an Analytical Procedure for the A59106/BAN-13-0701-099 Yok HENEREE BE R —

Determination of BAY 1170438 (TR-700) in

Human Faeces using Sample Dilution followed by
Liquid Chromatography with Tandem Mass
Spectrometric Detection (LC-MS/MS)
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5.3.1.4.14  |E#E/AL Transfer Validation: Determination of TR-700 in |R-9146/BAN-13-0701-101 HiZD TR SEEE —
Human Plasma using LC-MS/MS
5.3.1.4.15 EHERL Method Transfer and Validation for the A59106/BAN-13-0701-103 FiZaN N BE R —
Determination of BAY 1192631 (TR-701 FA) and BAY
1170438 (TR-700) in Human Urine using Sample
Dilution followed by Liquid Chromatography with
Tandem Mass Spectrometric Detection (LC-MS/MS)
5.3.1.4.16 AL Abbreviated Validation of a Method for the R-9148/BAN-13-0701-104 || RAEEEEEE I S PR BEGR) —
Determination of Pseudoephedrine in Human Plasma (Report Addendum | R SSEEEEEEEE
by HPLC with MS/MS Detection 1) I
5.3.1.4.17 EERL Determination of Stability of TR-700 in K,EDTA  |R-9145/BAN-13-0701-100 ([N N | |_ Mok s E S EZEE —
Human Plasma at -20°C and -80°C L § |
5.3.1.4.18 EERL Cross—validation of a Method for the rR-11018/KINE 120035-EXT | N | sk R E S EZEE —
Determination of BAY 1192631 (TR-701 FA) and BAY I
1170438 (TR-700) in Human Urine by HPLC with [
MS/MS Detection between Covance Madison and
Covance Harrogate Cross—validation of a Method
for the Determination of BAY 1192631 (TR-701)
and BAY 1170438 (TR-700) in Human Plasma by HPLC
with MS/MS Detection between Covance Madison and
Covance Shanghai
5.3.2. 1.1 EHEeL Protein binding of DA-7157 in mouse, rat, dog,  |R-9124/PDM-13-0701-080 | | I (Dons A sk TR ZEEE —
human plasma Pharmaceuticals,
Yongin-Si, Korea
5.3.2.1.2 EHERL Protein binding of DA-7218 and DA-7157 in mouse, |R-9125/PDM-13-0701-081 | T o WSk PR E FAT —
rat, dog, and human EDTA-treated plasma Pharmaceuticals,
Yongin-Si, Korea
5.3.2.1.3 EHERL Protein Binding ofTR-701 and TR-700 using Human |R-9149/PDM-07-0701-033 | T o WSk PR PE —
Serum Albumin and Effect of Selected Drug Pharmaceuticals,
Substrates Yongin-Si, Korea
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5.3.2.2.1 EHERL Inhibitory effect of DA-7218 and DA-7157 on R-9150/PDM-07-0701-034 | | |_ HiZD TP PES —
CYP450s using the cocktail probe substrates. |
Korea
5.3.2.2.2 EHERL Induction of TR-700 on CYP Enzyme Activity in R-9162/PDM-10-0701-012 |/ [ ] S+ NS E TSR —
Human Hepatocytes
. Us
5.3.2.2.3 EEL Determination of the Inhibitory Potency of TR- |R-9163/CPH-12-0701-050 | | I |- c: Pharma AG, [iiSF PR AR -
700 and TR-701 FA Towards Human CYP3A In Vitro Berlin, Germany
5.3.2.2.4 EERL Evaluation of the Potential of TR-700 to Induce |R-9161/CPH-13-0701-090 |/ G_ [ ] WSk TR E ST -
CYP1A2, CYP2B6, and CYP3A4 in Cultured Human c
Hepatocytes
]
I
NC, US
5.3.2.2.5 EHERL Identification of Human Sulfotranferase (SUL T) |[R-11274/CPH-14-0701-104 | GEGNR |  (:ycr Pharma AG, |Vi4h TR E FEAT —
Isoforms Involved in the In Vitro Metabolism of Wuppertal,
Tedizolid Germany
5.3.2.2.6 EHEeL TR-701 FA: A Non—GLP In Vitro Evaluation of R-11291/TE. 701. DM. 001 iz TR AR —
Direct and Time-dependent Inhibition Potential
of Cytochrome P450 Isoform 3A4 In Human Liver
Microsomes
5.3.2.2.7 B L TR-700: A Non—GLP In Vitro Evaluation of Time- |R-11287/TE.700.DM. 003 sk RN FEAM R —
Dependent Inhibition Potential of Six Cytochrome
P450 Isoforms and Direct Inhibition of CYP 2B6
In Human Liver Microsomes
5.3.2.3.1 LI L In Vitro Metabolic Stability of TR-701 and TR- [R-9131/PDM-07-0701-028 [N N Done—A st PR SEE R -
700 Pharmaceuticals,
Yongin-Si, Korea
5.3.2.3.2 TR L Bidirectional Permeability Through Caco-2 R-9160/CPH-10-0701-013 ([ I s+ HNHREE SR B —

