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ABSSSI acute bacterial skin and skin structure infection | ZVEREEMERZ & - F & AR GYIE
ATCC American type culture collection K LB 25 0 il S A PR A R P
BCRP breast cancer resistance protein FLyE M 2R A
CA-MRSA community-acquired MRSA 7RG MRSA
CDAD Clostridioides (Clostridium) difficile- Clostridioides (Clostridium) difficile B8
associated disease T HIIE
CE clinically evaluable —
CE-EOT clinically evaluable-end of therapy —
CE-PTE clinically evaluable-post therapy evaluation -
CFU colony-forming unit an =—JEREAL
CLSI clinical and laboratory standards institute BRI AR ER S
cMITT clinical modified intention-to-treat —
cSSSI complicated skin and skin structure infections | BEMEMERZ G « Fe fGALRREYGLIE
CYP cytochrome P450 7 b7 u—2A P450
ELF epithelial lining fluid Jifi b SRR
HA-MRSA hospital-acquired MRSA : BN O MRSA
hERG Human ether-a-go-go related gene t | ether-a-go-go BE L1
ITT intention-to-treat —
LRSA linezolid-resistant Staphylococcus aureus —
MAO monoamine oxidases E)TIVAERUH—E
MATE multidrug and toxin extrusion —
MBC minimum bactericidal concentration e/ N TR
ME microbiologically evaluable —
ME-MRSA microbiologically evaluable MRSA TE R0 R A AT REARIT X SR H
MIC minimum inhibitory concentration o/ N E PR PR
mITT microbiological ITT -
MRSA methicillin-resistant Staphylococcus aureus AF VY UIER AT R UK
MSCoNS methicillin-susceptible coagulase-negative .
staphylococci
MSSA methicillin-susceptible Staphylococcus aureus | * F ) MR EAT N U ERE
OAT organic anion transporter BT =4 N TV AR—H —
OATP organic anion transporting polypeptide BT =4 U lkR ) X7 F R
OCT organic cation transporter EREDTFF 2 N T AR—H—
P-gp P-glycoprotein P-HEE H
QTcF QT interval corrected using Fridericia's Fridericia 1 QT 1
formula
SSTI skin and skin structure infections B - AR R Y iE
SULT sulfotransferase Wi PR AR I R
VREfa vancomycin-resistant Enterococcus faecalis —
VREfm vancomycin-resistant Enterococcus faecium —
VSEfa vancomycin-susceptible Enterococcus faecalis | —
VSEfm vancomycin-susceptible Enterococcus faecium | —
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1. RFEA
() £
X7k a®FE 200 mg
Q) #* £
Sivextro® Tablets 200 mg
(3) AHDOH%E
2. —i4&

1) & (Fwfx)
FOVY RY VB 27 (JAN)

() ¥4 (M%)
Tedizolid Phosphate (JAN)
%% : tedizolid (INN)

3) AT L (stem)
FXRHY D) RPUEA : -zolid

3. BEXXETRER

0 O
H
- \Cf
H:03P s N F

4. HPFRXRUHFE
ﬁi}%fﬁ . C17H16FN606 P
5y H 45032

5. {28 (@) XIFFRHE
(5R)-(3-{3-Fluoro-4-[6-(2-methyl-2 H-tetrazol-5-yl)pyridin-3-yl]phenyl } -2-oxooxazolidin-5-yl)methyl
dihydrogen phosphate

6. [ERA. fl4. KBS, 58S
FOVY R BT AT )L
H AR PR IE R85« TZD
1RER % 5 : TR-701 FA, MK-1986

<HE>
TV RY VAT S N U A (100mgB37 2/ Y KU UERT AT /L 911 mg lZfHY)  : TR-701
TV YR (164mg ™7V ) RU VBT A7 /L 200 mg (ZAH24) : TR-700. torezolid
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(1) 48 - 1R
KinlTHBE~HEDOHMRTH 5,

(2) BEE

LS iR (25°C)

K 0.1 mg/mL
PAFIANRF LR >49 mg/mL
14-o A %% <0.05%
VAR =l N = B g <0.05%
X =) 0.01 mg/mL
AL ) =) 0.05 mg/mL
TR <0.05%

() RiEtE
QTS E A E AN

@DEE (MER). R, BRER
whs : 260.8C
WA, BEE AT BB R L

() BRI B MR E
pKa; = 1.8 (G5 i)
pKa>=6.5 (J7EfE)

(6) A ERFEH
logP=-0.4 (GH%fH)

7) TD/D XL REE
FehESCE (25°C. DH#R) : -48.3°

2. ARRSOEREHTICEITIREN

AR PRAFSAF RIFFERE PRAT- AR fE S
S oo RIZF LR+ R
F R AR 25°C/60%RH EEHER Y T L e 36 5 A 36 # HFETLE
s om0 RV =F L8+ T
IIEEERN 40°C/75%RH A L g 6 # H 6 HETLE
Sk R FAREE 120 5 Ix-hr DA 1
1%;" BItEET 7 FEE S T USRUTERA M = % LI
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00F:1}iZ0]=s]
WENEAIEO T 4 L ha—F 4 Tk
Q) HEONER B UK
W 7e4 27k ®E 200 mg
5|7 TZ0 200
GBI =— K) | | I
£E£& (mm) 13.8
mE (mm) 7.4
JF& (mm) 52
HX (mg) 414.0

@) B —F

TZD, 200
4) HH oMt
ML
(5) D1
YL
2. HHEOMHERL
) BRES (EERS) OSERUHRMHA
W 7E4 27k ®E 200 mg
H ks FUVYRY VBT ATV
o7 200 mg
e —R RE Ry, Z7rARE Ry, AFT7 U Ui~/ X
gl UL, D-vr= k=, RUE=ATAa—L (#5450 aik
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M LN
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1. ZhEEX IR
<@ HE>
TOVY FIZREDAF) UEREE T FOKE (MRSA)
<@IIE >
REMKRERRE. BUHRKE. ME - RERUVFHRIZEOZRER, VoA - BEOZRER

2. PEEXIIHERICEEET HFE

5. MEEXIIHIRICEAET HEE

AFNOFERIZHT- > TIE, MEEORBBEZF =D, JFRAlE U CTiOHUE 3 & OARAFNZ xH
LR (k) 2fER+ 52, [1835MH]

i En)

JRYYETRIRIZ BT 2 BrE MY - BA) 058 1 7248 O & FANMPERE ORI - BIEDO G IED 7= 91,
FNEE Y E 2 20HE - IR E T A e ToOREEYERAICBEBOEESFHE LT, IhEtyER
AOEHA EOEEFHEOEEIZOWT CERSH1H 19 BELEST) | [CHESXRELE,

—~
Ul
=K

3. AERUVRAE

) AERUVAEDMRES
W RACIET VY Y R VERT AT L E LTC200mg % 1 B 1 HEAHKE T3,
(fiAEL)

AHFNL, BEOREIIPOL TR TE 2,

() BERUREDRERE - BH
AR ORE R O EIE, AR E TICEANSNTEME L 72 LU Fildl o &R B R GERR R & O
IREBRAE ) 2 DERE LTz,

- fREER N & RN T M L 7 BERIEFEABR (TR701-101) TlX, 7YY U RY U271
F MU DA 200, 300 XN 400mg FEAL 1L H 1 E 21 HREKER D& G Lz & & 0BEMEIX
BEL TR CTH 72Dy, 400 mg HERETIL, 8. Bl, HEAPRER S HEFRLORBBHEE
D@ o T, FEVCTHEIE L7725 AR RE (TR701-104) TiX, 7YYV RU VBT 27 1)
KU 7 4200 mg, 300 mg X 400 mgl H 1 [FERE #5128 T 215EEIXFRE TH - 72,

- VEAFE AR EG R 388 (ESTABLISH-1 (TR701-112) . ESTABLISH-2 (TR701-113) ) TIlIAH|
200mg, 1 H 1[EEGENERI L, FHEEY 22U RT3 2IEH D RS,

c HARNERE N OEY B BRI R D 2T W & 2 il L7c L C%E M L 72 [ENEIHE
AR (16099) TlE, BCKICBIT DKM ETH 2 A4 200 mg, 1 H 1 5 L 30E LI L7,
MRSA JEGE A iR S A7 B AR N JE « #REA AR E B CAKI 200 mg, 1 H 1[G &V x>
U F600mg, 1 H 2EESOEBEILRETH- T,

< ek, KETEME I NI AL AT AT e U T R Bk (TR701-108) T, 7Y U KU >
B A7 V) N U U A EREOEYFAFREERNBD BTN D,
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4. RAERVARICEET IR

1. BERUVAZICEEYT 5IE

T AHNLZ T WEMEEICH L CORAETEEEZ AT 5, LIehi - T7 T ARatkE% 2 5 TR A
QLW szt UTRAEEDN DO 55 X 22 A 2 0 L IR E21T 9 Z &,

7.2 EEHFID S EEFI~DEI Y B 2
HERANLT VY RY VB AT VO ZRBLIZBFRICBWT, ROKSGAETHL L
FER NI L 7235803, FCHBEDOEANCYIV X5 Z LN TE 5,

(fiAEso.) * () OB SR SCEOEE S5
71 RENL 7 T LR ICR L CORPEENEZET L2 LD, 77 AR %% 5 iR A g
LR ENT=GE . TRGEENEDLN L GEIEL. tMoEI2ERZ T2 0ENH 5,
72 Fl—#BRE CTO I g AF — =T A TEIME S NI AN FT XA T8 )7 0 RERICE

WTC, 80% % M2 DX NA AT XA T VT 4 RS,

TV R U AT LOFEFEIL. AUC/MIC HITEFE L Tb, AUC/MIC b 158 9%
PK/PD AR D HEE L U CTHgkiE — JSEMRMT 21T o 7o i F. BRIR T BERR O MRSA (Z%F9 2 MIC D
FNT YY) KT 05pg/mL BL R CTH o722 LIS & AR 0% 7l 6E 722 i 5% &Ik
AUC /S 7.5 ug-h/mL BA EEBHH &5 ),

A 200 mg & HARNCRAFKEG L2E THAR (16101) TOT YV Y FOREFEE (AUCh) 1%
286 ug-h/mL Thotz, ZDi=d, HEZFEHETICHIRNZ 5N OROB5ICH0 B2 CTH,
BRSOV TIIRMER N E B 2 DL,

LR T, ERFNST VY R VBT AT LOR G2 LI EEICB VT, BA&EmT
RECTH D L RPN L7aiE, FCHEORFICYI D B2 CET DL,




V. ARICEY SEA

5.

Fife PR R 4
W)BEBRT—2Ryi5r—o
P/ 2B
g . . SN Fi & KA
RERE 5 HER D B PO RBRT A v . y
. (BhHFik, BRI HAMH
% 140
FHAT BRI 5 KO | /e FE ke A | SE1E 2L, AT w71 AHK) S0 mg XX 7T R | Hial
16101 Moty oS A A | Bk BB, % RN & G-
EH TR_A 7 E V|36 4l 77 'R AT T2 AHFI 100 mg Xix 7T &R
T 1 5 MR, AR | 2R S
AT w73 AHFI200 mg iE 7T AR
% RN 5 ] O 0 B¢ -
FEAT RERE B | B R A | EEAL, ak— k1 AFI200 mg XiE 7T &R |7 HE
16102 B ZEEM. Z 18 1 [EFIRAES
EH 24 {31 TIRRHE | 2R — b2 KAI200 mg NI T AR
1B 1 EfEngs
AT HL[E K& VAR | BEEERLAN | “EHEM. Part A (H[a|FHE&WIEEE) - Part A : B
TR701-107 |53 B, I |90 7 Z & R x| A 50~400 mg & EA T D AEBRRIENR 250 | [B]
sk (O Ak P NP M A | ~500mL X7 TR (250~500mL) %
AFT AT LW ONT IR | 60~180 AT CEHIRINRS-
DR AP Bk, 70X |PartB (KEHE) Part B : 7
A= AR 200 31 300mg A EH 9 HAERER | B
250mL X7 7R (250mL) % 60 7fHhe
3T 1A 1EIRAE G-
PatC (HExtf)SA A7 _A Z V7 4) : |Part C: H
8 WFfHILL oD fetl, RARNIR S « A | [E]
200 mg & & AH T 5 ARAHEIR 250 mL %
60 7312 CERIRNIR 5
RS« A% 200 mg % 240 mL DK
TR ORE
Part D (HfiRifn & AAME) - Part D : 3
Al 200mg & EAH T D AEMAIER| AR
250 mL XX 7 TR % 60 4y[23F T
1 A 1 B RN &S
A QT/QTc ¥ Al | RN | Bk, AN 200 BN 1,200 mg, EF 7 v | HA|
TR701-115 | 3B 48 i 7T RV 400mg XTI ERERAE
iz B 7 nm2A|h (BEBRES 7 add v i3k
F—r— B
FEAT IHY T AR EFERA | FEER AFH) 200mg 255 5~17 B 1 B 1A |13 AR
MK-1986 004 | X1z 2 /X & & | 18 4] BB
sk Fr DY SHVIGAIXTA 2mg 1
R (R HEOE 14 Bz O#& 5
DANRABZF L BANAETF L 10mg &
%3 HROYE 16 ISR OIS
%% BFEORBR|EHERA | BIEAL, A 10K L Eofe s, 72 | Bl
TR701-103 | Bk 12 451 IHEM. U R @Bz AFALF Y @A
Esh 2FE2 817 v 2| 600 mg &% O 45
Fr—r— #5 B : 10 KLl Eooffifets, wiflEhs
BEERE L%, 7V R Vgx
ATV N U T A 600 mg &k 1B
5% KENE TV | BEEERLN | BEVEZA L, BH5 A: 7YY U RY R R )L | HiE]
TR701-108 RU VBT 1261 | IR, kU A 200 mg %% 05
HTZAS VTR U LD 2/ 2812 = B B KA 182 mg RO
FXIH) A T A N
RASGEY T 4
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V. ARICEY SEA

Bk T — 2Ny r—o (DD%)

i/ &%

i . . BV FA B AFH 5

HERE 5 ABR O B ) PIES RERT YA ; ,

Al A1 (Be5J71k, HBERE) I
&% Ha R O AE | AR | ZEHER, Part A : Part A : K
TR701-101  |# 535 80f | TTEARKY|TYVY R U ATILFT Y DA |E
sk FEIExFHE . 7| 200, 400, 600, 800 K TN 1,200 mg X

&G 7T R EROES
Part B : Pat B : 21
FUOVY RY U ATLF RY oA | B
200, 300 %X 400 mg, X7 7 &R
Z1H1ERRAOES, HLXY Y
U R 600mg XIT7Z7EAR%Z 1H 2[MH
oS
&% BT RE MG AE A | BERERR A | FEEM TYVY RY U ATV R U U A | HE
TR701-102 | R OVE S AR | 154 600 mg % #% 1§ 5
sk 8k o0 A R
5% VY ANT A fRERA | HEER [YC] ¥V U RV U= X7 )L | HE
TR701-106 | 3Bk 6 5l 204 mg &£ 0 $E5-
ok
&% IGRATHE R | RERRA | JFERR AHI200mg % 1 B 1 EREOES 3 AM
TR701-119 20 15
sk
&% BB ERER |ERA |7 ey 7 EE| S A—T 1 AFI200 mg LT 7 TR | Elb
DA7218 PK I B #Hib, ZEE | 2R ARG UIFFIRN R 5
HTZAS GEEAN) |, TT R A—T 2 AAN400 mg T T T R
304 | X ZRRO#G
TN—"73 . AH 600 mg iL 7T &R
RO
&% R J OV AE | EFER A | Partl : FRIRPNEE S - K% 200mg 2 1 B 1 [8]|Part 1 :
16411 535 Bk EER, HE | HIRNE S Bi[A]
sk (FPEA) | B 2828l e RO S  ARK 200mg & 1 B 1 [EF | Part 2 :
16 4 AG—N— mE 2 3 HE# IR
Part2 : W G-
HEM 4 HIAREO
&5
&% H )| HAME L% 3R, | AK 200 mg R (Part A) X | HiH]
TR701-111  |RE3KER (2~175%) | FHEMH FrlkN IS (Part B)
STIZA 20 5]
&%& JIF # B B2 55 AR | PSR O | sk HE L | K 200 mg A A% 1S Bi[A]
TR701-124 |5 3KBR HE OIFH| HEER
sk HEME B
32 ]
&% T B BE B R RRAE | 2 MERR L. | A 200 mg A F RN 5 HifE]
TR701-123 |35 kg | EER
iz 24 151
% 5 s R ) B | JEE R AH 200 mg &% O 5 B[]
TR701-109  |fEER ©5mELL L)
sk 28 4
&% F 7 I A ERA | EHER, AFI200mg XiX7Z7 &A% 1B LA |14 B
TR701-105 | §B& 3061 |7 T &R 5| ROES
sk ML 2 W7 ma| - KENEERLE3 B LD T I iy
A== | EHEERE QSmg BB L, 1HD
L1250 mg oM R, K 575 mg &
<) [FTZIv:1H1E, 12H/
(E3~F 14 H) KOogs]
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V. ARICEY SEA

Bk T — 2y r—o (DD%)

SHii/ &

T B . e &= AHI P 5

REpEE | RBROBEM x5 AT A . -

Ny (5 5k, B57REK) bii] 5
& T A R | BEEERAN | EEEAL, AF 200mg XIZ7F5RAZ 1 H 1H |5 HFE
TR701-114 T RY v 18 13 ZHEEMR. Boks
sk & DI 77 ARH| TS F2T = KU 260 mg & E R

HAEHRER . 7 n A 5HOE s BICHRBERO#&S
Fr—r—
& REL 7 | BEEERAN | HEEMR AFN200mg Z 1 B 1 [EFEAO#RS 10 HH
TR701-110 OV 22 1) 72 14
s 22 MR ER
ERIE ]
B2 ii] 5 UAHRER |cSSSLERE | ZfakdtF, (L TFTownwTFhvhoR&Eo 7YY U KF|5~7H
TR701-104 188 4 MAEAIL. VU 2TV ) A% 1 H1H
s “HEER. RO, FAEREAR,
WATRERIEEHEE |200mg : 7YY U KU VT X5 b
T RU T A 200mg BB AE A+
TR TN 1E
300mg : 7YY KUY BT L
T hU DA 200mg BTN EA+T
VU RV VBB ATV N DA
100 mg 77 7" /v 1 {#
400mg: 7Y U KU VR AT )L
FT FU DA 200mgH 7L 2
B5E 5 UAHRER | K2 W o K| sk 3EE, | A# 200mg % 1 H 1 BEROES 6 H
TR701-126 BB IEEMH
fiza> 100 41
WP G/ o
BE
100 il
EFIE ]
ES 2] FIMAHFER | MRSA JEYLIE | ZhEaxdEA, | AK 200mg % 1 B 1 B, X4XY x| SSTI :
16099 (SSTI %% | FEHEKHHE, U K600mg % 1 H2IME, #IRNE|7~14 HH
EA T B S R | BBEEAL, OB, SRMBEE SR O &S| BufiiE
ME) mE | FHER ~DOYE R, HEFEART, #R| 7~21 A
124 {5 G160 23703 1F TSR,
&F i FMUAHRBR | ABSSSLAEF | ZHtiax LA, | AHI 200mg 2 1 B 118, ULV x| 6 AN, %
ESTABLISH-1 667 4 EA b, URK600mg#% 1 H2ME, &OkL, |O% 7S Z
TR701-112 “HEHEM JH AT, vR% 4 H
s ]
ES 2] FIMAHFER | ABSSSI B | Zhtiak LM, | AF200mgz 1 H 1[E, XXV VU |6 HE., &
ESTABLISH-2 658 4] EfEAL, K600 mg#% 1 H 2, FFIRNUIRO| D% 7
TR701-113 “HER 5., BARNBZREN RO G~0G]| ®R%E 4 H
st Bzl PR, FURAN RS R
60 73 /M) T FE i,
&% HEIHRSR | ABSSSI B4 | ZhaskdkF, | AK 200mg % 1 B 1B, XXV x| 6 HE., &
16121 589 {3 EfEAE, U K600mg % 1 H 2, FIRNXZ| D% 7 7
s “HER BO#h, IR ELORO®KE | ERE4H
~OYIEE X ], L]

ABSSSI (Acute bacterial skin and skin structure infections)

¢SSSI (Complicated skin and skin structure infections)
MRSA (Methicillin-resistant Staphylococcus aureus)

SSTI (Skin and skin structure infections)

) AH D7

RSV AL O &,

mROEET D, | Thd,

BiKN

12

s AR R R R - B A R e

AT UM EA T BT ERE
D BCRE - WML R G E

AT YU R VBT AT e LT 200mg s 1 H 1




V. ARICEY SEA

(2) B PRI IREAER

1) EASE | 85 : BEREES (16101) ¥

AARNERERANBE (36 i) x5z, AAl 50 mg, 100 mg Xix 200 mg H[EIFFIRN £ 5L Y
200 mg HEIRR OG-0 e, AN, BB K OHXIHINA 47 XA Z ) 7 4 Zfitd 5
R b, BER, 77 AR Rl a 525 L7,

FIRNE G2V T, miEF T oY) FREFRGERICEDO TEREE THE Cox (TERELTZO L,
10.9~12.2 B D t1, TIKF L. 50 mg~200 mg O F E#HiFHIZH T AUC KO Coax (T EKTFHY
WZHEEIN L7,

200 mg A LGB T, M7 oY ) MREITERE 3 FFMEZIC ConlZE LD B, 10.7 K
Dt TIRF L, MR ASA A7 XA FZ YT 11582.6% Th o7,

AFAl 50 mg~200 mg FFIRAN % 5- K OF 200 mg £ 0% 5- O B IR R TH -T2,

AH| 200 mg F RFHFFEIRXEIROBEFOT OV FOEDBRE/NS A -4

Cinax AUC.r tmax ti2
(ug/mL) (ug+h/mL) (h) (h)
. 1.08
RN G- (7 1) 3.45+0.60 34.447.9 (0.98~1.25) 11.0£1.3
p 3.00
renges (7 610) 2.38+0.59 28.6+8.2 (0.98~4.00) 10.7+1.0
F0 BER 2> 5 MEFRIKCE TD AUC CESEARAER S, tmax : TPORAE (REFH)

FRGRIFRTAEORE © AA AR 205 & U To BRI G R O 31 A7 A Z e U 7 ¢ 3Bk (16101)

¥) AFOARINRAELROCHERT., EE, AT VYU R VBT AT L ELT200mgs 1 H 1
BROREGT 5, | Thd,

) ERNE | AR : RE®RSES (16102) ¥

HAS AR N B 24 61)) Zst4ic, A#I200mg 1 H 11817 AR, IR G5 O 1 #%

O8G0 Ra2M, BRMER Y E)EE %&ﬁ#éﬂ¢%k “EERM. 77 R RRER A E

L7,

BHREICED ST MET T O ) NREZEER GO BICIZFEFIREBICEL, FHEMEX

@%h&#otoﬁwmﬁﬁﬁoﬁmﬂﬁ fé£§7)77/ximﬁ&5&5%&5%1
IIEFETH O 24 FERRPHEIERITN 1% Th o7z, Rk, B2 V7 72 23R G & i

%&ﬁﬁfﬁﬁﬁ%?%w\%%W&%&ﬁm&%fﬁ%ﬁ%oko

AHFN200mg % 1 H 187 B, KEFIIRNZES LR O#RGEOZEFETMREFTH -7,

AHF| 200 mg /BRI IEO®RSTIAH 1B 7 BEREREGRD
TV FOEYEHENRTA—4

Cinax AUCT tmax ti2
(ng/mL) (ug-h/mL) (h) (h)
ARG (8 B1) 3.85+0.58 34.9+6.6 m9;£?%) 12.0+1.1
PR $ 5 (8 4) 2.5540.43 27.0+5.6 2 03'3% 00) 11.3£1.5
TORERI AN 6 24 ] (B 5[k £ To AUC CEAEAAEER S, toax © TPORAE (REDH)

ARREFEAm L © A AN A Z RS & L KRR (16102)
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V. ARICEY SEA

3) EMHEEERKR (TR701-105 : AEAT—4%) ©

AAEERER A (30 f5l) Z%FSRIC, AHl 200 mg 1 El 1A 14 AREROESKEOFZ I 0
:%‘HémEﬁmmm%ﬁiﬂ%hﬁa‘éﬁ%W%{t\ THEHER, 77 BRI, 7o A4 — " —3 Bk
% 3k L7,
AAKI200mg Fe 5B 3 HH LV F7 I VG2 G L7 Q5mgl H 1EIGEMGL, 1HZ
LT 50mg T oM, K S5T5mg £T) . AFEGIXT T I S KB E ERERICRELY KIZ
X moT,

NG R A Z SR E LT T 2 o ARRER (TR701-105)

4) @SN E [ FAEER | QT/QTc FMEFER (TR701-115: S EAT—4) 7

ARENFERER N (48 41) Z x4, AK) 200 mg M OY 1,200 mg HLRIFE 14 5.0 QTcF (Fridericia ffi
1E QT [IkR) ITx¥ 2 B2 0T 5 \IEA, Bk, 77 BRI, 7 e 24— —il%
Sk L7z,
Al 200 mg XIE 1,200 mg % HL[AIRE O 5 TR G% OBIRRE, N1 21 v B
L AEMEFEM O 72 8 O L E RN RN E RO & 5 AT RITEE O B IR o 1o, ARAIO BRI L
TRHFTH-72M, 1,200 mg £ 5-TRIVEHORIEE N E -T2, KA 1,200 mg £ 5- 46 51 2 ]
PLEZRD b mgIfERIZ. T 6 il (13.0%) . B8 5 B (10.9%) KO¥EL 3 #] (6.5%) T
BT,

GBI REA R - AR A 255 & L7z QT/QTce #Ffizk5k (TR701-115)

E) AR OARSINIHELCHREIL, THEE, RAIKIET VY'Y R VBT A7 L T200mg% 1 H 1
HRARET D, | Thd,

14



V. ARICEY SEA

() ARRGERHR
BEHEME RS - BEAAEYIEREZ A MR L LT VYV ) R VB AT V) MY U LDRAEME,
DBNE R O e 2 FE a9 2 Mo 55 IARERPREBR (TR701-104 @ SMEAT—%2) ®

POE BIHEVEFRZ 8« Rz LA YYIE  (Complicated skin and skin structure infections, c¢SSSI)
FBE 188 4l
Bk Ll dLE, EER(L, EEMR, e, HERERR (Ens)
THA
H A TV R UBEATAST NI O LAERLED 3 HETROKE LIZBEOREHE
R DERAR R OF N F % ERIKFHMN AT BEfEHNT XIS 4EH] (Clinically evaluable, CE) K&
MEAEZLA L SNIRBRIE N D < b 1 FILLER G S 41, ¢SSSI E Wi S /- B
(Clinical modified intention-to-treat, cMITT) 2 CREMid 5
7 uwaﬁ%%tﬁc$$$%
RPN FLUE 18 LA b 75 LA T
7T MR X DG D D U E ST BE
UTOHEBED S b &b 1 D& 9, PR O#& 528037 ¢SSSI &
P s B
HODMZIBEE O B 5 2 cm PLE O RS X UIBIHENE 23 2438 70 R 55
FIFAI TG
B R O T AR M SSTRAE MR B
7 o, HMIEE. BISHERZE ., REMEKER IR EMEGER, K OWRIES
Froh AL e BA~DFEGe 72 & OIEEHEVER G - B s iE
uT@mﬁmﬂ@El N Xi%@#éﬁ%l
77 NEME R R ORI ISR T 2Bl G 2 v 55 7
T AEME B EGE O A 0F 3% bhé Xi%mbfwé
BRI M R G . SE., AP AR . KRR I R B K 2 BIE METE
pdEds ARy
BIOEAL D REGIE 2 A 0F (LIRMERERIZE . LAIER, BRERSE)
BV
TUHZRBEAE OHETT  (BESEMEATIRSS)
LERAR B T — T L3R N 0D Gy
%W%%Hw96ﬁﬁuw CHUAE DO RRYLETBRD - D1C 24 BRI 288 2 5 P 3R
Beh- %%, 72720, UV U RUANEEE L 48 I RiEd ) & Ak
SINTHEERL
eGP (Cockeroft-Gault . THEE L7227 LT F=027 U7 F AN
52 mL/min AJ#)
FaxTAF R ERELDS 1,000/mm?3 A O 4 FERBAMEZ BT 5 O
FEL R A FUBRR |2 T HIE ) A S
RERSGE | SSSIEBEEZT VYV Y R VB 257 F U 7 4200 mg, 300 mg 13 400 mg fH &
BEC 1:1:1 O TEEAEL L, 1B 1EL, 5~7 BEROKET 5 EERLE
AR A Jh L7 (FRBRIIAT R o H &R #EE IR
BEER N R ITIRBREAT () ERIAS, AW 050 B 1306 5 50 fiti 5% S OV g1 7E
MBI CER Pk v fE Lz,
FEATRIS | oMITT @ AR L SAUREREE S D722 < & b 1 HILL RG-S 41, ¢SSSI &2l S8
AL CE : cMITT @ 9 HIRERIER G K ONRECHERF ORI 2 52 T L, B FEG LR
FEIR -3 R
AW 0O BTN FTREARAT KT 52 25 (Microbiologically evaluable, ME) : CE @ 5 %
cSSSI D EIFEFNL HEREL L 72 R 5 cSSSIFUNE (777 AFRGPERE) A% 1 FfELL
R & BE
LRV REN - BEABI T SN EBED O b, 1B8BEE 1[BBG S/

15




V. ARICEY SEA

Bt Bt
FFAmTE H c JBEHIE (GRBREREKIREHR T~14 B) BROREKEZE « LT ORI IS X i
PR%h 52 e
TR cSSSIAEIR L OB Y L Tk L, LA G NARE L 22D
REET PV nnhogs
© cSSSI SEMR K OMBE DO Fffe. R 272 A ITEAIC LY S5 550H
WG AET D
BT 2SR OB DN IR R D ¢SSSL IZFEFRT 5. UL EH 52 R —H5B
NEIZHTHLD ¢SSSI & L T3HLT 5
I RN D 72D F 4O R T (W) 245
cSSSIVEED =D B EEKE 5T 7 BBOT VY Rg542E4 5%
NR—2 T A I B R &2 IIE
BRI 5T TR LA EERICL D IBREL 5P IEICEY | ¢SSSI
TRIEOT-DOBIMPLAEER 5 255 5
«  cSSSIIC kBB
HEARRE : 7o A BOFEH TR T & WS
I Bk
FFAMTE B TRBRIE I #& 4% 546 T IRF D BRIR DR - 1RIEHIERF DO R 2h S & [RlER oD FEE T
TR EREORAM RN E © DUT O UL S X A =2 3K 2 1 E
HE  RAREZEOT
HEET O - 1R & OHE S - BE TR MRER RIS S g
W ENRE | B G-BRMATREE 3 B o, 5% 1 R BEGBIARHREE 5 B UK ER 5B &
FHMEIE R | BT, BE% 1. 20 4 KO8 BT OV ) R RS < RHE M SR Eh e K
O ENRE/FE ) (PK/PD) /3T A —X
frgetls HEHES BIRREM., A 204, Beima, OEX
FFAmTE B
BHhEo | EEFHMEEE : cMITT X O CE 28T DIEEHIER O H 2h=
it TRHCHE B O B R 2D B O 15/ -1 200 mg £, 300 mg RE. 400 mg B CENE

. cMITT £ TiX 88.9%. 88.9%&% N 85.5%. CE £ TIXZN 1 98.2%.
94.4%KTN94.4%THY , WTNORERETHEREIZE -T2,

cMITT RU CEIZHIT5EME CREHIER)

[ B[St
200 mg 300 mg 400 mg

% (n) % (n) % (n) % (n)

cMITT, N 63 63 62 188
bz 88.9 (56) 88.9 (56) 85.5(53) 87.8 (165)
Nl o 1.6 (1) 4.8 (3) 4.8 (3) 3.7(7)
HEAHE 9.5 (6) 6.3 (4) 9.7 (6) 8.5 (16)
CE, N 56 54 54 164
b/ 98.2 (55) 94.4 (51) 94.4 (51) 95.7 (157)
N oaens 1.8 (1) 5.6 (3) 5.6 (3) 4.3 (7)

cMITT : #EEAAL SIRBRERN D2 &b 1L EFRE S, cSSSI & 2k & -4
CE : &R FEAM 7T ATt S22 [
N : fEHT RGO B
n: A7) —mOBRELK

cMITT S DR « TR / DAL + 530 + HEARE )
CEEM DGR « TH%h / THX) + 4
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V. BEICEYT HIER

AOMED | RIREHIE H : IRBRIEA A G- QBRI R . IR E R O AW 72 R
it < IRBRIRRE B G R OBRR VR ORISR 200 mg B, 300 mg Ff, 400 mg FETE
(23%) NZH, cMITT £HTIE 93.7%. 90.5%K% X 91.9%, CE TlIZI L1 98.3%.
94.9%K% 1N 96.6% TV, WTFNOFELERHTHREERIZEN -T2,
ME I 31T DI HER AR TR R W T, HiEA (HRSUIHE
EVHR) F i200mgﬁ$ 300 mg ff, 400 mg BETEILZE AL, 100.0%, 93.2% K% ¥
100.0%TdH Y, WTNOEGHETHIEBRIZE N> T,
cMITT., CERU MEIZHITHEME CAREFRERIRER)
TG HRE IR
200 mg 300 mg 400 mg
% (n) % (n) % (n) % (n)
cMITT, N 63 63 62 188
E 93.7 (59) 90.5 (57) 91.9 (57) 92.0 (173)
B 1.6 (1) 4.8 (3) 32(2) 3.2(6)
HE A RE 4.8 (3) 4.8 (3) 4.8 (3) 4.8(9)
CE, N 59 59 58 176
jiER s 98.3 (58) 94.9 (56) 96.6 (56) 96.6 (170)
IR 1.7 (1) 5.1(3) 3.4(2) 3.4 (6)
ME, N 45 48 49 142
iR 100 (45) 93.8 (45) 98.0 (48) 97.2 (138)
B 0 6.3 (3) 2.0 (1) 2.8 (4)
cMITT : EMEA(L SHIRBRIEN D722 < &b 1ELL RS &, ¢SSSI & 2 & =4
CE : E&PRFEAMN w] REARAT < G4
ME : $8AE 4 REA AT REARAT X G4
N : BTG E D AL
n: A7) —moOBRELK
cMITTSEHI DV « [HR) / AR + ) + HIE R
CE££M, ME£EMOIEmSR : [4%) / 1A%+ 5
MEIZE T 5WMEMENR CREFIER)
1RRAE VR
200 mg 300 mg 400 mg
% () % (n) % (n) % (n)
ME, N 43 44 46 133
IGES 100 (43) 93.2 (41) 100 (46) 97.7 (130)
lEESE 0 6.8 (3) 0 2.3 (3)
ME : f8AE 0 2 REA AT REMRAT X SL4E R
N : Tt G D B4
n: BT IV —DEEK
ME SR ORI« TR + #HEETER] / THK + HEEW R + W)
Mo | BIER
fRES BIVEF ORBIRIT 45.7% (86/188) Td o7, 5%LL L TREINL SN 7BV I3
D (16.5%) « T (8.5%) . W& (6.9%) K OVFHM (64%) TH Y, H%E TIRAT
L7 ANITRE D e o Tz, 7o, RRBRCHRTITR D bl o Tz,
HEREEFES
EELAEFRRONRIL., BES 2 4, B®Eg, BRSE ;R %HE§%/<ﬁ)é% 1 {4
Thole, WTNOFELLIRTRIK L ORISR L & S, I TREET
BT,
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V. BEICEYT HIER

D ARERSTCTRELE-AEEZRVEERDOEYN
IR S TRJEERE B[St
(mo%) 200 mg 300 mg 400 mg
N =63 N =63 N=62 N =188
% (1) % (n) % (n) % (n)
FEFEG 66.7 (42) 69.8 (44) 71.0 (44) 69.1 (130)
mIVEHT 34.9 (22) 52.4 (33) 50.0 (31) 45.7 (86)
IR G-k
ELHEHS 0 0 0 0
IR G-k
= 7 I 0 0 0 0
HELAERFR 32(2) 1.6 (1) 32(2) 2.7 (5)
EEREIEN 0 1.6 (1) 0 0.5 (1)
HEFRIC L DT 0 0 0 0
BIWERIC L B3 0 0 0 0
N : AT RIS RED AT L
n: A7) —moOBRELK
TR (04) ERNC X0 KRGS HECHY ) . [Tes5AbY) | XL TEbn e
HUWR AN EHE S oA,
TRAMENESER - T — 2 _N—2u vy s % RREM () ERE Y KRR L L EHb,

ARGRIRFREAT B - MEMEVERZRG - BORAR RIS YIE B & 5 & L 72ish oS ITAERAER (TR701-104)

H) ARBOERINTZZREIRIT, T<EEEME>T VY U RO 2 F Y Uit~ Ko ki
(MRSA) | . [ <USEJGIE > RIEME R RYE , 1B VERRAE, SME - BUE R OFINAIS 0 “ RS, OY
DA BBEO RG] | AFIOERRINIZHIELAOCHEIZ, HEE. KAKET YU R U
FNELT200mg% 1 A 1ERO&KLET S, | THhD,

18



V. BEICEYT HIER

(4) FRELBIER
1) BN ERRELAER
(OMRSA FEYWE (Bf§ « R MURGWE UL 2tk o RuiE) B Z2u5 & L, ARAIO AL
OZEMEZHONTY RV Y N LG 2 2 L2 HAY L L7z [EN G IAHERR R (16099)

POp HAS AN MRSA JEGUIE  (FLRE « fGHHLRR B GLIE U UL BufdE) B 124 41

PR Z ek, fim &, SEIEFH, BIEAL, FEERILEGRER (B RN S B G-

FYA | Ra&kh)

H#) HAN MRSA [EYLE B X D AFIOFRARN AGf 50 bR O 5 ~D A A v
FHREDHINE, etz ) 2V K& ikatd 5,

EERAN [ B3 ]

BRI | - 18Ul LD HAR AN T, MRSA FEYYE XIEE DEEW

(RZRE AR R e
MRSA (B¢ & ETe) T L DLL T ORE « #E AR YYE © & 22 W
TRTEME R AR R e (e FHag, U v VB REE)
BIEREE (RARMEITARZE . SR ILIRIR B RS 2 %%)
MG, BME R OVFRITAI 72 & o RIS (BTG AR I B ET D)
1B O IR G
a)MRSA (& & ETe) « IRBREER 5-BAAART 72 REI AN ICE I S v 7o iz B
LT, 77 LU0 T T LGHEEREMBIER, 3E2E T MRSA 23 ) B[R] E
b) BZfE - B AR R E uF®%mﬁE%ﬁtf
1) BRED S em LU L O 2 - e AL 2 A9 5
muF@iﬁmﬁﬂlouLff
IRIE 37.5°C LA (i 3H0)
H I ER %L 10,000/mm?® 288 % 5, X 4,000/mm’® K, & BV TR
RN 10% %825
CRP 23 L UEf EIR A2 5 H D
SSTI IR HUTAL Y >/ EiESE K OFFEOHEMN, 3 filn m]6E

MERO Y512 L D ABtiRE S L E

[ I ©]
RO E 2 7 TS - WGHHAREME 2 A L. ERIRAYIZ MRSA (12X %
SSTI Hi sk DEIMAE 2 3R < BN b, 3 D VWIZIBBRIREK G- BR AR R 72 BFREILLNIC
BHR S N-migssgE (D7 —7 /v EE S 72— k) T MRSA 2y BR &
@%mﬁ LR &A% 2 oLl Biii-4
TRIEDN 38°C AR 2 D R BT 36 CATE DIRARIE (s HH)
%mﬁlium@#mﬁw TEBZD
FEE KN 20 [BI/5y &2 B 2 5. SUTBNRML iR 5 E (PaCOy) 23
32 mmHg i
A1 EREL 12,000/mm?® 288 % 5, X 4,000/mm’ K, & BV FARREE
RN 10% %825

KAKIFEC BT BUERFA ATRESE BTN 2R Do 7o 7o b . ARIMEDREHIAT -

“(‘1/\7‘0@1/\
7 U”%/u_]
(2 %7 3 TRBR IR H-BRAART 3 H LANIZC MRSA ICAERI E & 2 LD PlE K 2 24 BRI LI

Bl UTIRBRAEE G- BAATHT 24 R LINIC MRSA A #) & B 2 b D ik 3
PG TR TE, 2L, flEic ié%ﬁ%72ﬁ%%h%ﬁbﬁ%X
i+‘@ﬁ%ﬁ#%ﬁf%ﬁw(m@) aabr<,

TR G- BAMGTR 3 H LAWNIZE LT % Wl ﬁ#m%i%@ﬁ ETHDHBHD
SF BRIV E  (AFHHERELS 1,000/mm’ Kiil) 2F 35, ITFHSNALHD
BRI Z LB LT ORECHERBRELZAT L0, 2L, BICMmiE
B EAS N T DEETHANT LT D,
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V. BEICEYT HIER

£
B o ik v
(D%)

[&ﬁ HR A R R S Y ]
TRAENE B2 J Y iE
JRYESAL S AR, A, Bisas SRR I3 5
igﬁﬁ%z%kfém%u®mmf%Aﬁ(%ﬁ%\%%%\m%@%%
K. YR LR DR)
ALFTE PHIRS . A, BERBIC L 28E, 2REREO 10%% 825 3
FEBVE IR AR RIS . & D WIS IR 2 AT 5
FMRY THRETE 20
PRI RN MR BRI X A MM s L2 AT 5
FRBIZHEELZRIES LTS
M4 57— T VR OEYSe, XT i tEFFIRS 2 £ 5

(R I SE ]
D = — ST BRI G > & B DI & DR 2338 < B L %
EIRPEBIEI 28 BB SRR (EMEVERIILAE 2 /RI2 9 2 BB MR Y) &
i
BEIF IR & D Wo e Gevade)

R 7 1%

MMA@%E%%%ﬁﬁmmwla1@&5ﬁxmu*79Pmm@152E&
BRI TEW%%HL HFEMT TT~14 B E LT-,
ﬁ%%@@&5i60 > (10 43) OFARNASTEEG L L, BESREE (Dl
k%%%%&ﬁ%ﬁ%3ﬁﬂi%4ﬁ’£m)ifiﬁ%wﬁﬁ&ﬁ Z DHIRER
BARERSUTIEBR O HERMOBETIC L 0 R D& 5280 B2 ATe & Lz,

JRIKE A MRSA LIS D 7T LEBVERE T 5 2 L A IRBRIEE 5B (A L 7235
&, BRMEEERRO T i{f*%ﬁ%&ﬁfLﬁT L7,

mwfiiw% EWkaﬁmbt@ 7T NBYEEICIN 2 7T AR OR
BRGEDRSEDI DY HDHWVITREEMRE CIRGBEDEE I N8I, 77
APEMERETREIC 7xhv¢+A%ﬁ%ﬁ%&Lko

WA T 2% f/NRET D720, AR 5 HEEIRZR ., IAED TR E
IXE RS ERIC X FEhE L7,

FRAT X
S

AR W o7 0 FF AT RT RE fR AT RF B 4R ( Microbiologically evaluable MRSA : ME-
MRSA) : MRSA J&YYE & BWr S 4L, D7 < &b LUFICBUE T 2 1RBR SN 718 & 2>
O OBERRBBIEZ TS, DA TV —= JHRFORFE NS MRSA B [EE Iz
BE

IR A I (SSTL: A/e< &b 5 H) BEENho7oBHEH (727210
DT D RAPIE L7256 %2 FR<)

c BEHET R OVBRIEEE R OFHIATE T L7dr o o B

JREEICAZIE B 2 DL DIIEIEN O Sz B

LRMMATRIGEEN] - BT B C, BT RICEREEZ D72 e b 1EELE
w5 SN BHF

E
FE AT F

Atk
ME-MRSA (235 2 {6 HIE R O BRAR DR (BRRBITRICHIE) | BEM RIS A
(ﬁ%@m%%@ﬁi%#ﬁ#% ZHS<)

(BN « PO sCHR R G i |
BRI ER LT 7~14 AR OIGEHIER OBRDR 2 Tis, HRHESE E2HE

TR LLF 4HE 2377
. an—*/ﬁﬁ_M@%htﬁﬂmﬂﬁr% e DS TR E R LY
E RS
27)—*x&ﬁ_mw%htsmimiﬁiﬁﬁﬂﬁﬁﬂmﬁ ZIHR X
EJEREES
%%Mmﬁ B DIREDORKE IR, A7V —= L e L CTHg/
RGBT RS D8 7o 2 e, ek, A OHEN 72 < BINPTE HRIE
D WL
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V. BEICEYT HIER

E=C:2
FHTE H
(D%)

%ﬁﬁ# NN s Wi NF > Fe
BERE TREORRRZh R THLh)
A7 Y ==V TRHIFRD BV FFTER « Bl B HE R B L UIARE
BHCHERICBIT AR EOREENA Y Y —= VL L TCRIL, X
SN
S BIBIR BN OF EFRE L BT 5
TRBRIEISN R AN D 7= O KT (BIWihiEE) =E5 5
Ay Y —= 2 T LARRIZ BB 5 2 R IE
TREREER 5-BR MG D IR ER £ CIZFET GERIZM D)
MET IR L IOBE T TE R WS
(A F RN R
BRI Y ERI D ER RS F & I ER B OB AE M R A A RS D X OHE
B RRENEE, HOHVITHEELEZLEEZ LIS
1565 - MHDIFEERER. HOAVIFEHE L TND EEX LNLHEE
HEARRE : A FIRENEE SN2 E, WTNOOHES TE 7

VA

Rl X
BRLECYE!