Monolayers
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5.3.2.3.3 EHELL P-glycoprotein Inhibition Potential in Caco-2 R-9159/CPH-11-0701-022 | EEE ] |_ iEsk TR AR —
Monolayers
PA, US
5.3.2.3.4 THEI L Assessment of TR-700 as a potential inhibitor of |R-9158/CPH-12-0701-033 | W ] N HNEEE FEAt R —
human BCRP, OAT1, OAT3, OCT1, OCT2, OATP1BI and ]
OATP1B3-mediated transport. ]
cA, US
5.3.2.3.5 EERL Assessment of TR-701 FA as a Potential Inhibitor [R-9156/CPH-12-0701-045 |/ [ ] sk R E ST R —
of Human P-gp, BCRP, OAT1, OAT3, OCT1, OCT2,
OATP1B1, or OATPIB3 Mediated Transport
cA, US
5.3.2.3.6 THEI L Assessment of TR-700 as a Potential Inhibitor of |R-9157/CPH-12-0701-046 | ] N HENEEE FEA R —
Human Organic Anion Transporting Polypeptide
(0ATP1B1), P-Glycoprotein (Pgp) and Breast
Cancer Resistance Protein (BCRP)-Mediated CA, US
Transport
5.3.2.3.7 ZEH i L Assessment of TR-701 FA as a Potential Inhibitor |R-9154/CPH-12-0701-065 | [ ] ok TS E SRR —
of Human Breast Cancer Resistance Protein
(BCRP) -Mediated Transport
cA, US
5.3.2.3.8 BRI L TR-700: A Non-GLP In Vitro Evaluation of R-11292/TE. 700. DM. 004 | IR | 2N NS E SR —
Inhibition of human OATP1B1 and OATP1B3 mediated
transport in MDCK-II Transfected Cells
cA, US
5.3.2.3.9 EHERL Evaluation of Tedizolid as an Inhibitor of Human |[R-11805/PK001 [ ] [ ] Merck Research [WESk tENEE FEAM R —
OCT1 and OAT3 Transporters Laboratories
Rahway, NJ, US
5.3.2.3.10 EHERL Evaluation of Tedizolid as a Substrate of Human |[R-11806/PK005 [ ] [ ] Merck Research [WESk tENEE FEAM R —
OATP1B1 and OATP1B3. Laboratories
Rahway, NJ, US
5.3.2.3.11 ZEHERL Evaluation of Tedizolid as an Inhibitor of Human |R-11890/PK008 T | Merck Research  |{fFoh TP E AR -
Renal Transporters MATEl and MATE2K Laboratories,
Rahway, NJ, US