Bk
ME-MRSA (281} % # 58 TREO BRI F. A FRI, HEDO KX S OHE
el S

(REPRZ AR« R« BRI G iE
Ay Y —= 2 TEIN LR GAE TR OB « SIS R 20, BREYERI T
B IEECHER OEERE TR ORHMBEHEL R T
B LW oBEe
« AT V==V TSRO BT RFTER « ESBE G T RHZE LU IARE
BHE TR DIREDOKRE INAY )V —= JHEE L TRIL, X3k
KPR BB I BN OHE R RE L ET 5
TRBRIEEN R AN D7 O KT (CIWHiEs) 22425
A Y ) — = TP B BER & 38 0E
TRBRSERE 5. BAIE) D G4 THEE TICREL L - A E RN F K ClaBik s h
L. woﬂ%r$@%ﬁgpm@ﬁi£%%ﬁ%£
TRBRIRE ERIAA N SR TR £ T GERIZRE D20
MET :&h%ﬁ@@ﬁf&ﬁf%&wﬁA

pigenl s
BRLESYE

AERER, WA, A 2o 0 BPpms, OEN, HnA

HhED
e

TEEHEIEE : BE - SRR YYEIC B I D ME-MRSA [ T O iaH &R D
PRBh . BRAE) F 5
TBRCHEROERDE BEER) I3IAFIRET 86.2%, UV U REET 80.0%T
HoTo,

ARHIEROERRKDR CAREZE. ME-MRSA)

ARKIEE UV U REE

FZJE - MRS AR GE 86.2 (25/29) 80.0 (8/10)
VRTENME R R R G 80.0 (8/10) 100.0 (2/2)
B 7 i ¢ 100.0 (1/1) 0 (0/0)
MG« BVE R ORISR D — R IR 80.0 (8/10) 85.7 (6/7)
OH A+ BB O G 100.0 (8/8) 0 (0/1)

BERIC X ZHE, B R EHE SN EEREORS (% (FlE) ]

TR FIERE. U N R

HERRETFARSS . BEES FLECIR e i A% 45
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V. BEICEYT HIER

HhED AR TEHEOMEYMFEIE CE.ZE, ME-MRSA)
it AHIHE IEVARS
(%) BEJ - AR Y 93.1 (27/29) 90.0 (9/10)

VRTENE R i F& Y ET 90.0 (9/10) 100.0 (2/2)

PR R g i 100.0 (1/1) 0 (0/0)

MG - BV K OV AN SE 00 — ke 90.0 (9/10) 85.7 (6/7)

WD A 85D IR 100.0 (8/8) 100.0 (1/1)
BERICEDHIE, HRR  HERLHESNEZWHREOES [% (FER) ]
THEEAAC PR, U B RS
HEIRMEIT RS . BEERFLERR B S 4 5
FIREHMIE B : S - AR YYEICI T D ME-MRSA M TOH G54 THD
BRI D F . A B IR DR X X DHER AR/

- BERTHOAERIIARFEET 93.1% (2729 ) . Vx>V U FET 90.0%
(9710 %5) TH o7,
BTG TRFOMEERRIIAFEET 93.1% (2729 1) . UV x> U FEET 100.0%
(10/10 f51) TdH - 7=,

RAEMBO R RAEIL, NX—RA T A4 UBREAFEE 100.00cm?, YV %> U KEE

157.25 cm?, #HE5E TEECTIEENZEI 18.00 cm?, 1.30 cm?, {BHCHERF T3 %

IEI 4.60 cm?, 0 cm? T o7,

REEEDN— AT A D ORE/INEOFEMEIX, F 3 B XIEXE 4 B TEAA

FET-323%, UV U REET-61.5%CTh o1z,

Zeto | [BRREEORE R
AR ITT £ O JE « ST FRE 12 B 1T 5 e 538 5F R O SEHEITARFIFE T 100%.

U U REE96.7%, BB ORIE @) X224 100 H (0~14 H) |
11.0 B 3~14 A) THY ., AFIFED 55.0% (44/80) . U3V U FEED 56.4%
(22/39) DNEFIRN ARG %ISR OZ G U0 B2, 2o OEREFICBT DRIk
Wi e G o R duE (B 13EnEhs5.08 3~10H) . 6.0H (3~I11H)
TH o7,

ME-MRSA £ D R [§ « dERFRRIYE I Z 31T D B 5057 R O Y EIZAAIRE T
100%, UV REET 96.9%, HGHIMOPIfE (&FH) 1TFNE 120 B (7~
14 H) . 11.5 H (7~14 H) THY ., KEBED 72.4% (21/29) . Vx>V U KD
70.0% (7/10) 2NERARN SRR G R ISR OB SV EL, Zhb0BEIZBITS
RPN R S o il (FPH) 1250 H B~10H) . 6.0 H (4~7
H) Thot=,

EIEH

LRVERAT R GAEFNC B W T, BIWERREELSR (BARREEORE L& L 5T 1IAK
AT 30.1% (25/83) . UV U REET39.0% (16/41) TH -7,

WD GHET 3% EICRIABAONTZEIERIZ, 79=7I/ b7 R
7T —BHM (RAIRE 48% (4/83) . UV U NEE 24% (1/41) ) . 7T AT
XUBERT ) N T AT 2T —BHI (3.6% (3/83) . 0%) . IFHERER T (2.4%
(2/83) . 4.9% (2/41) ) . EHEALALEE (3.6% (3/83) | 0%) . F#i (1.2%
(1/83) . 73% (3/41) ) . B (0%, 4.9% (2/41) ) . W& (0%. 4.9%
(2/41) ) | EHHEERE (0%, 49% (2/41) ) . M/ IE (0%, 4.9%
(2/41) ) ThHoT=,

HERGEFERS

AR THO DN EHERAEFRGIIAABETHRER 2 4 24%) | BMEEX
A, BEFMEMES . Wik, WEk. BHEETTEnE 14 (1.2%) o U xR
U REECIEER 2 1 (4.9%) | B2, LIRS, MRS, BREZnZ
IR (24%) Thote, BEREBWERIZY VU NEEOFHKERED 1 #IT
Holz,
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V. ARICEY SEA

LMD ARERETCRELE-EEERZRVEIEROEYN

it AFIEE IESRN

(%) (N=83) (N=41)

% (n) % (n)

FEFEG 79.5 (66) 75.6 (31)
mIERT 30.1 (25) 39.0 (16)
TRBRR S G.rh R (B A EHE 3.6(3) 2.4 (1)
TRBREPY G RIS E S EIEA 0 0
TR 5P Ik ICE D HEERAEES 3.6 (3) 2.4 (1)
TRBREEPY 5P 0 E D mE LR EIEM 0 0
HERAEFR 8.4 (7) 9.8 (4)
HERENEH 0 24(1)
HEEBIZLHEL 0 24 (1)
N : fEHT R G D RS
n: A7) —moOBREEK
TRBRIE L RRBR DO & HHHEER

CGRIFREME R © HAAN MRSA EHYE (B2 - #GIHRRNEHE UL Z AU PE 9 BUE) BEE x5 & LI25F
MAEFER (16099)

Q@aMMEM RS - REHMEERE R E LI2ARB O ) 2D NIk 2L M &2 BEd
HZEHARME Lo B RRER (ESTABLISH-1 ; TR701-112 : AE AT —#) 10

POE3 7T LMEMEREIC X DY H D VNEE DR D DAV EVER RS « KSRk R g
Ji£  (Acute bacterial skin and skin structure infections, ABSSSI) H3 667

A bR Zltiak LA, mim X, IR, EEA(L, CEEMREEGRBR (ROoBS)

THA

H1 ABSSSI B Z x5t L, AAI1H 1El6 HREENESOU x> U K1 H2[E 10H

MR OB T 5L MEEZ . RHIERDE (BRI 5-HMh% 48~72 R0~
075 NHE) OFNEIZOWT intention-to-treat FENT Xf L 4EM (ITT) THEET

Do
T © EEN 18 LA B DUTFERRIEGEREE R Z 1 LA Bl T 28 MR 3R 1 &
HRR LY 37 ABSSSI (JRFTIERIZA 7 VU —=2 7 7 HUANIZHKEL)
W B8/ P
F2 & D K GREREM DK 30%)
Al G

R—2F A WD 7T DYHEAEFRIT T 0 7T LRI X DR e D XU HEE
M ARG« A Y — = SRR R RS LB
W B % - TRR S il 5% B YE CRR A ER H
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V. ARICEY SEA

EEUAN
RO\ i

FERIMENE ABSSSIL : &2, /MRS (RENERZ/FIEICHERLTWRWY) |
RSB PER A . RAEME SUTBRE MM B2/ P17 M ORI 7 Al e 7 &
FYEBUSE, BEMEY 3 v 7
HMIENFRO b
uT@wfﬂ#@El X5, XIXBE 3 %5 ABSSSI
MBS/ PF R UL R O KIS s <, JRINE & LT 7 7 AEMEE A gD
NHXIIHEL, 77 L2EEICE iRk G2 T 5
O (AERERE TIX, 77 2EEEICAE D B E KR 5 2 03 b5
% b DT b oD A HEUE &3 72 IR T RE)
B PR IpME R RYE . BEYH ST P R R 5
ABSSSI #3825 LLAMT B O D JRUE 2 A 0F ((bIEMERE ik, LA
g%, HRERE)
EN B ek Y
I SR ME R TS . R I A R R KX 2 B MEE S 2 A5 5
SR OWEST (BESLMEAIESS)
M5 T — T AT AL O e T ke MR AR 2% % £F 5
uT_rfﬁnﬁ%ﬁ%
TRBR IS 5-BRLART 96 FERILANIZ, 72 A B DJRGHEIRE D T2 7 F L
PEER B 12563~ 2 2B PEHU R 38 2 1
EREEALNCKT T D RHEENEN TH 72 b O b ANA AT
FIRENKRT D R EIUEZE  (FAitk OIFRANT & T 2 HuEE 38w A1 n
THFERNTAT)
TRBRRIE G846 30 HUWIZY 2V U &5
et i ERER A 1,000/mm? A5 O 4 HERIME TH B TR
HEREE (7L T7F =277 7 A 30 mL/min AKiifi. XI3EHT)
SELNOREROZDO M) 72 &5
QTc & 500msec % 48 2 5 L EXFT R

R 7 1%

ABSSSI fBE & A 200mg 1 B 11816 ARIRAFLGEEXITY 2> Y K600mg 1 H 2
510 AR AR GREC 1 0 1 TEMERES L, —EHEMR FTRE Lz, BIEAEIS
RFIS, N—R T A UERFORBOG M, Hillk & ORGIR BB (&0 KIS GRUBR
L ORK 30%) . ANEG M ORI/ M) 2 ElAT & L TRV,

AR CTIXRKE A 7 7 SRRV O BE IS A AT, AL EI % IR E 2
77 LEMEETH D Z L AVHI LI B ITIRBRIER 5 AP Ik L, BBRE/HHEX
i&ﬁ@ﬁ%f$%@ﬁ%#.iﬁ%iﬁt&b BB BRE T T DY SR
X0 7T AEEENREDONTESGEIET A AT AXIIA e =2y — LG
%%ﬁkbto&ﬁmk%r$%ﬁ X D F K 30% & BUE L7,
%W?—&\wi%?%?~&m%@TTﬁﬁim&%ﬁbfﬂﬁH%ﬁ@ﬁ
F—AlZLV L Ea—1L7,

fR AT 5
S

ITT : #AERBIS SheE2TORE

CE-EOT (clinically evaluable-end of therapy : $&5-#& T W& BR 5L 7] BEARAT *F SR 4B
M) :ITT @955, IRBREFHEE ) D O HR R AME < | IGBREEER 5B intk
48~72 W LAPNIC EERHIIE B OF I 258 7. S BTG TR ORRR 2R DR
fliz5e T L. ORGP R GH/RTET, Y= T4 URFOJRKEIC
AheBx o282 MEREEOHNEY (AURYEE COMBBEE LTo
TARNAFLANIA hr=F Y — V&R BE

CE-PTE (clinically evaluable-post therapy evaluation : % 5-#& T 7~14 H O K FEAM AT
REMRATXIRAEM) ITT @ 5 b, IRBRIFEMFI M E 2 S O EAR 22 < | PTE iy
DGR FEOFAM A FE T . TBRER RGN OREG/R T T~14HET, X—2T A
VIEDFRREICAE EBEZ DN DB METIEIEO AV (IR BE ToMl
BRI E L TOT A MU AT LAIA b= — L &RLS) | oG/ TR
(2 TR LHIE STV

LM RN  ITT D 5 b I8R¥EL 1 U E&R G Sz iE
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V. BEICEYT HIER

Eor:) B
FHMITEH | 1RBREEL 5 BAlAt 48~72 RO E HEFIREED T — X (2SO TFu 7T LNHE
12 KB R R 5
A3 0 LLT W7 0 MU 273
« ABSSSI TIHAEDR—=ZA T A4 b OIKNEILE [FEEHHE (F
S xE) BDR—=RF A L BEML TV
TRERER I H.BRIA T 48~72 BRI M OV D14 24 BRREILAPICHIE L7- A ek
ERNTHE 37.6CLLT
2 LT W0 YA w2
«  ABSSSI FIHLEDRX—Z T A D DYLK
NR=2AT7 A VIFOFRKNEICAD & SN EFMEPEE (ARYEEED T
ARV T AT A hue=F Yy — ) L h@hE52%<) HrA
T (FIAIZR D720
TRER IR 5. BRIAT: 48~72 HEREI K OV D% 24 BRREILANICHIE L 7= A ek
B2V 37.6CH
TRk | A ‘
sy | 0 WHERTROT 7T AHEIC L DERGE (ITT KO CE-EOT)

B3« IR G- P ARTR 48~72 B ORFAfAS THEZh ) T < WG THH
a3 0% PHERRE) SHE SR o Toh

BT LT O%HE
« BEK TR T OWTNICREY

JE R D R gL LA RIR O BEFE B (1 R AIR S 37.6°CHA)
ABSSSI FIRED K E ENR—=R T A U BfE/ LTV
TRBREAT (SrR) [ERRFmIC X 2 B2 P45 DL F
BRBRE D> & I s

TRBRSERE BRGSO B 5 TR E CICUL T W Ic iz
R—2 T A VEEOFRKREICHL L SN 52T EFTEIEG (Bl
‘%\)%0)7’7\“ MU AT LAXIA ba=F ) — T k55 %%
<
BB RE T TR LEAEFRICE DV ERER G P IEICED |
ABSSSI{EE D= DOBMPTEFER G- 2E4 5
TIREIHT D BN E R 5 25
TRER IR R AN D 72D T EI DK FM 2 9 5
R—= 2T A RIE R & RIE
BIRRYE K OV ik, EEAE RIS T E S LTV 7220y ABSSSI
AL OB BHHERR 2N IRBRIE S 525 1 B LI S i
B/ P13 Tl TRBRIRIR 5-BHAAR T 48~72 HFFEI LA C ABSSSI #
NEDOYIBRPERE D & - 7=

« IRBREKPE HBALATL 28 H AN O URIKNZRI D720

HIEREE : A OOBE TR CE R WIS

BEHHET 7T~14 B OIEBREAT: (O04H) [ERHREMGC X 2 BERREM  (ITT & O'CE-PTE)
VB BEGRETREORIMEAY THERh ) T/, AT 3 DO REHER -7
© UEE AL ORRERE R L OYER 23 R ST IETE R
A By YA DS T O AT RIE T 2%
ABSSSI#feE, JERSUTEOHEDH =72 RN EL | FIRE~DOFE D
SANEE S e NN

BEET U FondFhroEs
« BRAICKHT HBMPIE R A E S
TRBRIIRBY R AN D 720 KT (WIreE) 2345
R—=RA T A BITERERIE
7" MBSPE R R S X 2 LE AN Rife
BREEGE T CTRALEZAEFRICLVIERER SR ILIZED
ABSSSI B DO 7= OB FEFEKR G 2 ET 5
© IRBRER EBRLATS 28 HLIN O (R D7)
HIEREE : A OOE TR CE R WIS
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V. ARICEY SEA

2N | AEFR WRREME, S YA v BRRRE, OER

A H

Atk | EEEHETH GBS Bl AA T 48~72 RF[H] O 7' 7 T WIS K % IR AL
ks FL ITT LI BT DIRBRIEE T BaAtk 48~72 BeffltR D7 v 7 T LWHFEIC L 5

AR IR NI AAKIRE T 79.5%, U RV U REET 79.4% (BERIZE : 0.1%., 95%(8
FEIXE : -6.1%, 6.2%) THY . AFI200mg 1 H 1\ 6 HREEGDOU x> U K
600 mg 1 H 2 [A] 10 H W& 5125t T 2 IEHPED R ST,

BRERSRIAR 8~ BEOT0J 5 LAHEICLSRHBRERHE ATT)

AFHIFE x>/ REE ; 0
(N=332) (N =335) fji?iﬁ(é’;ﬁ
% (n) % (n)
A% 79.5 (264) 79.4 (266)
200 ATHIE R RE 20.5 (68) 20.6 (69) 0.1
HE2) 8.1(27) 10.4 (35) (-6.1, 6.2)
) EAEE 12.3 (41) 10.1 (34)

ITT : intention-to-treat

MERZE . TRABEEDE) — TV XYY REEEDE]

N : FRMTXTGRE O BEHL

n: B3V —FEOBREK

T R— AT A A M4 JE RN 1 & L7z Miettinen and Nurminen 75

BIRGEMIER  BEKTHO T 0 77 DHEIC L DR R (ITT & CE-
EOT)) L BT I~14 BOBBREE () ERC X A ESE ITT 2O CE-
PTE

ITTEMICBIT 2GR TEO 0 7 Z MHEIC X DR RO IR R IIAK
BET69.3% (230/332) . UV U REET 71.9% (241/335) ToHho1-,
CE-EOT £HIZ BT H2FTEGK THIO 7 1 77 NHIEIC X DR R OIERRIT
AFIBET 79.3% (219/276) . U x> U KEET 80.3% (232/289) Th-7-,
ITTEFICKT A E 5T 7~14 HOWERBREL () EENC X BEERDED
TR R IIARRIFET 85.5% (284/332) . U U REET 86.0% (288/335) T
HoT,

CE-PTE £MIZ BT 2 HEHKT 7~14 H DIEBHREAT (H5H) EEIC X DK
ROEBRIIARFNET 94.6% (264/279) . Vx> U FEET 95.4% (267/280)

THolz,
BEERTROBRKRMR (ITT. CE-EOT)
" AFNHE U/ REE HERZE (%)
AR % (n) % (n) 95%15 FE X ]

ITT, N 332 335

Bk 69.3 (230) 71.9 (241)

AT S SFTEATE 307 (102) 281 (9%) 042
el 18.1 (60) 18.2 (61) o
I E A RE 12.7 (42) 9.9 (33)

CE-EOT, N 276 289

hi 793 (219) 803 (232) . ;'05 "

ey s 20.7 (57) 19.7 (57) o

ITT : intention-to-treat

CE-EOT : & 5-#& T IR R FEAM AT REARAT 5 248 [

ez . TRAMERZIR) — TV XYY FEERZIE)

N : AT SR D BE I

n: A7V —FEOEREK

TR—R T A BN % B3| [K 1 & L7z Miettinen and Nurminen %
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V. BEICEYT HIER

BMED BE5RT 7~14 HOBRRKME (ITT. CE-PTE)
it , AH e UV R HEMZE (%)
(55%) i % (n) % (n) 95%{Z B 1X ]
ITT, N 332 335
B 85.5 (284) 86.0 (288)
BT X THIE e 145 @5) 140 47) 55 49)
B 4.5(15) 42 (14) S A
HE AR 9.9 (33) 9.9 (33)
CE-PTE, N 279 280
hi 94.6 (264) 95.4 (267) G4£im
IR 5.4 (15) 4.6 (13) R
ITT : intention-to-treat
CE-PTE : #5487 7~14 B OGN o] BEffpT % S 4
FERZE . TRAREAER) — TV XD REEERE)
N : RN D B K
n: H7 3V —FEOBREK
T R—2F 4 U REEHA BRI KF & L7= Miettinen and Nurminen
Zatto | BIEH
R LRVERENTH GENIICB W, BWER (BRBREMORE L8 %2 5Tr) ORBLE

TIARBIEET 24.2% (80/331) . UV U REET31.0% (104/335) ThHo7-, WWTh
MOBEERET 2%, BTN A SN - BIERIZEL CRAIRE 7.6% (25/331) . U
20 FEE 11.3% (38/335) ) . By (4.8% (16/331) . 3.9% (13/335) ) . ¥
(4.2% (14/331) . 4.8% (16/335) ) . ZFEIMHED FE WV (2.1% (7/331) . 2.1%
(7/335) ) . WEM: (1.8% (6/331) . 5.4% (18/335) ) TH o7z,

HELRAERERR

AR CTHRD DN EERAEFGIIARRECLMEL, BB, Er, RS, R
W, Biide, BUMIEMES 2 v 7 (RERECD ., Bk, 8 7 BERFREZ 20 11
(03%) . UV U REETHERIGME T R— 2 HARWRFE, 7L a— Lk
. KOOI, BERSEZINEN 1IE (03%) Thotl-, EELREWEMIIARIREDSE
7 AR, U X REED BRREDZINEN 1 B TH o7, AFNIFED 1 HIHEHE
oMz, MEIR, BUENMES 2 v 7 (RBREE L OREERAR L) THLE Lz,

ARERSTTCERLE-AEEREVEEROER

AFIHE U x> ) NEE
(N =331) (N =335)
% (n) % (n)
FEFEG 40.8 (135) 43.3 (145)
BIVEHT 24.2 (80) 31.0 (104)
TRERIRE G P IRICE D FERS 0.6 (2) 0.6 (2)
TRBRIES G- 1R E D BIVEH 0.3 (1) 0.6 (2)
BB 5 R ICE S R R E SR 0 0
TRBR IS P k(2 B BE R EIEN 0 0
BERAEESR 1.5 (5) 1.2 (4)
HERENEH 0.3 (1) 0.3 (1)
HERERIZLHEE 0.3 (1) 0
BWEHIC X AT 0 0
N : fEHT G E D AL
n: AT IV —mEOBEK
TEBREME (o) EICE D RRBES MECHY) . 850 | T TELL

bz LHESNI-HES
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V. ARICEY SEA

AARTOHFEDT-DIZ, KRBT —4 D 9 H MRSA YR S = BFEM  (microbiological
ITT (mITT) ££[H) (Z350F 2 b 2 5L L 7=,

mITT £HICB T TG/ TH 7T~14 B ORBREME () ERRHEIC L 2 BRARDE (GEHEE)
X, AT\ Thove,

BERT 7~14 BOBEKRHDE (mITT)

AKl#HE (N=88) YU REE (N=90) HEMZE (%)
% (n) % (n) 95%f5 FE X FH T
Eyied 85.2 (75) 85.6 (77) (_10';(’)'310'0)

N o AT RIS O B
n: BT Y —HOBEK
BEMIZE . DARAIBEGESR) — TU x>V NEHRIER)

f Miettinen and Nurminen %

HGREF RN &R - 2 M 2
TR701-112)

i

o B2 EALARR YL E R ot B & L 2SN AR BR  (ESTABLISH-1 ;

TE) AAOKR S AREURIT, [ <EITHA>7 2 Y KICBRHED A F o ) VTSGR
(MRSA) | T <JBIGHE > VEAERER M IRYSAE , MAERRROTE . SMG - SMBROFIRAISE O “hde, O
DA o BEBEDO ZRIEY ThHDH,
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V. BEICEYT HIER

QAMEMEMER R « SRR YUERE 2R & LaARA O U 2 ) RIgkd 5L e
HZ LA E LAV E TR G RFER (ESTABLISH-2 ; TR701-113 : #AEAF—%) 1D

PO ABSSSI $£.3 658 il
BNy Zhmax LA, Aia &, FEEH, EEA L, —EEHRERER (BIRNATER G
FHAL L | FOoks)
H ABSSSI i Zxtg & L, AAI 1 H 118 6 B (BRIRA AR 52> 5RO 5~0
GloEza) oV x>V U K1 H 20 10 BE GEARPSHEE S 5RO 85 ~0Y)
VR Z A ITHRT B IESMEE . RHIEERE (BRI E 58 48~72 Bl 7 1
75 NHIE) OFRNRIZHOWT ITT EM THEET 5,
T2 W 12 U EO LI TERRIEBEREERE | L B9, 1RO ¥R ST
HefULYE e H N FREDN ORGP SR D& 58 LB 7 ABSSSI (RAHERIZA 7 U —
= 7B 7 BHEAPIZ3EH)
B8/ PR
R & o KBS GREREM DK 30%)
Bl
NR—2A T 4 VBT T AEMEEIC L AN RN D ITHETE, AR
T 22 HiE L L, BEOQSWIRIIAA, BE, AR TEA7 ) —=v7
RPN BRI L Lz,
Ei FEMEMEME ABSSSI - &0, /MR (IRESBRE/FHEICHERTHARY) | R
FROMEEYE PBTEIRZE . RAEVE XUF IR EME S AR/ 5 e ORI 7 Al e 70 &

FAEHUIE . BUEME S 2 > 7
HIMENRD b b
umeﬁhﬂmﬁE X5, XIXE3E$ 5 ABSSSI
W%/ PR ST R O RIBBBE . BINE & LT 7 ABREFENED
NHXIIfEE L, 77 MM EICE 2 E R G AL EET5
O (AERGRE T, 77 ABEEEICA DM E R 52 8 L
56 DT M D #E K E 2§l 7o I AL ATRE)
B PRI PR R . S ST P R S
ABSSSI #i38MIR 28 LIS B OERAL D RRYLIE 2 & 0F ((LIEMERERiZ . O
Mo, BRERSE)
BB Y
PRI LB VE R RS TS R I R B X 2 B S 2 A5 5
AR OHELT (HEFEMEARIELR)
M8 71 7 —7 VAR AL DG ST A Mg IR & £ ©
MT_rﬁﬁii%ﬁm
TRBR IR 5-BRLART 96 FERILINIZ, 72 A DI OBYHEIRR D T2 7 T L
PEEREE (2% B S MR 3 2
EIREIALICK T DAHEEB BN Th o726 O AN A]
FIREIZXT 2 RPMETIE S (Fili% OEERANC & T 2 P 52 & 41
TAHAB AL T)
TRBRHE R 5-BA1A 30 HLANICY %V U K& &5
et i P ERELAS 1,000/mm’ A O 4F P ERIE Th S, TR
HEREE (7 V7 F=2 27 U7 72 A 30 mL/min A3, LB
SELNOREROZDO W) 72 &5
QTc & 500msec % 48 2 5 LEXIFT R
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V. BEICEYT HIER

R 14

ABSSSI/EE 2 AAI200mg 1 H 1[5l 6 HEEGHXIZY %Y Y F600mgl H 2[5 10
H&GRAZ 1:1 TEEZREI VL, —EEMRFCTEE L, BIEABIME
(2. UK ORI B RE (B D KIRE GRBREERI DR K 30%) | ARG K OB
KIFFEE) ERERIKT- & LTHWE,
TR 5IXFR IR SR G DR D5~ B L L, D L Lo 2[4
IEERIRNSTE R G-, LT 4 S0RHED H B 2 &0l LT-GA IR O &5~y )
BZARELE L (B TCoORGZFHIRNATHE S T2 L bR .
c O TRERE., S XIEAR—=ZAT A U BEI L Ty
BT IZHE L 72 ARIR 37.7°C AR
ABSSSI O =I5 2555 D ey AT SOV R 23 AilE] o B LA AL LT Ze
1 DLL D> ABSSSI =95 28 57 0D Ja s XAAE SR 23 AT (0] D S B LA | 2 2l ¥

e B P8 ST B KRG B T BB UL T DYERERN D 7 T LatERE IS
£ % ABSSSI Th % Z & D98 S SUTRED VTG G ITR A AR, BRI RN
FONDHNCEIER I S, MEERRGZLEL T 57 T ARIERD D S
LGB 3esERkG 2R E L, ReliHfize T3 5, AREEE T 7 L0460
LD 7T ABMEEBEDIIZISEIET XA LA T AT A hr =Y — LB
BRE L Lic, AURGLEE CEMERFIMNRIC Y T ARMEESHA L, 77 L5
H 2GR0 BNV EITIRBRER G2 1k L, etz e T35,

BRIR T — 2 . BT — 2 135 T CRUBRSEN G & 31T U CRMm R REMERR & T —
LY vEa—L7,

FR AT X 5
ESEi

ITT : IEAEIMf SN2 TORE

CE-EOT (% 5-#& 7 RIS IR SEAN rIREMEAT X REH) - ITT © 5 b, IG5k 5t E
2O DOERRGEINIEL | BHEETREORKDEOFMAEE T, ORI 5.5
O OLEGHKTET, X=X 74 VRFORREICER & B 2 60528 MW LR
PEPUEEO AN (BUREBEE COMBIERE LTOT X M UA T AT A K
o=y — L EkRL) BE

CE-PTE (#5447 7~14 B OFRKRFEAN rlREMEHNT X REEM) - ITT O 5 B, 155 FEN
FHEE N D OE KRB | BT 7~14 B OBRKREOF M Z5E T, 175k
HEGRREN SR G T T~14 HE T, X=X 74 VEFOFRNEICHEIEE X DR
D5 M SOTRIENEER OO (BURGEE TOMiBER E LTOT X b
VAT ANFIA b= — v &2RLS) | oG/ TRIC TS SHEShT
b\f;b\‘%%

GEMERRNT R GHER]  ITT @ 5 B, JRERIEA 1 ILL B G S - B

E
FEAT A F

A
TR 5-BRIAT: 48~72 Bl OB HEGIHEED T — XIS 7 n 7T LHE
(2 & D FRH R 22h S
% o IREREKIE H-BRIATE 48~72 HREIIC ABSSSI THRZE CRLBE. VHIE X I3AffL)
DOEHE (BEE xE) MR_X—2F 14 05 20%LL EfiE/s
i) NN W ARG b W/ Y e 7=
o TR B BHAATE 48~72 Wi D ABSSSI FIRAEMEDOR—RA T A b
DFE/ DY 20% AT
IRBREE R BB 72 FEfIE Tlo, X=X T4 UIRFORKEICAE R E S
HEHMHHEE AREBEEDT XML AT AT A =&Y — i
L oMb 2R<) OFH
TR 5B MATE 72 Bi £ T3 JRIKIZM b 7220
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V. BEICEYT HIER

BN/
BROECYE!

ﬁxﬁ

BeHRE TR 7 1 7 F DB X DR (ITT &Y CE-EOT)

TR - 1RSI 5B AATR: 48~72 REREIOFEAMAS %)) Cre | #HKTREUIIA

BRI 5B B R G TR £ TICLL F OV NITi%Y

<EHHE TR >
FEEADN N IR RO J2 Y LIS D SRR & % 37.7°C LA EDFEER
ABSSSI ERAEDRKE S (I, ESEWE) BX—R T A b
TRBREE (OfH) [ERHREAGC X 2 % A3 SR
BRGNS DHERENHE N, A7 U —= 0 J X Y B

<%%£&5%%w%&5%7ﬁi1>
R—=2F A VHEOJRNEICAED L SN ETMEGIEE (BEREE DT
ZXRUFAFLUIA b= — U L AMBERE 2R DA
RBREE S T CRALEAEFRICLVIERER G R IEICE ST,
ABSSSI /B D 72 8 OB NP i 5.8 R 3
BN S BIENIIENEE S ac RN
FIRENHKT D T EIN O K FARH L
NR—=2 T A IR FEIED L
ARG K OV Cl. %5 1 B LIRS ABSSSI EA7. O BB HENE 23 i &
TV (EEAEIMRNC T E SN TWEGAZRRL)
MBS /PR Tl TRBREKE: H-BRAA 48~72 B LLPNIC ABSSSI #BA7D
YIBAPERE L U

BT LTFonFhroBs
BEHETRHZLA T OWTnIZiEY
R B B SRR LIS R 3 22 V38 B (D PE(RiE 37.7°CLLE)
ABSSSI EHEORE I (fifd, BESKOE) BRX—Z T A b
INL TR
IRBREAT (SrfH) BERNREMIC L 2 Em S DL
B B OFRHGEEYEIE N X 7 U — = 7B & [FIRREE ST
TRBRRAE G-BMED BB 5K TR TITLL P WS numnIcigy
NR—2 74 VEFOFRINEICA RN E SN D EFMEHFEE (BIEYBE TO
T AL FLNTIA ha=F ) — U L A5 2R 20
IRRER G T TR LEAEFEFRICLVIRRERGFILIZED
ABSSSIBHED 7= DB ML R G2 VLT3
BTN S RPSPIENI IEANESE 5 SR AT e )
ﬁ%%ﬁ%ﬁﬂ@kbﬁ%ﬁ(@%ﬁ%)%%?é
R—=2 T A AR E R 2 FRIE
Bl Y &U%FTi mm$lﬁu®ﬂ%w%ﬁﬁ¢%ﬂﬁ \ZFE
SHTWRMo 7203, 81 HUREZ
ﬁ%&%ﬁfﬁ\%&%&ﬁ%ﬁ%%~nﬁﬁuv ABSSSI #B{i7.
DY & - 7
< {RBREREHBRAA 28 HLANOSET (JRIAXRI D720
HIERGE : R AL ORH T T RWNWES

BEHAET 7~14 H OIRBREL (5040) ERIRHmC X 2 ERRFEM (ITT & OV CE-PTE)
%% B TREDORHAMmAY THESh ) T <, uF3o®%@%%t¢
ikhk®f$%E%@%&Uf%#ﬁ%X EJESEES
B R TN S AR EERERS
Mﬂ%l@ﬁ\ﬁﬁﬂﬁéﬁﬁﬁﬁﬁﬁ%ﬁﬁﬁ<\iﬁ%A®E&é
PSR 53 A3
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V. BEICEYT HIER

F 2RI %%ﬁf T OWT oSG
FFAmTE B TIREICK T 2 BIMPE R 525
(>3%) TRBRCREE BN R AN D 7= 0 K FAfF (Wi SS) 2545
R—=R T A R BBER & FIE
7 Z MM R IR X 2 3 IE AN Rt
RRIEE G T TR LEAEFRICLVRBRERERILICED
ABSSSI{GIR D 1= 8 OB NPT % 52 B4 5
TR 5-BA1AT 28 HLAN O (RIRIXbH 20
HET IR A IOE B TRME TE AW EES
frgetls HEERES, BEREM., A 2 v1 0 BHZRORE, OEX., HORE
FFAmTE B
HED fgﬁﬁﬁﬁ 1R 5-BRAAT: 48~T2 IO 7' v 7' F KVHIEIZ K 5 B HARR IR 2 R
AER ITT M BT 5% 55141 48~T2 BB D 7' 1 77T LfEIC K 5 B ARG 20 7

IEAFIRET 852%., U3V U REET 82.6% (RERIZE : 2.6%. 95%(EHE X M -
-3.0%, 82%) THVH. AAI200mg 1 H 1[0 6 HEHES5 DY %V U K 600 mg
1 H 2110 HEBEGIZRHT 2 IELHEN RS NI,

BREREGERREZ AS~T2BEO TS S LHEICKSRERDE (ITT)
AAIEE U U RRE .
B = (%)
(N=1332) (N=1334) o/ f=
% () % () 95%f5 #E X f T
A2 85.2 (283) 82.6 (276)
EZ) S M) AR BE 14.8 (49) 17.4 (58) 2.6
HEE 7] 13.3 (44) 13.2 (44) (3.0, 8.2)
] E AR HE 1.5 (5) 42(14)

ITT : intention-to-treat

HERZE . TRABEAEDE] — TUXY U NEEAZIE)
N : AT R RE D BE R

n: 73V —EOEEK

T Miettinen and Nurminen 7% (& Bl/[X 1 L)

BIREIAI T H : e G& THREO 70 7 F NEEIC K D ERKRZR OTT XY CE-

EOT) . #E5H# T 7~14 B DOIEBREE () EMIZ XD BEDE (A3,
ITT 2 ® CE- PTE)
ITT E£MICHBIT 2 FEGKTHRO 7 0 77 2HIEIC K 5 RO BRI AR

BET 87.0% (289/332) JZ/J%ﬁfsmm(wM%M‘f&oto
CE-EOT #£MICB T 2 G THDO 7 1 7' T LHIEIC L B BE R OB RIT
ﬁﬂﬁr&n%(myma\ U U REET93.6% (280/299) TH -7z,

ITT £HIZBIT 2G5 T 7~14 B OIRBREE () ERC X DEERDRD
TR IIAAKIFE T 88.0% (292/332) . U XY U REETS87.7% (293/334) Th o
76

B HEGHT 7~14 AOIBRBGEMT (Orl) KIS X 5 ERARD)
U3 U REECT96.1% (269/280) T

CE-PTE £HiZ
BOWERRIIAFIET92.4% (268/290)
»HoT,
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V. BEICEYT HIER

BMED HERTROBREKME (ITT. CE-EOT)
IR S - AFRE Ux/ Y NEE BEFEZE (%)
(>3%) TR % (n) % (n) 0591 AR 11T
ITT, N 332 334
T 87.0 (289) 88.0 (294) 1.0
TR XU HEARE 13.0 (43) 12.0 (40) (-6.1, 4.1)
IR 9.9 (33) 7.2 (24)
) R RE 3.0 (10) 4.8 (16)
CE-EOT, N 304 299
Taik 89.5 (272) 93.6 (280) 08;%3
IR 10.5 (32) 6.4 (19) R
ITT : intention-to-treat
CE-EOT : #5047 eGP 3AM AT GEMEAT T 45
BERIZE © TARBIBEA 2] — TU XYY REEA R
N : fEHT RGO R
n: A7) —moOBRELK
T Miettinen and Nurminen % (& 3lJ[K 8 L)
BE5RT 7~14 HOBRRKME (TT. CE-PTE)
- AHIEE Ux/ U NEE BEHEZE (%)
ki % (n) % () 959413 LB il
ITT, N 332 334
E 88.0 (292) 87.7 (293) 03
TR U HEARRE 12.0 (40) 12.3 (41) 048' 5.3)
N oaens 6.6 (22) 3.3(11) T
HIEARE 5.4 (18) 9.0 (30)
CE-PTE, N 290 280 39
i 92.4 (268) 96.1 (269) 77 '02)
Nl o 7.6 (22) 3.9(11) T
ITT : intention-to-treat
CE-PTE : #5487 7~14 B OGN o] BEfifdT o S 4
BERZE © TRBIBEA 2 — TU U REEAZIR]
N : fENTRI G R
n: h7 IV —FOHEEK
T Miettinen and Nurminen % (83K +H L)
MO | TRBRIE DGR
it ERARAN R B S X AFIRET 1~218] (63.4%) . VXYV U REET 1~4[\ (62.7%) #&
M%<, BOFGIZHVEZ D ETOEHREIIARRET 1.7 B, Vx> U Rt
T 18 HTh-o7o, R TCORGZHIIRNAFEEG L LIEBFEIIARFED 18.7%
(62/331) . UV U FEED 17.1% (56/327) Th -1z,
I EH
LRVEREAT R REIZ BT, BIEH (ARMREEO RFEEEZ5T) ORBLFEIL
AAKIFHET20.5% (68/331) . UV U NEET24.8% (81/327) Tholo, WTND
B HRET 2% EICHEBN A B BIERIEED CRAIRE 6.3% (21/331) . U X
U BB 83% (27/327) ) . T (2.1% (7/331) | 4.6% (81/327) ) . EHJE (2.1%
(7/331) . 3.1% (15/327) ) . % (21% (7/331) . 1.5% (5/327) ) . Want
(2.7% (9/331) . 4.3% (14/327) ) ThH o1z,
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V. BEICEYT HIER

wRtko | B ERS

AER ARBETHROONT-EERAEFRIIARFRE LM, KIGE MR KR, I
(>ox) | &, BUAEMET g v 7 7 R UKREMEELE, HERE. BEaE. siiEEnEn
1 (03%) . U U REETEEERE 218 (0.6%) . SVMEEBIRIEMERE, 20l
FEIE, TF 7 4 7% v —itn, FEREPEREREEIS . A PEIR By, 1rp 7 Ko i
. FAEMMREEFIREZNEH L (03%) Tholz, EELRBWERIZI XV
REEDT 7 4 TF =KD 1 I THolz, REFED 1 I DAGFEZE (JREREK L
ORERFZEZRL) T, UV U FEEO 1 BIDNFEREIEREK (RBREK & o R FEIR 7

L) T LT,
ARERETCRELE-AEEZRUVEIERAOEY

AFRE U/ KR

(N=331) (N=327)

% (n) % (n)
AEHZ 44.7 (148) 43.7 (141)
BIVEHT 20.5 (68) 24.8 (81)
TR 5P IbIcE DG EES 0.3 (1) 1.2 (4)
TRERSEIE 5P 112 = 2 BIVER 0.3 (1) 0.9 (3)
TRBREPY 5P LI E D RERAEES 0 0.3 (1)
TRBRIES G- IEIZE D EE R EIE 0 0.3 (1)
BERAEESR 2.1(7) 2.8 (9)
EERENEN 0 0.3 (1)
HEFZIZL DT 0.3 (1) 0.3 (1)
BIERIC L A3 0 0

N : AT RS0 D B EK

n: BT AY —HOBEK

TIRBREAE () EEANC X0 KRR THEEIZH Y ) |
EBVRRN] LHESHIEFR,

MeShibv) | X TEHH

AHARTOHFEDOZOIZ, KRBT —% D 5B MRSA LA HER SN 7-HBEEM (microbiological
ITT (mITT) #E[) (Z30F DM 2 5EH L 7=,

mITT £HIZBIT 2\ G THE 7T~14 HOERE () EARHMnIC L D ERZIE (GaiEs)
X, LTFTO#@Yh Thote,

BERT 71~14 BOEKRIE (mITT)

AFHIEE (N=53) U U R (N=356) HEfmZE (%)
% (n) % (n) 95% {5 X ]

S 92 6.1
Eoes 81.1 (43) 75.0 (42) (.93, 21.6)

N o AT RIS O B
n: A7 AY—HOBEK
BEMIZE © TAAIBERIER) —

f Miettinen and Nurminen %

TR RN B E « S v R
TR701-113)

N

YE) AHI DGR S TSR LB
(MRSA) | .
HA o TBED RG] ThD,

IV SAVRN = e
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V. ARICEY SEA

2) REMHR
MR L

5) BE - WEAFER
E WA CHEE SN -8 MAAFE (16099, ESTABLISH-1 (TR701-112) & UY ESTABLISH-2
(TR701-113) ) Tik. BB (GEH, (AE T BMIL, PRI BERFB. HERMES) 2k - TR
Kl DA w1 O 2YEIZERRIICE RO H 2 Z X580 bz o 1=,

(6) BRI
D) ERAKRHAE (—REARKRE. FECERARERE. CRARRLEEHAE) | RERTR
T—ER—ZARE. WERTRERZBEONE
MR L

2) RBEFEHL LTREFPEDOHABXILRHME L 5% - ABROME
L) A7 WHEEE 2T O B, E@YICET D,

(7) T Dt
MR L
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VI. EHREIZEHTHEHE

2.

KEPHICEEH S LML EME
AXFV VY RGP VRV YR
HE  BEOD DA OWEE - HREX, BHOBNLELSZRT L2 L,

REER

(1) fEFRERLL - fEFRHFF

TUVY R U AT VL, 72 Ry 7 ThHY, 5%, ARNOKRAT 7 2 —BIZ L0 H
HPEICIEEEZ AT IR T Y ) FIGREICEB SN D, XV VY VRHEETH D
TV RE MEY R Y —LD50S YT 2=y hD 23SIRNAZIEM L, BB A RO K2
ETLHT LI THERBGRICZ MK L, BEAEAGKREAAET 2 2 LIk JrEiEM: 2 R
%,
TV REGLAXY YT COEREFIIM Y 7 AEE L TR b, iy TR
PUESEMMEILX T Y ) FIZRXMEEZ RS2, L LR G, VAR Y —ABRTOER (23S
rRNA:JJ:%MEi: XiF, VARY—LEAEH L MO LABETER) I[CX54F U 2 Uk
. R T UV Y RERXMMEA R 2B W, s e T AT c=a—)L— T a7 = =3 — )L
’TE (chloramphenicol-florfenicol resistance) HEinf (cfir) (Z& VD U RV U RiittE & 7 > TV 53
RO ERE  (Staphylococcus aureus : S. aureus) (X LC, 72 U FiZbi@EEMHEZRT 1319,
TV Rix—8 07 RUEKE KD S. pneumoniae TRLFENER % R $ 5 5/ ETEE  (minimum
bactericidal concentration : MBC) EA#3 540 CE D 19, 7 RUERE, BRERE LKL o Y ERE 123
LT, #EMIZER T2 (invitro time-kill fg#7) 19,
¥, TV R BT AT IVILL invitro THETEMEZ R S 720,

) AFNOARSHEEGEEIZ, [TV RIOEED A F ) Uit T ROERE (MRSA) | Tho,
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VI. EMERICEY SRR

() EXE R HRERAE
1) In vitro INEEE
BT EICHT D7V Y FOFIEEER/IE A7 bV 2R L2/ R, 7YY U R
MRSA % & &» staphylococci [S. aureus. S. epidermidis % Ot @ CoNS (coagulase-negative
staphylococci : =7 77 —E 2 staphylococei) ] . enterococci (E. faecium, E. faecalis } UMD
enterococci) . streptococci (S. pyogenes. S. agalactiae, Group C/F/G streptococci, S. anginosus
Group streptococci & O8N S. pneumoniae) 550 277 LGMEREIZXE Lm W HLETE M2 7~ LTz,

DERER 5B MRSA (239 % MIC
TV Y R R OMOFEERED MRSA KT 2 ETEEAZFME L7z, 72 ) RO/ EBHIE
J&  (minimum inhibitory concentration : MIC) 1% 2 pg/mL Z##8 2 3", MICsol% 0.25~0.5 ug/mL,
MICy i 0.25~0.5 pg/mL &, MRSA D438l S L7z HkIZ L 5 MIC DZEITB D L v o7,

S (M0 o/ NRE BB
(. 4R PLE s (ug/mL)
A MIC %[ MICso MICoo
MRSA (100) TV YR 0.25-1 0.5 0.5
[EA. 2008-2011] '© VSN 2-4 2 2
Y v N G 0.12-1 0.5 1
Ny a<wAy 0.25-2 1 1
FAaST = 0.12-16 1 2
RS 16->128 128 >128
MRSA (88) FIOVY R 0.25-0.5 0.5 0.5
CkE. 2008] 10 VYU R 1-4 2 2
LR 7 mxHiw 0.12->16 4 >16
R = SN 4->64 16 >64
MRSA (817) % TV R 0.06-2 0.25 0.5
CREROEU, 2009-2010] 1© | U x> ) R 0.5-4 2 2
FOVYR 0.12-0.5 0.25 0.5
MRSA (247) VXYY R <0.25-4 2 4
T4 M iE T A <0.12-1 0.5 0.5
[AAA 2, 2004-2008] 19 | N aw A <0.5-4 1 2
TAATT = <0.5-4 <0.5 1