112 FHEH—E-E5HITEFThLEH Page 6 of 15
#[E (0000) ST AR - HEEFT
AMTEHRES | REBLH LSO 24 kL B&FR ZE5% HEREHELARM HEREMISFT HmiEE BEE “£%§*4 — 2 DR
pak:d = HE
5.3.3. 1.1 AU L A Double—blind, Placebo— And Active—Controlled, |R-9176/TR701-101 (M [2008.01 - 2008.06 |Irius S FEPERA ZEWR R L
Single and Multiple Rising Dose, Safety, Therapeutics,
Tolerance, and Pharmacokinetic Study of TR-701 Inc
in Normal Healthy Adults (#iMerck Sharp
& Dohme
Corp. D434h)
5.3.3.1.2 L L An Open-Label, Single Dose, Microdialysis and R-9177/TR701-102 I [2008.04 - 2008.08 |[Trius {20 R E Z2EER (RIS
Pharmacokinetic Study of TR-701 in Normal, Therapeutics,
Healthy Adults Inc
(#iMerck Sharp
& Dohme
Corp. DF434t)
5.3.3.1.3 EERL An Open—Label Study to Evaluate the Absorbtion, [R-9179/TR701-106 I [2010.09 - 2010.09 |[Trius {20 R E Z2EER (RIS
Metabolism, and Excretion of Orally Administered Therapeutics,
["C]-TR-701 FA in Healty Adult Male Subjects Inc.
(HiMerck Sharp
& Dohme
Corp. DF434t)
5.3.3.1.4 L L Pulmonary Disposition of TR-700 Following Once— |R-9183/TR701-119 I [2010. 12 - 2011.01 |[Trius {20 R E Z2EER (RIS
Daily Oral 200 mg TR-701 Free Acid in Healthy Therapeutics,
Volunteers Inc
(#iMerck Sharp
& Dohme
Corp. D434h)
5.3.3.1.5 EHERL A single-blind, placebo—controlled, single- PH-37067,/16101 [ ] | I  |B:ycr HealthCare |[H P thNEE FEMEEE RS D
ascending dose, safety, tolerability and AG
pharmacokinetic study of an intravenous
formulation of Tedizolid and cross—over absolute
bioavailability study of Tedizolid tablet in
Japanese healthy male subjects
5.3.3.1.6 EE L A double-blind, placebo-controlled, multiple PH-37095/16102 (A (N (5o HealthCare |[EPF ERBEE THE R [RH D

dose, safety, tolerability and pharmacokinetic
study of intravenous and tablet formulation of
BAY 1170438 in Japanese healthy male subjects