TOYBEE B B WD IT A
YRV RED 1A BR<

@BEFR 5 B MSSA 12349 % MIC!®
TV U REOMLOFEIKD MSSA I3t H2HEIEEEFMG L7, 7YY U RO MICso K
MICo 1% 0.25~0.5 ug/mL TH Y, 7Y U RO MIC 1% 2 ng/mL Z# 2 720> 7,

W (M - e/ NG PR IR
(. 4] ANES (ug/mL)
MIC %[ MICso MICoo

MSSA (102) TV U R 0.25-1 0.25 0.5
CkE. 2008] VSN 1-2 2 2
LARZaxg v 0.12->16 0.25 2

L S SN 0.03-4 2 2

MSSA (909) FIOVY R 0.06-2 0.25 0.5
CRE M OVEU, 2009-2010] U U R 0.5-4 2 2

POYBERE D D W TSR

) AROARSNIZEGERE, 700 FI@EEOAF Y CE#HEAT RUKE (MRSA) | TH D,
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VI. EMERICEY SRR

@RV FMtE S aureus |12 % MIC
TV REOMMOFEIEDO Y 2 U Rtk S, aureus (MIC>8 pg/mL) ¥RIZ%T9 2P %
FHE L7 2 A, 7YY U RO MICso i 1~4 pg/mL Th - 7=,

S () o B/ VR B RELE R
(. 4R ] S (ug/mL)
MIC #ipH MICso MICgo

LRSA (12) TV U R 0.25-16 4 8

[K[E, 2008] 19 U YR 8->8 >8 >8

LRSA (10) FIVY R 1-4 2 4

FEEROA—ZA U7, 28] 9 | UV U K 8-32 16 32
LRSA (5) FVY R 1-16 4 —
CKE XK OVEU. 2007] 10 U R 8->32 32 —

Nyaw A 0.5-2 1 —
FxRY U <0.03->32 32 —

LRSA (8) TV R 0.5-2 1 —

CKE, 2008] 19 yxVU R 8-32 8 —
Nyavw Ay 0.5-1 1 —
Y A N G 0.25-0.5 0.25 —
i) I Qw i G4 <0.25->2 >2 —
BT i <0.25->2 0.5 —
AR AN <2->8 <2 —
AT 7 A N —
IR R Y <0.5->2 <0.5 —
DA S A= A 0.25->4 >4 —
Vi a4 <2->8 <2 —

LRSA = linezolid-resistant S. aureus
— R AR RO T DR L
TAYBIEAR 3> 2 W TS AR

) AFNOERRSNICEGEE, (79 ) NUEEDAF U ViitEdA 7 RUKE (MRSA) | Thod,

@DFDOEFE 0
TV RE O OBIFESKD MSCoNS, VSEfa, VREfa, VSEfm. VREfm 2259 2 HuEEME
IZLLFO#EY Thol,

S (RO I I/ NS B RRIL IR
(. 4R ] NS (ug/mL)
MIC #i MICso MICoo
MSCONS ¥ (46) FOVY R 0.12-1 0.25 0.5
[K[E., 2008] U R 0.5-4 1 2
LR7axd v 0.06-16 0.25 0.5
L = SN 0.03-4 0.5 2
MSCoNS § (58) FOVY R 0.12-1 0.25 0.5
[K[E., 2008] U R 0.5-8 1 4
LART7axd v 0.12->16 8 >16
N7 R = SN 0.5->64 8 >64
VSEfa (54) FVY R 0.25-1 0.5 0.5
[CKE., 2008] VxV U R 1-4 2 2
LART7axd v 1->16 1 >16
e SN 0.25->64 >64 >64
VREfa (45) FVY R 0.25-1 0.5 0.5
[CKE., 2008] VSN 1-4 2 2
LARTZaFHg 0.5->16 >16 >16
e SN 0.25->64 >64 >64
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VI. EMERICEY SRR

ZOMOER (D5%)

SRR () - e/ FE B PRI R
[, ] L (ug/ml.)
MIC #i[H# MICso MICo
VSEfm (52) FUVY R 0.25-1 0.5 0.5
CKIE. 2008] VxVU R 2-4 2 2
LR s 0.5->16 4 >16
N R = SN 0.5->64 >64 >64
VREfm (52) TV R 0.25-2 0.5 0.5
CKIE. 2008] VxVU R 1->8 2 4
A= 1->16 >16 >16
N S = SN >64 >64 >64
S. pyogenes (102) TUYY R 0.06-0.5 0.25 0.5
CkER OVEU, 2007] VSN 0.06-2 1 2
Noawg vy 0.25-1 0.5 0.5
A ¥ <0.03-0.25 0.06 0.06
Beta-hemolytic streptococci (202) |7V U K 0.12-0.5 0.25 0.25
S. pyogenes (101) DESZRN 1-4 1 2
+S. agalactiae (101) LARTZaFH 0.25-2 0.5 1
[K[E, 2008] L S SN 0.015-0.06 0.03 0.06

MSCoNS : methicillin-susceptible coagulase-negative staphylococci,

VSEfa : vancomycin-susceptible E. faecalis, VREfa : vancomycin-resistant E. faecalis,

VSEfm : vancomycin-susceptible E. faecium, VREfm : vancomycin-resistant E. faecium

PO BEE B D W AR

123 S epidermidis. 9 S. haemolyticus. 6 S. lugdenensis. 4 S. hominis, 3 S. saprophyticus. 1 Staphylococcus spp.
31 8. epidermidis, 10 S. saprophyticus, 6 S. hominis, 5 S. haemolyticus, 5 Staphylococcus spp.. 1 S. lugdenensis.

) AFNOEKRINEBEIGETIL, (7970 MUEEDATF U ViitEd#A 7 RV KE (MRSA) | Th oD,

®&Cfi S. aureus DIEEEMEFEE D

FXY VYD) UMiHEREED — DT Cir AF L R T A7 =5 —FIT LD 23S rRNA @ A2503
WO AFMEEN L NS5, 7ud L7 x=a— ) —7 87 x=a— LittE#E
6F cfr T 5 S aureus (¢fr') B (RN4220, CMO5, ATCC 29213, 42262) (ZxfL T, A%
PV Y OREEEM B AR L, C-5TE FT R REEREFO U XY U K& Radezolid
X CREAFNV T AT 2T —BEATORTHRENPMERT LR, C5 B FrFo AF LR
EROTUYV U REICh ATNVEN T AT 2T —EBFEAETTOHENDEREFL WV, 79
U RiE, BL7ZE2TO i BT XU REV 16~32 (55 03 - 7=,

BHET FUBRBEICHT 2NEEN (rEEFHERN)

» MIC (pg/mL)
B RR cfr —— SUTRTIE . N N
TV YR UV U R Radezolid PANV == A
RN4220 + pLI50 - 0.5 2 0.5
RN4220 + pLXMI1TF + 0.5 8 1 1
CMO5 ¢ - 0.5 2 1 1
CMO5 + 0.5 8 2 1
ATCC 29213 - 0.5 2 1 1
ATCC 29213 + p422628% + 0.5 16 2 1
42262 + 0.5 16 4 2

tefr Bin 1 %8 A L7 pLIS0 X7 % — %8 A L7z RN4220 £
tefr o+ & ermB O 1 2 B —73 K38 L 7= CMO5 ¥k
842262 BRHISE D ofi AG T HVEA X 72 ATCC 29213 1

1) Radezolid 1% FE N AR K

39



VI. EEFEE(CRHT HIER

2) EEH
Dtime-kill 8247 19 (in vitro)

S aureus N OWGEREZAWT, TV ) REQRNY 32V ) REfE A O E K W] CROLEE L 7-BR
DA 2B L, SEANRERIEM & PUETEMEOBGR O time-kill 2 3E4f L 7=,
CLSL A RZ A NCEES< time-kill AT TiE, FAI (MIC R5BURE) BREERTHR O A7 L %
HIET D, mAOHERE & & it LT, 24 R LANIZAFFRIEE D 99.9%LL | (23 log) D73
b B, IO S MEEF SN B AT, FOEANL, BEERRH S LHSh D,
S. aureus Smith 2kt LT, 7Y U REWQY XY U RiX, MIC @ 4 {ZLLEDOPREED 24 RefFjaL
FTHKI 2 log b L7z, MRSA Y MSSA #k& & 02 OO S. aureus th, WNT =T 75 —E
FEPEAT RURREKRICKH L THL T VY U REOY 2V U K (2xMIC, 24 FEfl]) 2k DEEE
OWIE, BEE 1~21log THY, EHMIIEMIZHEY L=, MRSA 3 # (2 #RiZVU x>V Nt
PE) (I2oWT, 7YV RICEBAEEBORADIL, 2log 22 20> 72, LEEN-T, Zhb
MRSA BRIZH4 5T 2V U FOEMIZ, BE &Sz,
NoawA v Uitk EETe, E. faecalis, E. faecium (23T, 7Y U RXUXU 32V U K 24 FFF
AR L DA OB T, IREICEDL T, 1FEAE LlogZE R DTz,
=2 U Ui S, pneumoniae O 2 HRIZIENTH, MIC D 2, 4 kO FIRE (THefH]) T7 VY
REOU 32U RIZX 2 AEREORD T, 12, 2log RO TH Y | FHEEH) &l Sz,

) AROABINIZESERIT, 70V RICEEDOAF VY Uit Aa T RUKE (MRSA) | ThH D,

Qm/NEBERE (MBC) '9 (invitro)

CLSI A RTA NZHESE, 7 RUKE, MERER OV o YEREICHT 270V Y REDY
FY U RO MBC ZaHlli L7z, MBC (&, AAFHIEE 2 W) IR L & e LT 99.9%LL b
(>3 log) WV TDIETH D, Wi, MBC 28 MIC © 4 (FLLFCTHLHEE. TOEANL, &%
EIEH N & 5 L S5,

7Y U KO MBC/MIC et KD S. pneumoniae (25/338F) . —¥BD S. aureus (27/82
R) M OVE. faecium (2/35 #K) 12k L CTREAEM (MBC/MIC te<4) Z7R L7273, S. pyogenes.
S. agalactiae, WNZ, 1ZTEAED S aureus (55/82 #K) K OWHEKE (68/70 #K) (Zxf LTI,
IR (MBC/MIC He>4) LHllrS vz, UV Y RTHREBROMIRGED b i,

E) ARNOAGRSNICBIGHETEL, (7Y FITEED A F ) Vit ea” FYRE (MRSA) | Th o,

3) MRRRMEERME ' (in vitro)
Ehvrn7y—VIZBIT57YY ) ROMBANERLE ., AR IS aureus, L. monocytogenes
KON L. pneumophila \Zx14 25727V KOMBENHUETEMEZ 770 L 7=,
PUAESEOMI N ERIT, RS2 W TT ¢ 27 7 L— MEIZ LY S aureus ATCC 25923 @
FEBEE TR TR 2 W E LR L,
ZOREFR, 7VVU NIY YU REFERICE b~ v 77 —=VRNICBITT 5 2 LRI
2. FRENAMIRRAEIX, 7YY U RT10~15, YRV U RTH1I~2 Th-o7-, 7V VU NI,
HEREN S. aureus \Zxt L CHIEKRFR 2 HIHTEE (FREH) 2R L7,

E) ARNOAGRSNICBIGHETEL, (7Y ) FITEED A F ) Vit ea” FYRE (MRSA) | Th o,
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VI. EDFEEICEI SHIER

4) BRREMEEREE (in vitro)
TV Y RENY 2V U ROESZHART 2 67 69 B IRIE A D JRIREE 55};2 (B RIS A Mt 20 B
BEPE) % S, aureus TRHAM L7z, BIRFEAMMEZS AL X, —EREOPUEIKOFIE T THIFE O
BB 21TV, AFED AL NTSEEIT, AR R R Lto
TV RORBEZMEIRT 2 672 b3 BRI AR B O R BUHE 1 359<101° Th - 72 12,

MRSA 3EEZ&ETe S. aureus 6 KRICBIT 57V ) REOY 31 RICET 2 BRI A2 B4R
EEiliLlz, MICO2ERBEDT Y Y RTS8 aureus DItHEE RIS H119, ZEMAE L,
<10M ELHEHENTZ, MICD 2fEEBEDO Y X U KT, 68RT 58D S. aureus TEENED 6
. EEMBEEIX, 10°~1010TH -7 19,

MIC @ 2 {E#2 T S. aureus ATCC 29213 (MSSA) } T} ATCC 33591 (MRSA) OF YU KR
U U R R 25 LB a2 £l L= GF 12 [8) . 7 U R 48 BAHJE p ol
IZ. ATCC 29213 T 1.1 x 10" & TN ATCC 33591 T1.9x 100 TH Y, U x>/ U R OZE FHHRE o
X, ZREH, 20x10° KN 3.0x10° Thot=, TV U FEQRY XY U KD MIC _EHI1%
23S IRNA B+ OE BRI AERIIEAZEL ST plCEBIEFOERIZLDZ LD TH- 212,
S. aureus ATCC 29213 (MSSA) } U PFGE-type USA300-0114 MRSA¥KDT > ) RiZx4 % H
SRS AR it 2 SRR 2 5T L 72 3B 2 FEhE L 7=, MIC D 4%, 8{%. 16 fFDRETT VY U R
LXDERITBOLNT, BERBEEIT<4.5x 1010 L HH Sz 19,

IINDDORREIL. S aureus 3. TV VY NIk 5 BIRFEAEMMEL B4 % E 4 2 "laEMEI RV 2
LR RLTWD,

E) AFIOKRINZ@EGEEIL. [TV Mo AF2 U Uik~ RUBkE (MRSA) | Th oD,

5) EFRRFOMERIR 219 (in vitro)
TIUVY REOQY VU RO AR OIS B2 58440 L 72,
FarDREDODT YY) FERY XYY REGOHBERRBREARZEREMZ A WT, S aureus
ATCC 29213 (MSSA) TN ATCC 33591 (MRSA) O3Bk R O itk 58 B 2 R M L 7=,
S. aureus ATCC 29213 (MSSA) T, 30 X THL T ¥V U RO LNREIZ R oT2, U3
V' U KRGk, MIC 28 2 ug/mL 205 128 pug/mL (2 64 %5 EFH-L7=, U x> U NitEkiZ, VAR Y —
LEA L3 A a— N8B FOEREK O/ XITLE = B —D 23S rRNA B 1D G2447T AR %
AL T, ATCC33591 (MRSA) TiL, 30f#fRT7 Y U ROMICAS0.25 pg/mL 7> 5 2 pg/mL
Z8fF A L. 23SIRNADEZ = v —IZ8\\ T, ZHEHAEHR (T2571C/G2576T) NER L Tz,
UV U RO MICIE, 1pg/mL 2056 32ugmL IZ32fEF LR L, VAY—LEARA 4 EZa—KT5
AT DE RN 23S IRNA DEE 2 ©—IZ811 5 G2575T AR OLEFEMRRD Hiviz,

E) AFIOKRINZ@EGEREIL. [TV Mo AF U Uik~ RUBkE (MRSA) | ThH oD,
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VI. EEFEE(CRHT HIER

6) In vivo FI B ;&

OWFFERF DT AD MRSA K - REMEBRBREETILIZE T 53R 10
ek~ 22 W2 2 DOFET L (REBEREET VR OZEREETT V) IZBWT,
MRSA M126 BRIZxtT 27 Y U RU VEE= ATV N U 7 AOFNEE N L7,

« KRG T v

B~ A7 ahRAT7 7 I REMEENESL L, FhEkEI Rl Lz, £~ A2 (SIL/ED
DA KIRIZH) 4.5 x 10*CFU O MRSAMI126 Z 4578 L 7-, #f#E 2 RfZNOT Y ) R U fgT
ATF R T AT YU K% 5, 10, 20mgkg/H%a 1 B 1E30E 2 [E, 2 AFREO#&S
L7z, REBFREARE YR — PP OAREEZ IR E L, 2IROEIELE L,
IR G X~ U A TOREY: 2 A OEREEIX, 7.52log CFUML Tholz, 7Y U REET
. AEENIERG AR EDY 21~4410gCFUML JA L., U %Y U RETIE 0.1~
2.8 log CFU/mL 8> L 7=,

C ERIFEET IV

G ERIBAD B~ 7 ZA DB R ORE AR IR 22 R A S LT EREEER LTz, 24 FfEt4
(249 10° CFU/mL @ MRSA M126 8k (5% A F >, 2mL) ZZEXRFEICHEMRL, BEHIZ, TV
VU RY VBT AT LS RU 7 AT XYY K& 5, 10, 20 mgkg/ A% 1 0 1A 2 [,
2 RO L, SERPOARBEZ IR G E iR L, 2R OEEE L,

G RREE~ 7 A TOREYE 2 HEOERBIL, 9.071og CFUML Tholz, 7V U REET
. AEESIERE B I Y, 41~67logCFUMmL A L, U x> U REETIL 0.6~
5.5 log CFU/mL J8> L 7=,

PLEORERIX, 77U RS MRSA JfE - AR OIRRICEN TH D Z L 2R LT 5,

QY IRKBRELEETIVICEITEZTOVY RYUBIRTILF M) LORBEERICRIEZT T4
BROEZEDEE D
B FPER I, T M R RS e OV B2 TR LR S G iE |2 et 9 B AR BRSO IC R B2 2% 5 & 7= LT
HIENDL, TUARATOT RUKBEIZKHT AT VYU R VBB AT 0 MU oA L ek
D invivo FHAEAEH 27l L 7=,
1EH K O BRI ~ 7 2 D% ERBRT 12 MRSA (ATCC 33591 #%) %Z. #hZh 10’CFU &
O Sx10°CFU #/E L=, HEEMEE, 7YV FY VB 2T 0 FY U A% E T 200 (H
FHEGER &) . 400, 600, 800, 1,200, 1,600 & TF 3,200 mg/H % 5-§ & A& D iR > Y
R AUCoxu ERBHABETT VY Y RY VR AT /LS MU o h% 1 B 1 EEERNKRE L, &5
BRALAE 24, 48 KT 72 RFfRI2 I RBRA 2 8B L. MRSA A BEE 2T L7z (4 IL/EF) o
IR ERIEY (B FPERER 100/mL i) ~ 7 A Tld, 24 BFE T 2,300 mg/ H ., 48 ¥R T 2,100 mg/
H. 72 BET 2,000 mg/H & W ZNZFh00M 0 e MAY B CHERIE L 2o 72, IER (i
PERIERD) ~ 7 A CIE, 24 FE[E T 100 mg/H X 0 00m 0, 48 KON 72 BER € 100 mg/H X 0
RN e MY R THEIREE 2o T,
INHORERIT, HHEROTFEKNIEGFET, 7VV U ROFHEICERHDH Z L EZRLT
BY ., HHERBD~ T A AREFR~Y T ATIE, 7V U ROEERBS XIE 20 @I 5
BRI NT,
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VI. EMERICEY SRR

hFohIkiE o

9 .y - —o- 2B
o 8| 2 -o- 4885
I3 L1 T + 728508
2
=5 8 Stave Ling i —
= [ % S
w 5 ~ e
= 4 S
& 2 %
gz
H 1

"0 a0 0 100 60 X0 240 2600 00

SR BT LU Ly
(EHEZAE. mg)

Y DRAKBRELEETIVIZE T D KERD S aureus RED AEREMN

QMM EEELETIL D

EE=DA

FHH [Log10(CFU/g)]

a 400

. 0 n]

TSI BT AT D L

1200 W00 2000

(EHEZSHE. mg)

2400

»o-e

2000 X200

~ 7 A2 MRSA X% MSSA % 2 x 107~1 x 10® CFU % JENEN G U 728U T 7 VI R 1
MBICT oY) FY vER= AT )0F Y 7 A% 1.1~30 mgkg (MSSA Smith £ Ti% 1.25~
20 mg/kg) XXV *Y' U R4 1.1~30 mgkg ([F 2.5~20 mg/kg) % H[ERE O SULFRIRNES- L
7o BRBRIEEEH 7 H1% D EDso DFERITILL T D@ Y THHo 7=,

S aureus EBEELETILIZH TS EDs

BR - S R

EDso (mg/kg)

BO#&s

AR 5

TV RY

FYVYRY

it 27 L) k VYU R g 27 L)k Ux>U K
DRyNN VoA
MRSA 98-12-P85-1 x 108 CFU 3.2 [1.8-5.7] 9.6 [5.3-17.3] 1.5 [1.1-4.5] 7.7 [3.4-22.3]
MRSA M126-1 x 108 CFU 3.7 [2.2-6.2] 15.6 [9.1-27.6] 2.8 [1.6-4.8] 12.9 [7.6-22.3]
MSSA 29231 x 108 CFU 5.5 [2.9-10.3] 16.0 [7.1-93] 42 [2.2-7.7] 20.8
MSSA 97-4-2022+4 x 107 CFU 5.0 [2.8-9.0] 21.4 [11.4-43.5] 3.3 [1.6-6.0] 29.1 [13.7-68.8]
MSSA Smith-2 x 107 CFU 7.6 [5.2-11.4] 12.4 [8.1-19.8] 43 [2.9-6.3] 16.7 [10.1-29.5]
T [95%(E FE X ]

TE) AHNOAGE S T d i R
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VI. EHEEICEHY HER

@RfEEETILD
WEEF~ T AZHNWTZHRETVIZBWNT, 7YY U R, UV Y REOANyavwAf O
PUAEIEME & i B Rz 4% 78%  (epithelial lining fluid : ELF) Bg§E & 3F4f L 7=,
M~ A (6 PL/BE) 12 MRSA (10° CFU/mL, 0.05mL) ZW AIZ L 0 flilcefE L, B2FE 3 By 14
(T YU RY U AT 0 b U 7 520 mgkg Z 1 EEREANEE S, XY 2 U R 120 mg/kg
% 12 2 BIIEHENEE . XTI N a~ A 22 25 mgkg & 12 BRI 2B 2 &5 Lz,
PUE R, A OIFNE G 24 BB Ol 72 0 O FERE (CFU) E_X—2F 1 v (0 Ff
xR OREBRE D7 TR L 72,
3D MRSA HkEHWIZET /LT, 24 KT T7 YU RY VEBE= AT LT ~U 7 AE 0.76~
141ogCFU, U Y U KNiX 1.2~2.01og CFU HWREZ WD S HT=, Nra~v A v LEy
0.13log CFU WIREZ K T SE7, 7V YU RV VBT AT AT R oL E YRV U REEIC
L DHEREOWAL, RBEEL EZRH VAR E AR INT=Nn, BAMTIEER R -T2, M7
RZT VIV R U AT/ R UAREE Y 2V Y REECTENEI 95% K& TN 89%, /N =
AV URET61% TH T,
TV R, VXYY KRR a<w A2 ® ELF AUCoy 1Z. R EH 111, 910 KO
104mg- WL THY, B hTOTR 77 A LEZIFIFHFHRL W (BEEIZZAZ 109, 960
KTOV92mg-h/L) ,

7) PK/PD B1E{E

MRSA KO MSSA (2 X%, fFHEkED~ o A KRBUEGET V&2 W ieT U U RORBRREF )
5. fAUC/MIC 23, D /3F 2 —4 (f Cpax/MIC, f Time>MIC) LV HAEEE O & L < —3
LCWe CFHEIRE% ; 12=0.984) Z & 006, fAUC/MIC 23R5E - 2 RBR A2 KMT 2 ECH 5
TEMPRBEINT Y, ZORBRICBNT, FEREBAERT 57290 £ AUC/MIC 13K 50 & F
SNz, ZhiE, BEAMASEE 80%E L72HA D AUC/MIC Tt 250 12FY L=,

S 52, MSSA IZ LD HFHERB/ D~ 7 AR NER ~ 7 A KBERET LV EHNTT VY U RO%)
RAEMM LU R, E¥~T RCBIT5 24, 48 KON 72 Biff1# o A ESOSHEIL., P ERBD <
ZNTHAKT 16, 25 KO 35 S 7z D, ek~ o 2R BT o7z, £ AUC/MIC ()
50) ZHR/NOHEBGEETHD 16 (FTHIET H &, EIEFIRETOEIE fFAUCMIC 1349 3 (&
Bt AR 80% TH AUC/MIC 1 15) LR Sz,

) ABIOEBSHIZBEIGEEL, [TV 0 FIZBEOAF ) Uit fa T KU ERkE (MRSA) | TH 5D,

(3) RIS TER] -
AR L
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VI. XY EiREIcREd 5IEE

1.