AG
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5.3.3.1.7 LHERL A block-—randomized, double-blind, placebo- R-11894/DA7218_PK_I (NN [2014. 04 - 2014.05 |Dong-A ST Co., |WidF AR ZEGER [ L
controlled, single—dose, phase I clinical study Ltd
to investigate the pharmacokinetics and
safety/tolerability of DA-7218 in healthy male
volunteers
5.3.3.1.8 EHEARL A single/multiple dose, safety, tolerability and |PH-38495/16411 [ ] 2014. 06 - 2014.08 [Bayer HealthCare [{fE5} N SRR [#Ee L
pharmacokinetic study of intravenous and tablet AG
formulation of BAY 1192631 in Chinese healthy
male subjects
5.3.3.3. 1 EERL A Phase 1, Open-Label, Multicenter, Two—Part, R-9181/TR701-111 I [2010.07 - 2011.09 |[Trius {20 NS ZEGE |2
Single—Dose, Parallel-Design, Safety, Tolerance, Therapeutics,
and Pharmacokinetic Study of Orally and Inc
Intravenously Administered TR 701 FA in 12- to (#iMerck Sharp
17-Year-01d Adolescent Patients & Dohme
Corp. DF24t)
5.3.3.3.2 EERL A Phase 1 Open-Label Study with Oral TR-701 FA  [R-9185/TR701-124 I [2011.08 - 2012.05 |[Trius {20 TN ZEGH [
to Assess Pharmacokinetics and Safety in Therapeutics,
Subjects with Moderate or Severe Hepatic Inc
Impairment (#iMerck Sharp
& Dohme
Corp. DF24t)
5.3.3.3.3 EERL A Phase 1 Open-Label Study with 200 mg R-9184/TR701-123 [ ] 2011. 10 - 2012.03 [Trius fiZaN NS SRR [#EAe L
Intravenous TR-701 FA to Assess Safety and Therapeutics,
Pharmacokinetics in Advanced Renal Impairment Inc
Subjects (BiMerck Sharp
& Dohme
Corp. DF53t)
5.3.3.3.4 EHERL A Phase 1 Open-Label Study with Oral TR-701 Free |R-9180/TR701-109 [ ] 2012.01 - 2012.02 [Trius HiZaN NS SRR [#Ee L
Acid to Assess Pharmacokinetics, Safety, Therapeutics,
Tolerability in Elderly Subjects Inc
(BiMerck Sharp
& Dohme
Corp. DF534t)
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5.3.3.4 1 LHERL A Phase 1, Blinded, Placebo-controlled, R-9178/TR701-105 [ 201202 - 2012.05 |Trius 228 RN & ZEGE [BHAL
Crossover TR 701 FA Study of Blood Pressure Therapeutics,
Response Post-tyramine Challenge Inc
(#iMerck Sharp
& Dohme
Corp. DF24t)
5.3.3.4.2 EH L A Phase 1 Crossover Study of Blood Pressure and |R-9182/TR701-114 I 201204 - 2012.06 [Trius o+ A ZEGR (L
Heart Rate Response to Pseudoephedrine Therapeutics,
Concurrent With Placebo or TR-701 FA Inc
(#iMerck Sharp
& Dohme
Corp. DF24t)
5.3.3.4.3 EHEAL A Multiple-Dose Study to Evaluate the Effects of |R-11897/MK-1986 004 [ ] 2015. 06 — 2015.08 [Merck Sharp & iy PR AR R L
Steady-State Tedizolid Phosphate Administration Dohme Corp.
on the Pharmacokinetics and Safety of a Single
Dose of Midazolam and Rosuvastatin
5.3.3.5.1 TE L Population pharmacokinetic Modeling of TR-700 in |R-9258/CLN-10-0701-009 | NN - - HESS A E zEEE [l L
patients with Complicated Skin and Skin
Structure Infections; Study TR701-104
5.3.3.5.2 EHRRL Population Pharmacokinetic Analysis of TR-701 FA |R-9257/CLN-13-0701-072 | - - sk HNREE SEME R [fRHS D
for the treatment of Acute Bacterial Skin and
Skin Structure Infections
5.3.3.5.3 BRI L Population Phmmacokinetic Analysis of Tedizolid |R-11925/18723 [ ] - - sk HNREE SEME R [fRHS D
Phosphate (BAY 1192631) in Chinese and Japanese
Subjects and Exposure-Efficacy and Target
Attainment Analyses for the Treatment of Skin
and Soft Tissue Infections (SSTIs) and SSTI-
related Bacteremia in Japanese Patients With
Methicillin-resistant Staphylococcus aureus
Infections
5.3.4.1. 1 ERRL A Phase 1 Blinded, Placebo-controlled Crossover |R-9186/TR701-115 I (200111 - 2011.12 |Trius sk N AR [FRH e L
Study to Evaluate the Effects of Oral TR-701 Therapeutics,
Free Acid on the Electrocardiogram Inc
(BiMerck Sharp
& Dohme
Corp. DF-2x1t)
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5.3.4.2.1  |ERAL Exposure—LlTicacy, Exposure—Safely, and Target |R-9255/CLN-13-0701-102 | NN - - TisT T BEGR M7 L
Attainment Analyses of TR-701 FA for the
Treatment of Acute Bacterial Skin and Skin
Structure Infections
5.3.5.1.1 L L A Phase 2 Multicenter, Randomized, Double-Blind, |R-9095/TR701-104 Prokocimer P [2008.09 — 2009.02 [Trius {20 NS AHmE R R L
Noncontrolled Study Comparing the Safety, Therapeutics,
Tolerance, and Efficacy of TR-701 in Patients Inc
with Complicated Skin and Skin Structure (#iMerck Sharp
Infections & Dohme
Corp. DF24t)
5.3.5.1.2 EHAL A Phase 3 Randomized, Double-Blind, Multicenter |R-9072/TR701-112 Prokocimer P [2010.08 — 2011.09 |[Trius {20 NS AHmE R R L
Study Comparing the Efficacy and Safety of 6-Day Therapeutics,
Oral TR-701 Free Acid and 10-Day Oral Linezolid Inc
for the Treatment of Acute Bacterial Skin and (#iMerck Sharp
Skin Structure Infections & Dohme
Corp. DF24t)
5.3.5.1.3 THp L A Phase 3 Randomized, Double-Blind, Multicenter |R-9071/TR701-113 Prokocimer P 2011.09 - 2013.01 Trius Nas NS E TSR wEHH Y
Study Comparing the Efficacy and Safety of Therapeutics,
Intravenous to Oral 6-Day TR-701 Free Acid and Inc
Intravenous to Oral 10-Day Linezolid for the (BiMerck Sharp
Treatment of Acute Bacterial Skin and Skin & Dohme
Structure Infections Corp. Df234t)
5.3.5.1.4 TEp L A phase 3 prospective, randomized, open-label, PH-39320/16099 _ 2013.11 - 2016. 10 Bayer HealthCare SR NS E TSRk wEHH Y
active—controlled, multicenter study to evaluate AG
the efficacy and safety of BAY 1192631 in
Japanese patients with MRSA infections (skin and
soft tissue infection [SSTI] and SSTI-related
bacteremia)
5.3.5.1.5 EHERL A Phase 3 Randomized, Double-Blind, Multicenter |PH-38672/16121 [ ] 2014.03 - 2016.04 |Bayer HealthCare [#E5h N E ZEER R L