1 iR E DR

) ABRLENGOPRE

M ERR L

Q) BEKABRTHERBIN-MPRE

KENIT B FZ v 7 THY, WONEETH L7 VY ) RITEBEND, RETEIT VY
R OIEYEREIZ SV TREH L 7=,

1) BERA (16101 : BEIEE) 9
H AN RN BHEICAR] 200 mg %2 1 R CZEIERHCHERB ST Lz & &, IEMEETH
L7V R, A& TR C Cuax (CEFE L, 11.0 BRI O M0 T & LT,
A AR NAEFERN B YEICAA] 200 mg 2 ZEERFHEIRR OG- L& &, EEERTH L7V U RiX,
P 5. 3 R4 f s L AE P E 2,38 pg/mL (S EEE L, 10.7 BERT o -0 T2k L 7=,

2) BERA (16102 : REHKRE) 9
A BEHER A B AA 200mg 2 1 A 1[0 7 ARKERG Lis &, M oy ) R
L BGRREICBD S TRIE S 5 0% BRI E R IR B L

AH 200 mg RUBFHIRNEEOREROT OV FOEYFHE/ NS A—4

N Cmax AUC ™ tmax ti2
(ng/mL) (ug*h/mL) (h) (h)
200 mg AL EE
A G- 7 3.45+0.60 34.4£7.9 1.08 (0.98~1.25) 11.0+1.3
KEHE (THH) 8 3.85+0.58 34.9£6.6 1.08 (0.98~1.25) 12.041.1
200 mg #% M #¢5-
A G- 7 2.38+0.59 28.6+8.2 3.00 (0.98~4.00) 10.7+1.0
KEHE (THH) 8 2.55+0.43 27.0£5.6 4.00 (2.00~6.00) 11.3+1.5
) HEIR RO AUC L, 0 K25 MR E To AUC DB, o PO PR

RAE#&ERD AUCIE, 0FFED 24 il (REREIFR) £ To AUC

4500 4500
4o SERE . e BEORES
o Fa00 o BEES (7H) “‘%l“;, 3500 4 —o— HERE (TH)
ﬁ 3000 ] —o- FiEiG (380) g 3000 —o-— S (88)
g oo , B 200
=, 1 = 4
X %\_ 2 2000
| Y th 00 4
k1500 > £ 1500
g 1000 R g 10004
i ""--___‘_'_-:_,,_ o 5 Z‘_-_-_-:; o
500 T . 00 e .
B ; : . . ; : e 0 : : \ —
] ¥ 7t 3 48 74 3 48
S ERER (hr) 5 R (hr)

AHF 200 mg BRI [FRE. R#EFHIXEREOKZKERFOMBRT OV ) NREKR
(FHEHRERE)
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@) =
BRI L

GDRE - -HAROTE
1) BEDOFE™ (20065)
BRHEOPERBITB T, HARANEEMRA 12 BIIAAK 200 mg & BB OB LB, 7YV
RosEyheixEiEE e ) —RERIC X 2B EZ oz, UEXY, BREOHEICH
DOOLTHREMREEEZ LD,

A#F 200mg ZEEMEHD ) —RBERERXIEERICERZOKREROD
TOV) FOEYFHENS A —4

n Cmax (pg/mL) AUC (pg-h/mL) tmax  (h) tia (h)
ZE G 12 2.70+0.47 32.546.7 3.00 (1.00~8.00) 11.5+1.1
A% 12 2.44+0.68 33.146.8 2.50 (0.500~8.00) 11.4+1.0

CEEMEARER S tmax © TORAE (HEPH)

) BrAEOEE WEAT—4)
DA YSL (CYP3A4 DEZE ., MK-1986 004) 2D
ARE MR 18 I AHK] 200 mg 2 1 A 18] 13 HZEERER O S Li-, AF#%5 10 A
HICIZY T 05 2mg ZHEROFHAKRG L&, IF4YTLD AUC K Coun 1T XY T I
HAIE G L T, 22 19% & DN 17%00 Lz, LLEX D | RENTEROICEKRO H 5
F k27 v— LA P450 (Cytochrome P450 : CYP) 3A47FE AR Z IV R ans, £72. 2
KT WUET VY RO ERMENREIC RN ER O H 5 WA EAERIZ A b2 o Tz,

) 14T Ao OANZENARAR,

Q@RBR/IREF> (BCRP DEZE. MK-1986 004) 2V
SME SRR A 18 Bl AK] 200 mg 2 1 H 18] 13 H 28R ER N 5 L=, AFIEE 12 A
HIZRANRZZF U 10mg Z BERR OG- LIz &, B ANZZF D AUC KT Coax 13
B ANZZF CBAFRGR & AT 22, K 70%4 T 55%8m L7z, (VI 7. fHA
TEH ) DIESH)

) B ANRZFUoOERRBINTMEROCHEIZR, EE, ZAZEe AR Z2F L LTLH1EI25mg
LV BEEBET 50, RIS LDL-2 L AT 0 — L EZE T SEL0ENH H5EEITIE Smg LV #%
BEBBLTH XLV, 2k, il - BRI K VEEHK L, REMA%D 5 VTR EE, 4 BRI
LDL-= L AT B — /U EDIK T A+ 7858121, Wik 10mg FTHETE 2] TH D,

®@F 5 2> (TR701-105)
(V. 5. (2)3) WM AEFEHRER] OESH

@FTJ4 KT 7z K> (TR701-114) 2
A EAEREA A 18 BIZAKI 200 mg 2 1 B 1181 5 HRIZEERIKERNE S L, &5 5HHIZ,
TYVA RET7 =2 RY Y 60mg ZHEIFHAKROEG L&, VA R27 = R ORI
OHAEGREOT VY U ROty PRAEIE, ZHEI, 3EFEL O3S FEITH D |t DEFH (1
~6 M) IXFEECTH -2, HHEERICT VY U RO CoaBDOTUE T L (89 14%)
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VI. EMENREICEAY 51EE

7Y A4 Rz7 = R oof/E EFEROEBITEO T, KAlE 7Y A F=7= R o
G ERY ERENF DN MLE K OO O BRI B % RIE S 2o 72,

2. EPEERM/ANTA—42
) BmAE
HENRE NN T A —HZ L, 2- AL R— AV NEFMICIDEH LT,

) BIEREEH >
FHEMSEMENREMATRE R (HARAKROEAN) X0 #HEE - RERHEEM 0944 (/h)  (EKMZESH)
45.0%)

(3) SHEREEEE
M ER R L

@DIIVTFSVRD
RHEF BN REMNTRE R (AARAKROHEAN) ICEV#HEESNTEANTORT 7 VT T A
RHEMHEEM 6.33 (L/h)  (EARIZEE) 20.9%)

6 HHEHE>
RHEF SR B RET s (HARANOHFEAN) I v#HEIn-Foar S— 22 FO RN
DTERFE - BEMMEEME 51.0 (L) (EARBZEE) 16.2%)

(6) TDfth
M ERR L

3. B&EH (REaL—L3y) @m

) B HE
<BRCK AN >
AR RER 7 3Bk (35 1 #1388k (TR701-107. TR701-109. TR701-123 K% (X TR701-124) | %510
AFER (TR701-104) K OVFEIIFAFRER (ESTABLISH-1 (TR701-112) K (ONESTABLISH-2 (TR701-
113) ) OB TR A XX ¢SSSI# L <1 ABSSSI BEHDT V' ) KD PK 7—4 (648
B, 5,066 JIES) = HNT, REMKYEREMENT (NONMEM version 7.1.2) % 3 L7z, ff&
BT, VT EA NRIOWIGEFE KO T IRERIBRZ D 22 3= F A2 MET L TRiR L
oo 777 A (CL) IZH L TIIEEREL R E Y LE V| b3 — kX2 hD43AR
KFE (Vo) 1T L CIIr R R A A& L U CERIR LT,

<HARANKROHEA >

EINEERABR 3 5B (55 1 MHRBR (16101 TN 16102) M OVEIIAAEER (16099) ) K ONMESMEGER
AR 2 BB B TR (16411) KOBIAERER (16121) ) 2635 iv/z R A X% SSTI
# L <X ABSSSI #2#F D TR-700 ®7 'V K (192 ], 2,560 HIE ) Z T, RHEMIZEYE)
HEfEHT (NONMEM version 7.3.0) & J&fi L7z, WK AT — % & H\ THEEE S L7 REE RS B Tie
EFLVEEHL, TVY RO PKRT A —Z Tk 5B BORELE Lz, LEEhA
L T4, BMI, K, BEHERE, welirey, 2v7F=0271U 752 (Cler) . M, B
R, BEIRIR OF L OKRY &R OF B &2 Mt Lz,
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VI. EMENREICEAY 51EE

QNS A—LEHERY

H AN R OV E R 2 & 15 72 i 8 Fh i BT % O 2 REE SR BN RE AT OSSR, T2V U R
WENREIE, R E UM E UL E L ORBEZITH 2 ENRBINT,

H AN J OV [E A R > D #5372 i i B % O 72 REEE R SR Bh AR A AT O i . A HER 7 B3
(fAHE 66.1kg, BV /L EY 070 mg/dL) O REMNFTDOEE Y V7 Z A (CLF) 1% 633 L/h (5
BHEEM) Thovo, KED 111.0 kg DHEFE O CL/F 1% 38.8 kg DA & bl LTHI 2 f212H L
(445L/M 235 893 L/, ME UL EY 0.70mg/dL D LX) | BRE UL E A 2.9 mL/dAL OEH D
CL/F 1% 0.20 mg/dL DB & Il LK 37%Rb 4% (7.85 L/ 725 4.96 L/h, 1AH 66.1 kg D & %)
ETHI ST,

4. RN
NAFT_AZE VT4 (16101) ¥
H AN B M 7 FICAH] 200 mg Z & N CHEIFRN & 2 WIEE 085 L, #lRN$#E 558
* AR A GEO AUC ¥/ —RVEBMEDIZIESWTEHRH L7 VY U RoMastag A 47
RATEVT 41, 82.6% (0%EFEIXM : 77.9%, 87.6%) T o7tz (/33— kX2 MEFT)

5. 9
(1) 1% — KiBE P E @
HUERR L
<BE Ty >
7> M7 VYU RY VBB AT b U U A 133 mgkg Z HEIEARNER G Lz & &, g
KO T ) RIBE IS 0.25 BRifE# TlE 16.56 KO8 1.03 pg/g. &5 6 BHifE 14 Tl 2.90 L
0.15ug/g Th o722,

(2) % — R BB P E B 1%

M E R L

<BE:Tv >

M= v b GUEAEE) 27V ) RY VR AT 0% 1.25, 2.5 KN 3.75 mgkg D& T, HIE6
HHOOAMR 20 HEE T 1 H 1 BEIEROEE GH1SE#RE) L, E4= 20 H B OB 58 2 I
A REEN ) S OV R oD i aop 2 BRI L 726 . IR IR o g g il S iz, 79V
RORgIE & B o mFEHRER (BI/AEY) 1. 0.241~0.368 O T, e L 72 H &R
TIREREBENT R o722,

3) Fitr~ BT

MERR L

<BE Ty >

M= o b GULEE) 27 YY) RY U= AT 1% 1.25, 2.5 KT 3.75 mgkg D FHE T, HIE6
AHORII0AEETI A 1 EERAERSE GF26~28[Hl#hE) L, &% 10 A H O 54%
2 BRI REEM) O ILH R OIERE 2R L &, TV Y RRAHHICBIT T2 2 &0
RSNz, 7YY RO EMmBEOREL (FLitHAamsE) 13X, 1.09~1.34 O#PH T, BRFTL
TEHEMTIIRE RENE R o722,

(@) BB~ OBITHE
MR L
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VI. EYWHEICEY HIEE

5) T DDA DBITIE
RTIEESE B RHER > (TR701-102 : AEAT—4%)
SRENBERERR AN 12 627 Y'Y RY VBR= AT /L) b U w7 A 600 mg ZHEREAOHKG L, #/E
FrEIZ LD, T OISR T o) RIBE, WD, MEFOMKAER L IE/ETLOEF I,
FRESROT VY FREEZHIE L,
MR RE . B TR IARESR & OVE R Ak h D IEFE AT VY ) RO Coax (AT A V(R
72) 1. ERE, 537 £ 1.51, 0.664 = 0.164 %1 0.742 £ 0.155 uglkg Th o7, F=, MEFHR
TEEE. R T HRHARARE K OVE R AL P O FERE AT T ¥ U R AUCo1, @ (BT Al U 22)
Ik, FNEH, 388+ 7.6, 527 + 1.28 TN5.95 + 1.11 pg-h/mL ThH - 7=, M IEREARIT
% Bz TR kR B VB RS ik h R AT 2 ) Fd AUC Dkt (AUCuswe/f AUCpiasma) @ (L
MR R ZE) 13, £ i, 1.08+£0.22 kT 1.22+0.18 Th o7z,
UEDFERNG, 727U RiE, BT NENARE K& OV 4 i /L% 0O M I BRI e 2B AT 5 2
EVNRENT, Fio. BRI R OVB & ARk oMo 7 2 U RIEEE X, g ok
FEERT UV NRELFABECHoZ b, ER-ERT VY Y FoIMEFRREX, K FiE
FARERR B OVEAS AL ORI O 7 2V U RREORBHEIE L L CRHHMETH L EEX D
iz,

W) AROKBEINTZAEROCHAEE, HEF, RAKET YY) R VB A7 8L T200mg% 1 H 1
EREOEEST 5, | THd,

<BE Ty >

Z v MZT VY'Y KU VBB AT VS b U w7 A 133 mg/kg & HIAEARNE S L, 5% 155 K&
O 6 FREfICmE, WONThd, M, GO, IFlE. B, P, BelEr. g, S, w. B
. B, NELROKRBEER LTV Y U ROl « ik ofm 2 me Lz,

Sy MITFOVYRYVBIATIVF M) LEZEBBRAKRS LI-EED
figdr - b T OV FRE

HH TV RigE (ug/g)
154y 6 FFH
I A 16.56 2.90
B 1.03 0.15
Jilin 30.90 1.24
Dol 10.88 1.76
ek 24.67 3.50
RS ik 14.94 204
i 13.34 0.97
=REN ] 2.46 0.44
R & 4.08 0.83
A 497 0.70
e 4.04 0.65
5 R e 3.53 0.43
= 6.27 0.80
N 8.52 1.02
NI 4.97 0.65

n=3
il dE 7Y NRE (ug/mL)
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(6) MTEAHKEEER >
EDTA#INE M MEIC T 2 B ARG HRONEME (in vitro)
TV Y R 84.6%
TV YU RY VBT ATV 1 86.6%
migEHo7F o) REFEELEEEEAZ, MFET7 VT I Tholz,  (invitro)
BRI D B & O MR AR A IX, H80% Th -7,

6. R

1) REEL R VR B
TV U RIZEICHF LR OBE Tt &R s d 27,
TV RV VB AT VLT 0 R v 7 ThY | ARNIZBWTHRARATZ 7 ¥ —BICXL DY >~
AL G252 0, EHERTH L7V ) RICEB S D,
Invitro REBRIZE Y, 7PV IV RV VB AT AR T VYU RiZ, B hF F 27 2—24 P450
(Cytochrome P450 : CYP) yfHEICE VRSN w2 &, KO T ¥V U Ri3EHO e Mgz
BI#%#  (sulfotransferase : SULT) 1Al, 1A2, 2A1IC K VBT A UL EZIT D Z LR ENT=,
<% HEANT—% (TR701-106) >
[(MC] HEF L7272V U RU VBRT AT )L (204 mg) ZHIERE DG Lz b & imsEd ik s6es
5RO 7= AUC DK 95%08 T 2 ) RHETH 7= ),

E) AROARI NI ELOCHEX, TEE, ZRAKET YY) R VBB 2702 LC200mg % 1 H 1
HRAKET D, | Thd,

QRHEICEAESTIEE (CYPEH) O9FE, F5FE
1) F +oO0—L4P450 (CYP) OFRAEXIIFEER (in vitro)
bt MF 7 vy — A SUIPMCEEE ML 2 VT, B CYP OBRE XIXFEE o rREM: 2 37 f L
oo TVVUREOTVYY RY VBB ATV, B MFI 7 v Y —2A1281F% CYP (CYP1A2,
2A6, 2C8, 2C9, 2C19, 2D6 X V'3A4) IZ X H2RHEZHEFEL2hoTo, £72, 7V YV U NiE, &
R REE AT D CYP (CYPIA2, 2B6, 2C8, 2C9, 2C19 KN 3A4) 2B\ T, AERHE
FEIZE ST,

2) MBREBER (SULT) 9F& (invitro)
t O EOBES A RV, NI b SULT 0 FRERBRZHWT, 7YYV ROgRse
BOG % Rt LTz,
TV FORMBIRA ISR, IFEOBE A S TRo 6, A S volin, e
A MIND2ELEOT VY R AR Z AR LT, £7-. Witz 13 i SULT 45 1H&
D9 B, SULTIAL, 1A2 X r2A1 TOHT ¥V Y RO G IS0 bivl,

Q) AIEEANRDEERUVTDOEE
UERR L
<% HEANT—% (TR701-106) >
HMENBERERR A B 6 Bl & k5 [MC) ik L7=7 Y U KU VBT A7 )L (204 mg) % Hi[A]
RO LIz ANRNT U ARBRICE W T, RPROEFICHRE ST 2V U R, #5505
RED 3%AM T &> 72 2,

E) AROARS NI ELOCHEX, T@E, RAKET YY) R VBB 2712 LC200mg % 1 H 1
HRAKET D, | ThD,
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VI. EMENREICEAY 51EE

@) REVOFEOAERVEELL, FELE
TV R UBTZATET R Ry 7 ThY, EERNICBWTEHRRT7 7 4 —BICL DMWY
BALSS 252 T EERTH LT VY Y FIZEREND,
S. aureus. S. epidermidis. E. faecium. E. faecalis. S. pneumoniae, S. pyogenes. H. influenzae O
E. coli Z@de—HOMEKEZNNT, 7TV U FOMREY (A F UK, REER G KO LR
VEEIR) OFEEMNZFN Lo, MBS EE ORI VR CBRIRIT, A EEEEE A S
Moty MAFVERIZT VY RED 8~32 {(FIEWPLHTEMEZ A L’Ci:? N 73)0)353)‘ ?:/sztif)i%r
PRV RIPCIEFREBEREOK 1%, BRTIIRE SR 2 e 5, invivo IZFI1T HIEVE
mHTExLLER DN,

1E) AFOERIN-BECEREIL, 7270 R EO AF ) ViftEsE a7 RV EKE (MRSA) | TH D,

7. HEt
1) EF%EEB&&U%"E@

TV RIZEICHBIEAR & L CRE 2SR IR S 5 30,

<ZF 571‘/\7‘ % (TR701-106) >
< AT AR
SEAERERR B 6 filic [MC] B L7-T7 2V U RU U 25 /L (204 mg) % HL[EIRE O #%
Bl x, RORGHOME, EXIRY PSR RT v I THLITUY U R VBB AT
I ENR o7y TSV R VB AT LADIFEAMENRAT 7 X2 —BICL DY
FRALEOSIZ L 0 T2V Y RICEB STz, #5 96 Rifilth £ TG ST HRED 87.6%703[A]
IS4, 5 288 FEfE# £ TIT, 8L.5%MHEH . 18.0%2 R BRI & iz, JRP K OFEF O
FEREWILT VY RiiginaETch o722,

¥) AFOARBINHELOCHERR., HEE, RAKET YUYV R VB AT 8 LT200mg% 1 B 1
FRORET 5, | Thod,

(2) BEttt

TVIL 7. (1) BEIERAL B ORI | DIES MR
(3) Bttt

ONER R L

8. FIVRR—F—ICEHT H1EH

() MREZSEERS b5V AR—2—ICRHT HEHTHEYE (in virro)
Caco-2 Mifd % IWC, 7YV FOTEGR (A) M5 EEE (B) Ml~0 R T o diE ik
[Py (A-B) ] KOBIZG ARG RA~D LT OB [Py, (B-A) ] % 1, 10 2T 100 uM
DRETHRF LIZEZA, M L2 TORE CTEWERMEZ R LT [Py (A-B) >1.0x10°
(em/s) 1 o —J7. BARt L7 TR CRBRR O L HEZ B 2 25 K& 248 m T A 5
Motz (HEHE<3.0) Z &6, 7YY KL, P-FEEH (P-glycoprotein : P-gp) K ONFLYETIME
A (Breast Cancer Resistance Protein : BCRP) DOJLE L3260 EtE X b,

Tz, AT =4 kAR U X7 F K (Organic Anion Transporting Polypeptide : OATP) 1B1 F8Hi

AR Y OATPIB3 HEBMfICB T 527 VY U K (1uM) ORRERREEL R LA, TV
YU ROmWM Y iAZIT, FERBMREFREECTCHY GERBMEO<2 ) . OATPIBl K

51



VI. EMENREICEAY 51EE

OATPIB3 DOLEHIOEAE (10pM 27 AR > A, 10pM U 7 7~A 2> SV, 100pM U
TrrEYY S0pM F=U 2 S0uM X un s ) TAR v a— Vi) EIRIMLIZEE, TV
U RO IARIZFERMEEE OEN B SN2 -T2 b, 7YY U Fid OATPIB1 K OY
OATPIB3 DILE TiF N EE 2 bz,

) FSVRR—F—IZxF HBEFER (in vitro)
Caco-2 MK OV I RBIMIEEZHWNT, 7Y U RUVB=AT VR ORT VYV Y ROEFE N T R
AN—2%— [P-gp. BCRP. OATPIB1, OATPIB3, A7 =4+ 7 AK—%— (Organic Anion
Transporter : OAT) 1, OAT3, AU F 4 FF 2 AR —%— (Organic Cation Transporter : OCT) 1,
OCT2. Multidrug And Toxin Extrusion (MATE) 1 KUY MATE2-K] (Zx3 2HEEHZME L7z & 2
5. BCRP Tt 2 IR ER AR ZRBLFEE I B0 b LT,

TV R UFET AT LIE, 100 uM (28T, BCRP IZ X B#k % 75%%E L=, 3~100 uM
TOMFTIL, BCRPIZ XL k% 100 pM T 81%BHE L ICso i, 79.8 uM T&H - 7=, Caco-2 ffl
kB nWT, 7V Y RV VBT AT AN T UV U RADOE#NRBDO LN &G, BCRP
XTS5, ZOREEHIZ. TYYY Rk lEB LN,

3~100 uM TOFFFTlX, BCRPIZ X Ak % 3 uM T 8%, 10 uM T20%., 30 uM T 31%. 60 uM
T 58%FHE L, ICsofEIX 51.1 uM Th o 7=,

FIOVY RY VBT AT VKRR T IV Y R, BCRP 1Tk L CEEEREM S AEERNZR LS
NS, AFlEROBEE L X, SO BCRP #HETAHZ LICky ., EWHHEERLE T
AREME X E TE R0,

9. BNMFICKDIBREE
Mm&EH (TR701-123 : HAEAT—%) 2
SEONEEBEERERE (MBI £MTT (eGFR<30 mL/min/1.73m?) 3 (% Ifi % 32 #7 fti 17
(eGFR<15 mL/min/1.73m?) ] IZAHA] 200 mg Z BB E L2 & &, &5%, M@ Lz Eo
WA & RHIMEOT > ) RREOZE [ (A MR E — 5 g ) AR A MERE] 1%,
F10%TH Y, MIEBITICL DTV YU RIBEEGIZHR 10%TH - 72,

10. HEDEREFIHEE
1) Bi#E ® (TR-701-109 : AEAT—4)
ShENERE m v 14 61 CEE 71.95m%) & AMNE NEERRIE SR 14 61 (15 33.7 %) (A 200 mg
ZOEMERFEER ARG L&, BREICBT 27V ROEDEIE T A —F (Cuax L
AUC) X, FEmnE LR ThH o7, LEXY | Tl Ko HERSHIINE LW EEZILND,

AHF 200 mg ZHEROREHOSHE LFESHEDT OV FOEYFHE/NS A —4

n Cimax AUCo-0 tmax ti2

(ug/mL) (ug-h/mL) (h) (h)
=l i< 14 2.62+0.73 34.7+10.6 3.00 (1.50~8.00) 12.3£1.3
FEEEE | 14 2.36+0.49 29.9+5.9 3.00 (1.50~8.00) 11.8+1.0

CIFEHEAERE, o s HRAE DR
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VI. EMENREICEAY 51EE

() BHMEEESEE Y (TR701-123 : AEAT—4)
<BE >
SAENEE R R E RS (MRS KETT (eGFR<30 mL/min/1.73m?) (& I %% #T it 17
(eGFR<15 mL/min/1.73m?) 1 |ZAFH] 200 mg % HL[E AR T Lo & & BB & IR &t
LT, BHTRHETT O EE B REREE R . BTG R ONENTR G LT iiRE T AT O E
JERHSREREERE TOT VY RO AUC X, ZIEI 7%, 29%M Y 34%, Cumax 1E. 1%, 20%
LO9%IBD L=y (7)) | ZOZITBERICEROH 2 BT ehoTz, LEXD,
HEREIC L D HEFASIILE LW EEZBND,

AHF 200 mg ZEMREEEEIEEERERETEE ICER AEFHIRO
TOV) FOEYFHENS A —4

n Cmax AUCO—:X) tmax t1/2
(ug/mL) (ug-h/mL) (h) (h)
B HE IE Bk PR 8 3.11£0.75 32.43+9.53 1.00 (1.00~2.50) 12.25+2.04
BHTANEIT D
e 8 3.12+0.85 29.99+8.97 1.26 (1.00~2.00 12.85+2.28
R ( )
BT HETT
R RE R R 7 2.53+0.95 23.15+8.10 1.00 (0.50~1.50) 11.41£1.78
(EHTHI#R 5
BT HETT O
T P RE R R 8 2.86+1.01 21.01+4.71 1.50 (1.00~1.50) 11.73£2.33
(BT S

(BT PR, o PORAE GREE) )

AF 200 mg ZEHAEEEELVICEEBHERESEECHERBRHHFIRD
TOJ) FOEYBEANS A —FOHLE

B RE A xf HERE e ] -4 b
RTGA—H n | simEyy | oo | mmEy 90% {5 #E IX[#]
0.994
BN RMATOEEE | Coax (pg/mL) 8 3.01 8 3.02 mwfanw
MRS B vs. B 0925
HE IF 5 o PR . -
AE IE 5k HERE AUC (pg-h/mL) 8 28.7 8 31.1 (0.698, 1.227)
1% 3% M7 HEAT 0O E 1.15
A o Cmax (ng/mL) 8 2.74 7 2.39 (1053, 1252)
GENTR ARG vs. BT 0.913
A4 5 REE) AUC (pg-h/mL) 8 20.5 7 22.5 (0.827. 1.007)
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VI. EMENREICEAY 51EE

3) FrieEfESE B E 39 (TR701-124 : AEAT—4X)

HIZEFE (Child-Pugh 73 B : A2 7 7~9) 8B IXEE (Child-Pugh /3% C : A =27 10~15) 8l
DHME N TR BERE B IARA] 200 mg 2 ZZJERFHEIRR OG- L7 & & JFBEREIE <t I & bhig
LTTYY U KD AUC 1%, ZNEI 22%. 34%EM L, Cumax 1. T 9%, 1% L
(&M 1-8)) | FRMEHEBICERARMNICERO S 2 B EZ KT S enodz, LEXY | ¥R LS
RERESILERNEEZLND,

AR 200 mg % FFREE % R AR RENESE I REROREHO
7OV FOEMBIES 4 —5

N Cinax AUCo-0 tmax ti2

(ug/mL) (ug+h/mL) (h) (h)
W R IR e R R 8 2.08+0.74 30.47+17.50 1.75 (0.50~3.00) 14.94+3.49
JHF R RE IE 5 st PR 8 1.85+0.49 23.00+5.70 2.00 (1.00~4.00) 13.42+3.93
o T e s B 8 2.20+1.07 35.23421.13 2.00 (0.50~3.00) 14.1942.92
JHF R RE IE 5 st PR 8 2.12+0.80 24.56+8.05 3.00 (1.00~8.00) 13.68+3.71

(GRS, o PORAE GREEED )

AH| 200 mg ZhEEFEREESES. EEFERESEERVFERERERSEIC
BEEZEOBRERDOT OV FOEYEEE/NS A —2 DK

AL FEiERE S e | PR E R TREE | ssrs
RTA—=H n | TEs n 9 (i H 90% 15 HE X [#]
1.09
A o A Cmax (pg/mL) 8 1.97 8 1.81 (0.849. 1.408)
B A ok FRLT
vs. RFERETE AR B AUC (ug-h/mL) | 8 272 8 23 1.22

(0.862, 1.716)
0.992

max 8 2.00 8 2.02

TR R Crx (ug/ml) (0703, 1400)
RS RE IF 2 o IR :

vs. FRHRRETE F X A AUC (pg-h/mL) | 8 314 8 23.4 1.34

(0.927, 1.939)

. Dt

M ERR L
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VI. 24 (ERALOIFESF)ICETSEB

6.

EENBLTDEA

BESHN TN

]

EBRARLEDER

2. B (ROBHIZIFEBELLZWNI &)
AHN D%t LIsEUE OREFED & 5 BFE

(fisi)
ARFND AT VIBBIE DR H 28546, BEERT LAX—NIKEELET D AREENE 2 b
DIz, RAOEGIIITDORNT &,

MEXIHRICEET IR L EDEB
(V. 2. ZWRESUIZNRICHEHET DR 22T 52 &,

RERUVAECEET SR LT OEH
V. 4 HEROHEICE#ET 2R 23T 528,

EXGEFWIE L ZDOER

8. EERLGEARMIE

8.1 AFIOMHEANZH Iz - TiE, TEEOREHAEFEZ T, RO LITEET D L,
 EGYE DIGIRIZ T 7k L R 2 FF ORI SUTE DFFE DS & TITH 2 &
s BB, UL, EERE, BEOERFEZFE L, WURRIC . AR Okt 5
DPLEDHIE L IR ORI LB/ NMROBIFH DR GIC L Lo b Z &,

(fiFin)
JRYLIE TR 36 1T 2 FTEPE B A 00 6 1E 722 ] O 1 & SERIMH B DO FE B « EIEDPLIE D721,
T 1 S %r%m R LTEETORBEEYERACBOEEHEHELE LT, [HEtwER

O EOEFEFRHDOEFIZONT CERLSHE T H 19 BAEELZHE 55) | IZHRSSRE LT,

=

BREDERZRATHIBEICET IR

(1) EHHE - BIEEFOHL584E

9.1 BHHE - BMERZEOHLHEE
9.1.1 WFehEREAE (§FhEkEK 1,000/mm’ Kif) DEH
BEMEIIRENL LT, GFHERBID < 7 RZBWTT VY U ROPLETEESME T35 2 &
WG SN TS, [182 & MH]
(fiAEs)
B G IRRUE B 2o a5 & LT BRIREABR I, AP ERER 1,000/mm?® A O 4F H BRI E FE 3 13 BRA:
ENTEY, ZNOEFICBWTHPERBANC X 2 B0~ OFEOH K N OFEE IR
STV,
~ 7 A MRSA KEMESET V&2 HNT, 7YV U ROFIEERICKIETIHF T EROEREZ RG Lz
fEALL AR EKECD (AP EREC 100/mL K)o~ U A TiE, 24 BEET 2,300 mg/ B, 48 KR T
2,100 mg/H, 72 BFHT 2,000 mg/H £ 0 2 ZNLR0ME e BT & T stasis ORBE 1 AEF £
VBB RTE B CHERF SN D MREE) [ZE L. IEH (WP EkIEmd) ~ v A Tik, 24 KT
100 mg/ H L 0 00, 48 KON 72 BEEITC 100 mg/ H X 0 00K b M & C stasis (2L
7= D,
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VI ReM (EALOXES) (Y 51EH
INLORERIY, B~ AHARGFFERBD~T AT, 79V FOMENEHTLZ &
DR S, FHEROFEROIEGFET, TV Y ROELMEN T/ 5 ATREMEN R X -,
VI 2. (2) 6) @~ 7V AKBUEGET VKT HT VYU KU U A7 V) Y 7 AOHEE
I RIETHFFERO RO OHEZH,
) BHEEEERE
BESHN TN
Q) FrieEEERE
BESIHN TN
@) ETEREEET HF
FEESH TN
) 14
9.5 1EiR
I SR LTV D ATRENED & B etz ix, 1R oA SIENGERMEZ BBl D & Al S
HHEANCOHREETH L, B IRIEFEERRICBWT, 7 XA TIEIMEE BE (i
) OFBUEEORMMEm 2, 7 v b TIEIWE R OHEE OB RORBUEE OIS, %
NENEARREZE R (AUC) DR 3~4F XU S~6 IS T o HETRD LI,
(g 30)
IR O 5B 5 2 eI L T ey, 1R EOFISENERMEE ER D LTI nd
BROHEHTHI L L, EIRTOEBRGIIR D ~EHT D Z L,
IR - BRI EHEREBRICB W, v~ AT R (FI2EA) ORBMEEOMMMEmS, T >
b TIEIE L OHEE OB ERORBFEDOEMMBRBD b=, Lz, ~UAKTRT v
MZBWTIRAE~NDEENRAD SNT-HEIT. B NOIBEHAE TCOBRBEEDR 3~4 {E RN 5~
6L THHETH- T,
(6) RELI&
9.6 RELIF
BREOAHRMER ORI REOFEMEEZEZE L, RAOME I T2matd 22 L, @
Ex (7 v b)) THAHFIWCBITTS 2 EnHESh T,
(g 30)
Z v e HWEEpEERR T, 7Y ROAHF~OBITHRED SN TWD, ZIF oLt
RO E BT AR Z &G T 25610, BAZPIEEELZ L,
7)) MNRE
9.7 INRZ
INREE RIS b U RARREBR IS L TV,
(fig3)

IRHAERE, BrAER, L, ShIRSUINRISH T 2 RS RN L h | LTz L
Ty,
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VI. Rt (FERALOZES) (CBYSI1EE

8) mEE
FEESH TV RN

7. HEHER

10. #HEEMA

In vitro RBRIZBWNT, 7V VU RUVBRZ AT ARORT VYU RiddsEnttEa (BCRP) OFH
EERERT D, 7V RV UM AT A EROKLG L&, & O BCRP #[HET L2 &
IZ2X U, BCRP DIEE TH HIEAN O M REEICHEL G 2 b ReEnd b, [16.7 2]

) SRS EFDHEA
HEIN TR
Q) BtREE L FOHEA
10.2 tREE (BFRICEET S L)
EHLE BREREIR - HEHE ¥F - EIREF
0 ANARF BERROBEICLY ., g x_"2ZTF L | IB% D BCRP MNILEX
[16.7.2 4] DOIMPREN ERT2 2 En@ESHh | Lo,
TW5,
BCRP D ILE & 72 D Al PR O &L LY, BCRP OIE &
A K~ bhLFH—F R IKN oM IREN EH T EBEN
) XTI e N5,
(g 30)

In vitro RBRICEBWNT, TV Y RY VBB 2T LV OAREMEE R (BCRP) (x4 5 EEM %
3~100 pM DEEIZHB OV THRF LIZMER, 7YY U U VR A7 /L%, BCRP T X 5 MR ELE 0
% % PR PRI BAE L, ICs fEiX 79.8 uM Th o7z, £7=, 7Y U KD BCRP IZxT 5 AE
TEM % 3~60 uM DIRFEIZEBWTRET L72fE R, 7> U Rix BCRP IZ X % SR ELE Ok 2 i
FERAERIIZPAE L, ICsoffiiL 51.1 uM Th o7,

F7-. BCRP OREIHKTH L0 ANREF U ORYBREIZKIZTTT VYU R VAT LD FHE
T LIMER, TV RY Uie 27 )L 200 mg KER AL, 7V REFREEFICE X
NRABF U EFREG LI &0 A2 X F D AUC LY AUCoqas 1T, B AR A X F L HE
FIRFIZ TR 70%, Crnax 1359 55%H5IN L 7=,

AR RO L2GE, BEOBCRP ZETLZLICLY, B ANRRX T KU BCRP %
BThHDHIEHR (A N MLXV—h, VX7 H UERES) OmPREICEEL 5 XD EERS S,

ElEA

11. BlER
WOBWERRH LoD D DO T, BEE+HSITITV., BRENRRBDO ONZHEICITRE
BT 5 L EEITO 2k,
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VII.

et (FERLDIES) ICEYSHEA

1) EXTEIER & MHASE R

1.1 EXGEMER

1111 RIEREXERX BEERH)
fE9. HEEDO TN H S, BIEERBREXIZZORWEH 255121, B %2F
T 57 L, MURAEEZIT) Z L,

11.1.2 A[# 7AiM - GmEkED - RMEKED - I/ ZEO B BRG] (BEE A<
BHPIIZE > THEE L 9 28 1M - | fERPED - PLinEksd - ks % o g B 25 &
LbNBBENRDH 5,

11.1.3 REMET7L F—2 R BHEARBR)

HBET v F—V AZEORBMET > R— AR H LN BENNRH D,

11.1.4 RERE (L)

(fi) * (fiF) OB FIXEA CEOHEE IS

11.1.1 ENETFEREE (16099) 2B\ T, BIEMERERIZIZ S T 2 RWERITHRE ST,

WEsh i /A FABR (TR701-104, ESTABLISH-1 (TR701-112) . ESTABLISH-2 (TR701-113)
KON TR701-126) D22 EVEMEHTSE 1,050 Bl T, AREMERIGR 16 GEEE) NEIWEM &
LTt Shiz,
Al KIG2 [ Clostridioides (Clostridium) difficile-associated disease (CDAD) ] i, 7YY U K
VB AT LV EERIFEETORFRAPER CHREIN TS, JIEEKIBRICE VEBEOIE
WANE #E NI L. Clostridioides (Clostridium) difficile (C. difficile) B H5H % 5| & Z 9 af
BRMERSH Y, TOEIEEIT, BE FH»LBIEM R KIERICDZ D, £, BIEEKERITH
WK G% 2 5 Alblco THRIT A EHREINTV A,

KA G- R OB G#ZITBEORBEZEEERCBIE L, @FH. HEO TR H boiv, Bk
KIGR T ZE DGR H D5, BEHICRGEE2TIET 5728 HURLEEZITH Z &,
11.1.2 [EANFEIFERER (16099) OHEERIELE GRE 83 FlB W T, ‘BRI BET 2 RIEH & LT
2 1B GEEE) NS, IV D/FERB (TR701-104, ESTABLISH-1 (TR701-
112) . ESTABLISH-2 (TR701-113) & O® TR701-126) DZZ4MEfENTRI5: 1,050 FllzBWC, B

BERDHICBE T 2 EIEA & LC, AMmERERD GEERE) 1 fInHE Ihi,

AR EFRUAXRY YU RPERICE W TERMIH A HE S TS, TOERAKRFLE L
T hary R 7EAAKILEERE OBBEI R I TEY, 14 HEB2 TEELEZSHA
M/ E O 8 BLBEFE 73 15 < 72 DA FRD HAL TN D 3,

TV RiZ. in vitro REBICBWT, 2 har R TEAAKBEERZ2RTZ NG, B
MHINBHT L8N NH D, 7ok, RKFNORLE « HETHMRRYERE 238 & L ENFT
FERER (16099) K OVERVEMN BT R RS - B RS RE AR e i FR B 2 kb 42 & U 72 Mg 44 5 TILAH 3R
(ESTABLISH-1 (TR701-112) ., ESTABLISH-2 (TR701-113) ) (23T 14 H#=#x D542
BRidZnu,

AFNF 5 MR FIREOR R R NEEOREZERRERSBIZE L, BERRDOLNLHEIC
G ERIET 5L, MURREEITI Z L,
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VII.

et (FERLDIES) ICEYSHEA

<EBBEHR  HMEANT—F 30>
SRENBEEERL A (40 1) ZXSRICT YU RY U= AT 0 R U o7 A 200~400mg % 1 H 1
[, 21 AMRERE L729238, 77 B AR RSN 1 MHREE (TR701-101) 23\ T, 51
WHERAERY 72 MR 78T A — 2 ~ DR T,

S UDET 251 U 4, 200mgE FSUE BT 25 13U 4 200me/E
0 FUE VBT 251 U £ s0ome/B 601 FSUUF BT 25 Il U™ fLsoomg/B
320 SR DT 271 T U L avome/B ¥—¥—F = Ur RT3 LU haoomg/El
= = U3 1,200mz/B = 581 UFE 1, =]
= 300 A *—h—k 5k 35 *—h—k 75t
= E 5.6 4
o 2801 = 54
1 a.
5 260 1 E 52
EIQ— 240 g’ 50
ﬁ 220 A ﬁ 5
= E 4.6
= 2001 I 44
180 42
160 4 40 -
T T T T T T T T T T T T T T T T T T T T T T T T T T T
2 0 2 4 6 8 10 12 14 16 18 20 22 24 (H) 2 0 2 4 6 8 10 12 14 16 18 20 22 24 (H)

o

FIAELLET 27 L0 L 200meg/B FIIUEILEET 27 )L F - L 200mg/E

FUFL R L AF LT Lsoome/B FIJUE LB 257 U s soome/E

FLAFLLET 25 )17 Lasome/B FIUELEET 25 )1 F U L snome/B
504 3K 1,200mgH 04 Ui 1,200me/H

75 £k 78 4 F3ed

4= 4 R - - - e e e b ]
R g A A =Y RS- =Y
P T T T

n

SRR T 9IE (10%/UL)
BB FiE /Uy

da e e da da i

T T T T T T T
0O 2 4 6 8 10 12 14 16 18 20 22 24 {E) 20 2 4 6 § 10 12 14 16 18 20 22 24 (E]

11.1.3 [E PN MARRER & QS /IR W T, iR T & R— v 2AED#EET v F—v
ADFEUTFED HIL TN,
AFERUAFH VD RPERICBWTHRET v R—V ZAEOREET > R— A0 #H
HERTEBY, TOEAEFEE LT bary FYU TEAAKILEER & OBESRR ST
B3, InvitroBERIZBWT, 7YYV RiZI bary RUTEHGMREEEREZRTZ &0,
FLET v R—Y AEORHHET ¥ R—=V ARRETL2BZTNNH 5,
AHE G- FITBE ORBEZEERBIE L, BEPRBOOLNLHHICEERGEFIET L2 L
WE) R ALE AT D T &,
11.1.4 E N TR L OV /ARSI W T, Sk EICZ Y T 2RER IS Sh
TR,
AFNEFUAFY VP URPIEEICB D TRMABENSRE SN TBY . TOEMERFE L
T bar R 7EAEGKREEER L ORBEENRIZ I TWDS 3, In vitro RERIZEBWT, TV
YU REFI b RUTEABAMBEENZRTZEnD, HMRIENSEBLT 2801 H 5,
AHg G- FITBE ORBEZEERBIE L, BEDPRBOOLNLHHICETRGEZFIET L2 E
WE) R ALE AT H T &,
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VI. Rt (FERALOZES) (CBYSI1EE

) TOHDEIEA
1.2 ZDOaEI{ERH
5% AT BEJEANEA

i E W) BBUE

2 ik PR B

Jiks ik ALT &, AST k&,

y-GTP LA, Al-P L
S R R

T R Rk, WAL, 1ETY

. | A U 2 o8EE, B ImEREA

H b &% T B, WEM-, 8. (EAL, MESRARPRER. DPRLISE,
WHALARE, EMEEm, 5, B EEdmtErEE, m
G

R s MR EE . TR, T IREREY

¥ RIRAE, MEIRPESE, R, B2 I, o E

R R VIR, IRER, SRR, RS, KM= 2 —
0 /NF—

il EAER | DU AP BAfR ., AiEEHE. i, S

153 & | RIEER S REEE (28, TULAXF—HE) | BKZ (&Y
e, RLBEPE, BOIREZIRE) | ERE. ZITIE. B
FIE, J9E

(v ik, 22> e — L REORERE, &h Y U AME

KA EE

W ER WK, BRLMER . i D o I

T Dl | B HEEY (OMeE, KRR | U HE (UM,
) o BRE. KGEEYE. SRS, BB BEE.
RIGVEIE, BT

(fig3)

ZOMOBIER] [Tk, TERZRWEM) TR L-FRL2kRE, ENEIHERER TR
DONTFEERAR O ERET —4%3— K (CCDS) IZE#i SN TWAERWEHIZ W TR LI,
CCDS [ZFE# STV D2, ENF AR TR O b o ZRIWERIE “BHEE A" & LTl
#H L7,
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VII.