Study Comparing the Efficacy and Safety of
Intravenous to Oral 6-Day Tedizolid Phosphate
and Intravenous to Oral 10-Day Linezolid for the
Treatment of Acute Bacterial Skin and Skin
Structure Infections

AG
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5.3.5.2.1 EHERL Phase 2 Open-Label Safety and Exploratory Skin  |R-9093/TR701-126 Prokocimer P 2012.02 - 2012.08 |[Trius iEsh TP SEEE |#HR L
Lesion Measurement Study of 6-Day Oral TR-701 FA Therapeutics,
in Skin Abscess and Cellulitis Patients Inc
(#iMerck Sharp
& Dohme
Corp. DF24t)
5.3.5.3.1 EERL Integrated Analysis of Efficacy ISE — — - HiZDS PR E AHmE R, [fRAe L
BEER
5.3.5.3.2 EHERL Integrated Analysis of Safety ISS — — — sk RS FEMERE, [ L
BE R}
5.3.5.3.3 EERL Ethnic Sensitivity Report ESR — — - HiZD PR E ZEGR Rl
5.3.5.4.1 EHEL Microbiology Summary Report TSM — — — fiZas TR ZEER |-
5.3.5.4.2 EHERL A Phase 1 Open—label, Ophthalmology and R-9187/TR701-110 I  [2012.05 - 2012.08 [Trius sk PR E SELE |#R L
Neurology Safety Study of Oral 200 mg TR-701 FA Therapeutics,
Once Daily for 10 Days in Healthy Adults Inc
(#iMerck Sharp
& Dohme
Corp. DF24t)
5.3.5.4.3 EERL In Vitro Activity of Tedizolid and Comparators [R-11237/IHMA-22345 — — - HiZD PR E ZELE R L
against Staphylococcus aureus Collected in 2014 -
2016
5.3.5.4.4 EHEL SURVEILLANCE OF TEDIZOLID ANTIMICROBIAL ACTIVITY [R-11101/15-BAY-01 — — — HiZDS PR E ZEGR R L
TESTED AGAINST SELECTED GRAM-POSITIVE PATHOGENS
ISOLATED IN ASIA-PACIFIC, EASTERN EUROPEAN AND
LATIN AMERICAN COUNTRIES (2015)
5.3.5.4.5 EHEL SURVEILLANCE OF TEDIZOLID ANTIMICROBIAL ACTIVITY [R-11236/14-BAY-01 (15- — — — HiZDS PR ZEGR Rl
TESTED AGAINST SELECTED GRAM-POSITIVE PATHOGENS |Bay-03)
ISOLATED IN ASIA-PACIFIC, EASTERN EUROPEAN AND
LATIN AMERICAN COUNTRIES (2014)
5.3.5.4.6 EERL In vitro Activity of Tedizolid against S. aureus [R-11167/IHMA-2266 — — - HiZD PR ZELE |l
and S. pneumoniae Collected in 2013 and 2014
from Sites in Latin America, Eastern Europe and
Asia-Pacific
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5.3.5.4.7 EHELL SURVEILLANCE OF TEDIZOLID ANTIMICROBIAL ACTIVITY [R-11895/15-CUB-01 — — — HiZDS TP ZEGR Rl
TESTED AGAINST GRAM-POSITIVE PATHOGENS ISOLATED
IN THE UNITED STATES AND EUROPEAN REGION (2015)

5.3.5.4.8 EHEL SURVEILLANCE OF TEDIZOLID ANTIMICROBIAL ACTIVITY [R-11891/14-CUB-04 EUROPE — — — HiZD PR E ZEGR Rl
TESTED AGAINST GRAM-POSITIVE ORGANISMS ISOLATED
IN EUROPE (2014)

5.3.5.4.9 IEFIR L SURVEILLANCE OF TEDIZOLID ANTIMICROBIAL ACTIVITY |R-11892/14-CUB-04 USA — — — sk NS ZERRE [#RH7e L
TESTED AGAINST GRAM-POSITIVE ORGANISMS ISOLATED
IN UNITED STATES (2014)

5.3.5.4.10 EHEL THE ACTIVITY OF TEDIZOLID AGAINST CONTEMPORARY  |R-11896/mcr—-14-0701-105 — — — HiZD PR ZEGR Rl
STAPHYLOCOCCUS LUGDENENSIS AND S. HAEMOLYTICUS

5.3.6.1 WET PERIODIC SAFETY UPDATE REPORT No.5 (21-Dec-2016 [PSUR #5 — 2016. 12. 21 — Merck Sharp & HiZaN NS ZERRE [#RH7e L
to 20-Jun—-2017) 2017. 06. 20 Dohme Corp

5.3.7.1 EHAL R E DO & 7 o 72 FEARBR K CFEEARAE [EH—E — — — EANR OV [ HNHEE AR —
DREERBR OIE | — B &

5.3.7.2 EHAL T S 7= BT OMRRBIC B\ CRIER MBI S |BEFGIER 5 — — — EANR OV [ HNHEE A —
TIERO—E# BEGE

5.3.7.3 LI L FH SN I= R TOMKRBRIC B W CEEAFERR) |EEAEHS 5 - - - ER RO | HE s AT ZERE -
BRENTIEFIO—E R BEGE

5.3.7.4 EHA L T S 472 2T ORI 35\ CHAR AR A | 5 5L - — — EANR OV [ +NHEE BRITHZESN —
B NELER S EBI O— B 3% BEGE

5.3.7.5 EHA L Fhiti S 7= 2T ORKRER B\ CTRIZ SNz | EZEEhx — — — EANR OV [ HNHREE BRITHZESN —
EHOE® 2@ EN R L7z X BEGE

5.4.1 LWL Clinical practice guidelines by the Infectious |Liu C et al., Clin Liu C — — S Liu C et al., Clin PE —
Diseases Society of America for the treatment of |Infect Dis Infect Dis
methicillin-resistant Staphylococcus aureus 2011:52(3) :el8-eb5 2011:52(3) :el8-e55
infections in adults and children: Exceutive
summary.

5.4.2 EHEL Counterpoint: Vancomycin and Staphylococcus Deresinski S, Clin Deresinski S — — %S Deresinski S, Clin BEE R} -

aureus—an antibiotic enters obsolescence.

Infect Dis
2007:44(12) : 1543-1548

Infect Dis
2007:44(12) :1543-1548
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5.4.3 EERL BEPRGL R R — o1 T R AR BEPRG R R — A T [|BA @A - - EH https://janis. mhlw. go. |25 &kt -
A A ABEEFY 2016 jp/report/open_report/
2015/3/2/zen_Open_Repo
rt_201500. pdf
(Accessed 2017 Apr)
5.4.4 TEp L Community-associated meticillin-resistant DeLeo FR et al., Lancet |DeLeo FR — — Yok DeLeo FR et al., B EE R} —
Staphylococcus aureus. 2010:375(9725) : 1557-1568 Lancet
2010:375(9725) : 1557~
1568
5.4.5 EHEIRL PIMRSASEAE FH D F5| & HIMRSASRAE F 0 F-5 ] = A A RYIE F 2 — — EHN http://www. kansensho. o2& &%k} —
2008 r. jp/guidelines/pdf/mr
sa_tebiki. pdf
(Accessed 2017 Apr)
5.4.6 IEERL Update on medication—induced peripheral Weimer LH, Sachdev N, Weimer LH — — Wk Curr Neurol Neurosci [Z#&&EH —
neuropathy Curr Neurol Neurosci Rep, 2009;9 (1) :69-75
Rep, 2009;9(1) :69-75
5.4.7 TEp L Drugs interfering with mitochondrial disorders Finsterer J, Segall L, Finsterer J — — Yok Drug Chem Toxicol, B EE R} —
Drug Chem Toxicol, 2010;33(2) :138-151
2010;33(2) :138-151
5.4.8 BHEIRL Mitochondrial antibiograms in personalized Pacheu-Grau D et al., Pacheu-Grau D — - S Hum Mol Genet, SEER —
medicine Hum Mol Genet, et al. 2013;22(6) :1132-1139
2013;22(6) :1132-1139
5.4.9 EHEL Cross—linking in the living cell locates the Colca JR et al., J Biol |Colca JR et al. — - 22y J Biol Chem, P —
site of action of oxazolidinone antibiotics Chem, 2003;278(24) : 21972~
20035278 (24) :21972-21979 21979
5.4.10 L L The oxazolidinone eperezolid binds to the 50S Lin AH et al., Lin AH et al. - — WS+ Antimicrob Agents B -
ribosomal subunit and competes with binding of Antimicrob Agents Chemother,
chloramphenicol and lincomycin Chemother, 1997;41(10) :2127-2131
1997;41(10) :2127-2131
5.4.11 EHEIRL Structural basis for selectivity and toxicity of |Bsttger EC et al., EMBO |Béttger EC et — — Y EMBO Rep, ZEBE —
ribosomal antibiotics Rep, 2001;2(4):318-323. |al. 2001;2(4) :318-323.
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5.4.12 EHERL Does linezolid cause lactic acidosis by Palenzuela L et al., Palenzuela L et — — bTi%aN Clin Infect Dis, HEEE —
inhibiting mitochondrial protein synthesis? Clin Infect Dis, al. 2005;40(12) :el13-116
2005;40(12) :e113-116
5.4.13 TEp L Influence on mitochondria and cytotoxicity of Duewelhenke N et al., Duewelhenke N — — %S Antimicrob Agents BEERL —
different antibiotics administered in high Antimicrob Agents et al. Chemother
concentrations on primary human osteoblasts and [Chemother, 2007;51 (1) :54 2007;51(1) :54-63
cell lines 63
5.4.14 TEp L Adverse effects of antimicrobials via Barnhill AE et al., Barnhill AE et — — Yok Antimicrob Agents BE R —
predictable or idiosyncratic inhibition of host |Antimicrob Agents al. Chemother
mitochondrial components Chemother, 2012;56(8) :4046-4051
2012;56 (8) :4046-4051
5.4.15 TEp L Mitochondrial translational inhibitors in the Cohen BH et al., Biochim|Cohen BH et al. — — Wgsh Biochim Biophys Acta, [ZZ%El —
pharmacopeia Biophys Acta, 2012;1819(9-10) : 1067~
2012;1819(9-10) : 1067~ 1074
1074
5.4.16 EHEL Hematologic effects of linezolid: summary of Gerson SL et al., Gerson SL et — — %S Antimicrob Agents BEE R} -
clinical experience Antimicrob Agents al. Chemother
Chemother, 2002;46 (8) :2723-2726
200246 (8) :2723-2726
5.4.17 BHEIRL Therapeutic drug monitoring may improve safety |Pea F et al., J Pea F et al. — — HiZaN J Antimicrob ZEBE —
outcomes of long—term treatment with linezolid Antimicrob Chemother, Chemother
in adult patients 2012;67(8) :2034-42 2012;67(8) :2034-42
5.4.18 TEp L Linezolid-associated toxic optic neuropathy Rucker JC et al., Rucker JC et — — Yok Neurology, B EE R} —
Neurology, al. 2006;66 (4) :595-598
200666 (4) :595-598
5.4.19 TEp L Reversible inhibition of mitochondrial protein Garrabou G et al., Garrabou G et — — Wgsh Antimicrob Agents BEERL —
synthesis during linezolid-related Antimicrob Agents al. Chemother
hyperlactatemia Chemother, 2007;51(3) :962-967
2007;51(3) :962-967
5.4.20 EHERL Linezolid plasma concentrations and occurrence |Cattaneo D et al., Int |Cattaneo D et — — iy Int Antimicrob Agents, |ZZ &} —

of drug-related haematological toxicity in
patients with gram—positive infections

Antimicrob Agents,
2013;41(6) :586-89

al.

2013;41(6) :586-89
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5.4.21 EHERL Correlation between serum linezolid Hiraki Y et al., Scand J|Hiraki Y et al. — — EHN Scand J Infect Dis, s —
concentration and the development of Infect Dis, 2012;44(1) :60-4
thrombocytopenia 2012;44(1) :60-4
5.4.22 THp L Inhibition of mammalian mitochondrial protein McKee EE et al., McKee EE et al. — — Yok Antimicrob Agents BE R —
synthesis by oxazolidinones Antimicrob Agents Chemother,
Chemother, 2006350 (6) :2042-2049
2006;50 (6) :2042-2049
5.4.23 EHEL Zyvox (linezolid) Brochure for the Anti— Pharmacia and Upjohn, Pharmacia and — — iy https://www. fda. gov/oh|&E &kt —
Infective Drug Products Anti-Infective Drug Upjohn rms/dockets/ac/00/back
Advisory Committee Meeting Products Advisory grd/3597blba. pdf
24 March 2000 Committee Meeting, 24 (Accessed 2017 Apr)
March 2000
5.4.24 THp L Cellular pharmacokinetics and intracellular Lemaire S et al., J Lemaire S et — - Y J Antimicrob BEERL —
activity of torezolid (TR-700): studies with Antimicrob Chemother, al. Chemother,
human macrophage (THP-1) and endothelial (HUVEC) |2009;64 (5):1035-1043 2009;64 (5) :1035-1043
cell lines
5.4.25 TEp L Higher linezolid exposure and higher frequency Matsumoto K et al., Int |Matsumoto K et — — Yok Antimicrob Agents. BE R —
of thrombocytopenia in patients with renal J Antimicrob Agents. al. 2010;36(2) :179-181
dysfunction 2010;36(2) :179-181
5.4.26 TEp L Clinical pharmacokinetic/pharmacodynamic profile |Dong H et al., Int J Dong H et al. — — Yok Int J Antimicrob B EE R} —
of linezolid in severely ill intensive care unit |Antimicrob Agents, Agents,
patients 2011;38(4) :296-300 2011;38(4) :296-300
5.4.27 EHERL Linezolid, a novel oxazolidinone antibiotic: Antal EJ et al., J Clin |Antal EJ et al. — — s J Clin Pharmacol, HEEE —
assessment of monoamine oxidase inhibition using |Pharmacol. 2001;41(5) :552-562
pressor response to oral tyramine 2001;41(5) :552-562
5.4.28 THp L Use of vancomycin pharmacokinetic— Giuliano C et al, Expert|Giuliano C et — — Yok Expert Rev Anti Infect|ZZ%El —
pharmacodynamic properties in the treatment of Rev Anti Infect Ther. al. Ther. 2010;8(1) :95-106
MRSA infections 2010;8(1) :95-106
5.4.29 EHEL Comparison of the pharmacokinetic properties of |[Estes KS et al, Eur J |Estes KS et al. — — iy Eur J Med Res. SHE AR} -
vancomycin, linezolid, tigecyclin, and Med Res. 2010;15(12): 2010;15(12) : 533-543
daptomycin 533-543
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5.4.30 EHERL Population pharmacokinetics of linezolid in Meagher AK et al, Meagher AK et — — NiZaS Antimicrob Agents BEE R} -
patients treated in a compassionate-use program |Antimicrob Agents al. Chemother
Chemother. 2003;47(2) :548-53
2003;47(2) :548-53
5.4.31 TEp L Does linezolid inhibit its own metabolism? - Plock N et al, Drug Plock N et al. — — Yok Drug Metab Dispos. B EE R} —
Population pharmacokinetics as a tool to explain |[Metab Dispos. 2007;35(10) :1816-23
the observed nonlinearity in both healthy 2007;35(10) :1816-23
volunteers and septic patients
5.4.32 EHEL Population pharmacokinetic and pharmacodynamic Sasaki T et al, Sasaki T et al. — — EHN Antimicrob Agents BEE R} -
analysis of linezolid and a hematologic side Antimicrob Agents Chemother. 2011;55(5) : 1
effect, thrombocytopenia, in Japanese patients |Chemother.2011;55(5):186 867-1873
7-1873
5.4.33 TEp L Results of the Surveillance of Tedizolid Sahm DF et al, Diagn Sahm DF et al. — — Yok Diagn Microbiol Infect|ZZ¥%kl —

Activity and Resistance Program: in vitro

susceptibility of Gram—positive pathogens

collected in 2011 and 2012 from the United
States and Europe

Microbiol Infect Dis
2015;81(2) :112-118

Dis. 2015;81(2):112-
118