et (FERLDIES) ICEYSHEA

S ERAEFRAXRAERVERREERE —&
E A MAH FZ IR RO T~ U R VR AT A5 TR b 2RIER 2RISR T,
RIVERZ 83 B 25 61 (30.1%) (ZFEO BAL, W bIEEBREIEHN TH -7,

EREMAEHER (16099) D=2EI1ERA

ElER TOJYRYUBRIRATIL
MedDRA SR E RI K548/ EARFE (ver.19.1) N = 83 (100%)
2EEA 25 (30.1%)
mEH &Y VNRRES 1 ( 1.2%
A 1. 1 (1.2%)
DRESE 1 ( 1.2%
HM7a s 1 (1.2%)
BEEE 2 ( 2.4%
JE S s 1 (1.2%)
T 1 (1.2%)
— i - 2H5EES L UERESBEOKE 7 ( 8.4%)
TS AL BE 3 (3.6%)
TS TR 2 (2.4%)
TSR R S 2% 1 (1.2%)
ST RS 1 (12%)
AT 5 AR 2% 1 (1.2%)
FEEL 1 (12%)
FFIEEREE 2 ( 2.4%
R TR Y 2 (2.4%)
BRIKBRE 11 (13.3%)
TI7=TI N7 AT 27 —EEN 4 ( 4.8%)
TANRTX T I ) T AT 27 —EBHN 3 (3.6%)
M7 B RRT7 7 2 —BHEN 2 (2.4%)
Y-INHEIN KT U AT 2T — BRI 2 (2.4%)
JFEESR B 2 ( 2.4%)
JHHEREAR AR | 5- 2 (2.4%)
1 R SR N 1 (1.2%)
T IR BRI 1 (12%)
REBSLUREES 1 ( 1.2%
i PR B2 IfLE 1 (1.2%)
FERRBLUHEEHEBES 2 ( 2.4%
| == VRN S WIRVAVIVN T G YD (A 1 (1.2%)
DU e A R J 1 (1.2%)
BEEHSLURTHEES 1 ( 1.2%)
Z O FEME B 1 (1.2%)
mEER 2 ( 2.4%
1. 2 (2.4%)
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VI. Rt (FERALOZES) (CBYSI1EE

9. BERERRICRIZIEE
HEIN TR

10. BERE
13. BEKRE

TV RIZMEENTIC E DRI BIT & A EBREI LR,
(fifa)
TV RICERM A REHEANT 2 <. £, MIKEBHTIZE DRI DIZEAEHRESNRW I &2
O, WERG LEGEIX. EBICARORG 2L, —RIREEEEZITH 2 &,

11. BRLOEE

14, BRLEDIE

14.1 EHRXABFEOFE
PTP Gl2EDIEANL PTP v — F 2Ol L TR T2 X o &35 2 L, PTP v — F ORERKIC
L0 BEOEL AT A E R AT L, BICIZRIL A 3 2 U CHERR IR 4 % o S 7 & PHE & OF
BITHILENHD,

(figa)

PTP > — M DA R DA E LT D CFk 8 4F 3 A 27 HAF H 3EHESEH 240 5 K OVERL 8 4 4

A 18 HAY HIEFEF 304 5)

BENPIPY— M2 ZOFEEMHL, RESCKEZBET 2 L0 ) FHEBINHEML TE72Z LIk
WV, BAREBERFZEEDEZOMISICOWTHRHN TS L 9 B ARSI A#H &S5 EHANH -
2o INEZIT T, AARREMKEASSOH TR LADEFHEE LT, 2RO — Lzt
X ERANEELEL TS,

12. ZOMDFE
1) BEERERICE D < 1HF#R
BES TN

(2) JERREREABRICH D { 1HHR

15.2 FEEREREABRICE D < HHR

15.2.1 7 v a2V 3 5 ARRERARGHRRICENT, HHE REMEO LA, Hilak
) . BB (RMRarESE) ROEER CRME LIS O RFEAIE D KRR &
(AUC) DO 6~14F5ITHY T D HETRO N, £/o0 7y bW 1 » A FRIER D
PGB W) TL Pl B M OY T Mg o W ONTILTE 1gG O 73 iR
BREEE (AUC) O 3~14 f5ICHS T 2 HE TR biviz,

16.2.2 4 X & fvie 2 EERKEFIRNZEGRBRICIW T, BIBE (RIE, REZERE,. J5) &
OVE R (EAIatE) OFREZFNZ(ESEREZE R (AUC) O 9~11 fFIHST 25 HE TR
HHT,

(fiFin) * (R OF BT CEO TR BT S

1521 7 v bW 3 5 AFKER D RGEERRICEN T, BEE (REEOL A, Hilllasg
FESE) | ERE (IRAIRaMESE) ROUER OE L) ORI, 1 » A RIRER N #&
GaaEmaBRIC BT, RO BAlle &K O TG OB 3TN IIE 1gG DD 3780 b iz
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VI. Rt (FERALOZES) (CBYSI1EE

ZEnb, LT, ENENORRICEBWTEENRO O HEIZ, & hOREHETOR
BEOZNZNK 6~14 5RO 3~ 14 [FICHY T I HETH - 1=,

1522 4 X &AWz 2 B RESHIRNESRBRICBW T, BE%E (RIE, KFEZERE. 85 LOvE
B (IRRIAEME) DFEREFHZEBNBO N EhbEEH Lz, RENEOLNZHEZ, v b
DIERHAETORBEREOK I~ EFEICHY T2 HETH - T,
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X. JEEREREAERICBI 9 IR E

1.

BETHEAER 10
(1) EZEEHER
[VI. FENHEPIZRHT 5HE | OHESR
(2) RE&EREHER
A EEaET Y FR - R
AR A%
IR M TR e~ 2 HA[m] TOVY RV VBT AT | £ TCOHBETREHR 60
8 {5/ Boks | L7 RY L 53 B R 120 43— i@tk
10, 30, 100 mg/kg BEBSRIKT2NRO b
(IRIE ST & el U C
04~12CHIETF) ,
H R EE) | M 1 F T e~ 2 HA[m] FUYY R BB AT | 30, 100 mgkg T 5%
8 f3il/B% Ooks | v RU DL 30 Syl —E ko B FE
10, 30, 100 mg/kg HEOERTHRD iz
(TR IR & bl L C %
hZEh 30, 33% 0K
) o
EIHFEICRIET | ey A Hi[E] TV R ViR AT | BERED LT
s 8 f3il/#E gos | v rUos
10, 30, 100 mg/kg
ANF VLS =R | TR B[R] FOVY FU BT AT | 100 mg/kg T HEMRFER] 2
AREAFE IR R IE 38 8 foil/B% Oo&ks | v RU DL 23%IER S H Tz,
2 10, 30, 100 mg/kg
R RETHE | HEvo X Hi[E] FOVY R BT RT | BERD LT
(BxRravy, ~v 8 i/t gos | v rUTs
FLF TV —, 10, 30, 100 mg/kg
A2 RYF=—x)
A A E Mo | BEREO®E | 7YY U R U AT | BERO LT
(B> b7 L— ML, 8 foil/B% 5 IF R TN
Welig 7 A >~ v 71k) 10, 30, 100 mg/kg
5-e k¥ U B e~ = Hi[H] TUVY R AT | FEREOLNT
7 7 V#5%& head-twitch 8 i/ fEERNE S | L
B 10, 30, 100. 300 mg/kg
— IR R OMTENC e | MERET > B B [A] TV RY Vg AT | AR LT
TTRE % 4 /R Bo&s | L hY UL
10, 30, 100 mg/kg
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X. JERRREERICEIY S1RE

VAR (05 %)

ik EERE T JiBE - \ 5
;[,[ﬁl"fé—“»j_ﬁ
F 7 I VR 7 > b B [A] TYUVYRY VBT AT | R b
S RAFE T 3~6 fil/EE wogs | v b J¢A
5. 10, 20, 40, 60, 80,
100, 150 mg/kg
MATEhE & OV FE HEA X HA[A] TYUVYU R VBT AT | 2RO HLRT
RT A=K &iff 4 f51/4 Engs | TR UL
B9 20, 60, 200 mg/kg
hERG B M IE$ | HEK-293 in vitro TUYY R HERDLNT
R (% 3-61#) 0. 20.25 umol/L
DESREIC RIF T2 | WHZ v b in vitro TUVY R BB ST
N4 0.1, 1, 10uM
6 13il/8+ TV Y RY VR AT
%l RV
0.1. 1, 10uM
LRSS
R J QMR &S HZ > b H[H] TUVYRY Ui AT | HERD LT
VAT A 8 /B BO#EsL | v MY DA
10, 30. 100 mg/kg
T Mk
BRSREIC RIE T HeZ > b HA[A] TYVY RY Ui AT | R OE O\ kO
5 f3l/EE ‘ogs | A FRY UL 100 mg/kg © Na't, CI i
10, 30. 100 mg/kg FEAR T (BT IR & P
LTZEhEThN 524,
78.0mmol/L D)
ELZES
HibEwmEICKEYS | e HifE] TV R Ui AT | RERED LT
2 8 f3il/B% ro®ks | v RU DA
10, 30. 100 mg/kg
BN BT T 5 AN +Z88E | 7YYV KU BT X | 100 mgkg CTFHBIRA R
7 (R T) EA NF YDA D> Uiz (IR &
5 5/ 10, 30, 100 mg/kg e LT 256 mL O
),
ESGEEEES
B RIET R | fi T invitro | 7YYV UK FERDLT
- T v Ml 0.1, 1.0, 10 uM
6 f3il/# TV RY VBT AT
TR T A
0.1. 1.0, 10puM
(3) TDO D EEEEER

T T I ARV —EEER (nvitro)

KT

ZRIEL A AT ¥ 2B ANTZRBRIC

D, BIEETYVY R (20uM) ITX

EbE/T I FUH—TF (monoamine oxidases :
(MAOg) FHEAEHI DN RIE S U7z,

T U RO MAOA KX MAOg FHE D] 1Cso 1X. ENE4L, 8.7uM, 5.7uM Th o7z Q2R ERD

) . 7YY RO MAO BREX, 7YY U KU VEET 27V 200 mg FRIRINBE G- (BRR FH &)

RO MAEFIEFESTLT 2 U RIBE (Co) O 3.6~54 (FORETRO LN, TVY U Rick
% MAO FHED R ZE L7 & 25, MAOA X TN MAO DWW T Ukt L TH AR Th - 72,

MAO) AKXt hE/ 7 IV AFT X —EB
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X. JERRREERICEIY S1RE

2.

1 0, 3,
3 % A

10, 30 mg/kg

B >
(1) B 55 4R
EULZ/E 5 58 (mgkg) HERE DESE R (mg/kg)
WERE~ 7 R (5 fil/EE) fr g 500. 1,000, 2,000 HERE : >2,000
RN 62. 125, 250 HERE « 9 250
MEREZ >~ & (5 B/EE) w0 500, 1,000. 2,000 #E : >2,000, M : 2,000
FRIRA 62, 125, 250 HEHE : 9 250
MEREC X (3 BI/RE) RN 40, 100, 200, 300 e - #9300, HE - K9 200
ETT YY) R U AT v U o A% VTR
Q) REEHSESMHHER
B5 15 FH R A .
il % 1B AR e
MEREZ > b O | TV RY BTV 1 BILL OIS SR E RS L BEET S
6 1il/HE FRU DL FERo & —BRREAT Rix. =59 (=60 mg/kg/El)
0. 30. 60, 100 mg/kg M8 B\ A2 ( 60 mg/kg/ H ) B O E#) & KT
14 B/ (100 mg/kg/ H) . S E& (>60mg/kg/ H) . BiE
(30mgkg/H) . AR (60 mgkg/ H) . AKEE
MR OFREAE (100 mgkg/ ) Thotz, HET
I, FRRL & BT AL, S EO 6 il 2
ﬁ‘J \—nu(y) %ﬂfgéﬁdﬁ@%‘f&)’)ﬁ.o
AT COmEBIERIL, BT 100 mg/kg/ HHE, M
T 30 mg/kg/ B AR & E % Ento
MEREZ >~ b O | TYVY RY VR ATV BESECITEHEOMO AIED v, K ER
10 mg : 10 {5/ FHrU T OH A EFEOM 26 L OO MITERTEH £
30 mg : 15 fF/8# 0. 10, 30, 100 mg/kg THELF L, 100 mg/kg/[BIEEOME 1 ] TR MM
100 mg : 15 45il/8¢ 28 [ BRI IEE, + HIBRE, REREER,. &
., IR OZE G ORI E R DN M P B IR
L TR N,
AREM T CoMmBEMERIX, HET 30mgkg/ B, T
10 mg/kg/H &5 % Hhiz,
MEREZ ~ b O |y Ry vz | EAEROTFEAE (R 10 L0030 mg/kg, HEE 3
10 f51l/#% HE - 0. 10, 30, 100/60t mgkg | & T8 10 mg/kg) @ 13 JARTE H#E D550 2RV

RiFThHoT,
MR ISR B T B — IR L D
IR BRI T, BIBE (BORBMHEDS A/
u'“_xﬁll ZIN I 0D BEL A e 2 B/ R 2 1/ R T T T
ﬁ*ﬁﬁ@ﬁw’ﬁﬂ”%% RIEE 5 1EL1G D REREIR 5T
Eﬁ) . CEBE (BB A K ONR i Bk O ARHE R/ B R
BRASME/M L) L ATDE CUhEETLLMERT RIS OV E
AVENT AR ZERE) | REBNE (T r R i 10 o
ﬂﬁﬁ’ﬂif’:t/ulélf‘/ BEE W RS BEE) | HEARSE
2 B LR MR ; Az, ﬁ%&@ E [
@%fﬁé/ TUMET ﬁ%@%fﬂiﬁ’ﬁ M/ H i /AL R ¢
KE) R OMEAT RS (JRIRBHE ; R O EHE 0%
i) ITF O b,
Ik HETH DD 100 mg/kg K D 30 mg/kg T
1E. FEE R OERR A AA ISR O B, KM=
BRI TWDEZEx LN,
AT CoMEEEIL, BT 30 mgke/ H .
10 mg/kg/H L& X bz,

i
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X. JERRREERICEIY S1RE

TS

BHINLEIFETER ETAESF L, REMRAE L OLEK
BAE CTHETREFTAERD LT, AE, EEEL
OB R B B L B2 & 5 B ITR D b
Drolz, RFELT N E —MORAERT L, B IR I
HERIZFE O b KOO B Th > 72,
REME T CTOMEMERIT, MEMEIIZ 400 mg/kg/H &5 2
bz,

BRI E & OB O H DT HITRS b, KE,
BERE, BARE (BEREA, LRPHOBRAE. &b
R, RRAE) 8T A—% DEXGHE, REHR
A, AR A K OV BEARL AR A IS Bk PRI TR 0 &
LRI LN T,

BEWETH, 7YY R U 2T VA% 58 O M
IR E R G & BE N B 5 — R BT L ASEE 0 &
. D% 3 EMBEMEO R EE K ORIz 5
TR CH-oT,

REME T COMEMERIT, MEMEIIZ 400 mg/kg/A &5 2
b,

EHINLEEIEFEN ETERF L, iBWERE LD
BIEN S 5 —BARREFAT L & L CIE. 40 mg/kg/ A #E DI
AW TNZ 10, 20 LN 40 mg/kg/ B BEDOMELZ 35U THERAE &k
B HIRDFE O bz,

40 mg/kg/ H BEDHEIC R E I G- L BN & 2 — itk
KB 3RO S NT-, MEOEEIZ TR-701 H 512X 5
WENIFRD N0 T, 40 mg/kg/ B REO M E O £
(IR 2RI D 23R8 BTz,

AREMT TOERMERIL, ML 40 mgkg/H & B
BTz,

BRI AR M R OME 1 1), R EREOME 15, SR
FEOME 2 1 K O &L O 1 I OFET D3RR S 47z,
MHEREOBWIIRN—F AR EICLDECLEEZD
AT, AR ERER O &R0 TIT, BERR
RIER IS 2ol 2 &b, EFEEICEI D O TR
wekEZ bk,

PeERE L B B D —MRREFT R & LT #ER DY
SOTHREWRAE, Wh IR LTl A/ AL I PERR D B A E J OV 1%
wEmE. AEAOERWERRBD iz, MR
THREEIZ, SHEREORE 4 GICHHEELOFT RATED b
oo S50, HERBRLAH 5 HEIC & A RREOERHNICES
TIVEREDR . (RVEEN R, DU A, SRR R OV XU E
EVWEBRER ST,

AT TR, EEMEET, s HEROE CRERN
s, HECHETCHRRO LN ENDL, BT
30 mg/kg/H ., MET 15 mg/kg/H ThH 7=,

KAEBE G- ERER (00 %)
Beh i FH A
i s 1B AL
HEREA X ®O | TV RY U2
3 /8 Ve WA NN
0. 100, 200, 400 mgkg
28 H [l
MEREA X o | TV RY R AT
3 /% L
0. 100, 200, 400 mgkg
3 A
MERES » - | #RN | T2V ) R Uik x5
5 /e V2 RN
0. 5. 10, 20, 40mgkg
14 B#
MERES » - | #RN | T2V ) R Uik x5
10 /8% V% WA NN
HE 0, 10, 30. 90 mg/kg
M : 0, 5, 15, 45 mg/kg
28 H 4
LA X RN | 7YY R v 25
3 /8 V% WA NN
0. 20, 50, 100 mg/kg/[Al
x 2 [ml/A
14 A&

—RRERT R & LT, & T oS ClEmr ) UV X T
HER A, mAERETIE, AR B IRy E & oY
MIFXZEWHHER A LT, HEHMEBEEDRFTERIC
Ko T, BTOEGHE CHRBNER/AL A EE &K OV UXH]
RAEIR SR BTz,

AREMET I, BTEEICE 3 5 850 &,
25mg/kg/FIRETH Y, 2 HMEICET D WEH M &
. AR CEEO—BIER., RERINME, 5
HIRPE, + HEMRE. BB ERENTE D b
72, 50 mg/kg/lRl & & 2 Hivie,

L R OV R R TR ARIEIR 2 52, HETix 2 HoGRIER (BB 27 BRO 28 HA) %37,
100 mg/kg/ H D &% 60 mg/kg/ B IZHE L7 GRER29 H~36 HA)
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X. JERRREERICEIY S1RE

Q) BEEHHR
TV R U AT T M) T LAKROT OV U R Tl w28 SR MR, LM e o
Qe R R EFRMERBR KL O~ 7 X in vivo /MERBRIZ BN T, BAREIEITRR O b Rino T,

4) DA RS ER
M E R L
<BE>
TESNTWAIRFEHMAELS, BEEERBROBRELVE ML CREE 2D ) A7 137k
W ERENTEY, 7YY R VBT AT VO AFHERBR X I S Tuhian,

) £EERESHHER

1) ZIRRER U R L ICEIT 55K

WMERES ~ MICRRATNSZRET, ROZBNSERETT OV Y Y U 2T v (I 5,
15, 50 mg/kg/H . ME: 2.5, 5. 15mg/kg/H) % 1 H 1 [AFEAO&KE L, AR KT THEER
FEEOFREME 2 Mt Uiz, MECIIRIGE R, IVE R, FIRK OO BRI AE~DREL |
TECITAETSRE~ DR (FER LR TR E & 1) #MRET LT,

HETIE, WTFhoARETH, REXIARESMEICHT 8B TLho2, mARK T, bk
W5 & B B 5 FEER LR TR OO0 (13%E) O B A AR EIR
HE (Moxh) RUOWER BEERESER (xR OSHIMER) O 10%K OB BB iz, L
L. HEAEERES (KB, FRIGRE. RRBH) | WrrEAR, EihE, BREA OB SUIREE Bk
OIFERARRRET A BT R0 o 72 2 LD | FEE EARRS 7 30 % OVEE Bl D 1 M L Cld e &
Bz o, BAHELOHFEHEROMEARE ), BT RARHIE B X OCEH R E E &, i
FELRIEETH T,

X, B5 1 HEICETORERET, FHRERENE R OB RN Uz, MAERESD (5.
ZHRRE. ZhAER, BEEY., QSRAEEE) X, WThoHETHIBRYERE L BEEND D
HEIIRD NIRRT, £z, FENMAFRICHERYEIC X 2EBIIRD bkroT,
INHORERND, KRBROLMET TIX, o2 EHEM L AT EMEICRE T 2 a3 &I
50 mg/kg/ H . MED RS mME, AR R ORI EMEIC BT 2 EEME &L 15 mgkgH EE XD
iz,

2)IE - BRIRFRAEICEET S5
VAR T v MIBWTR « BRI EICKIT T AL RE LT,

Ot~ v 2272V U RY U 2701, 5, 25mgkg/H % 1 A 1], 4Fik6~15 AIZ#E A
B LzEE, mAERTIE, FHREEEROENMRFEEENMUELE o7z, S HIT,
[FIFECILE B IR E BE . (RITES) (CHEBRER S & BENH 2 M58 Hiviz, R
WEtEIZ OW T OBEEME T 25 mg/kg/H . I - IBIRFEAICOWTOEGM &S5 mgkg/H &5
ZbNlz, TORARICBIDEEISHOT Y U R GEEKR) O AUCo41E. 1. 5. 25 mg/kg/
HCTZNZH 3.94, 17.6, 95.7 ug-h/mL TH - 7=,

ORI Z v M7V U RY VAT R 7 A 25 5, 15mgkg/B%E 1 B 18], 4F4E6
~17 BIZRAHEEG L& &, 2 TOHER T, FERBIMY (IR K OV 53 8 s
2, wHEHMAEL RO b, FRAELNEHER CIX, PR 2 E &S X RE X
DKM T, FEIMBIREERD & —B Ui, KA EROFATIR 1 &I R & AR E T
bolo, PTRIHELXOEHEROEYRIEERIT, FRBELD . 202, 7.9%& T 23.7%(K
EChoTe, MABRIETIE, BILBLEZ RS 2 R E A RBNHEM L, IR IEI A RIEH TR
Do, BHAEROIRIL TR, BAERIE L IZR2NEFLAUCHEER BN, KHE
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X. JERRREERICEIY S1RE

BT, FENBEICEFTHROONT, WTFnloHETH, 7YY U R VB X717 K
U U LEHIZE DR - RIRAEGFEA~OREI 2D >, HEMWEME R OWR - BBREREAEICET S
WEMERETNTND, 25mgkg/ H ThD EEX LN, ZOHRICK TR 17 HOT VY
U R (&) © AUCo24iF. 302 pg-h/mL Th o7,

3) HERMBRUHEROREIZEET SR
ERIMES >~ MIZT VY Y RY U 2571 1.25, 2.5, 375 mg/kg/B %4 1 A 1B, 4E4 6 A ~HA4
BRI BEE U, HZAERT - HAE®RRAE, REER L ORILBIT 2 Ret Lz,
ZOREE, WMAWRDOEE ., B, FRATENFIFEAGE B X OVAESERRE MR B 2 e & T
B 5 O BIIRD bR o=, EAED 3.75 mg/kg/ S, FoRkE e iit, FiidR
KO AN, Fr OGS, 28 mE, MRITE EE L OVEM RS, IO F AR EE
OEFEHETHD EEZ LN,
KRBRO M¥ ax 32T 4 7 AL, GEHR 20 B RO¥RIL 10 H O 544 2 BfICER I S 7= i
R OFIH DWW TIT o T2, fEE 20 H R OMEEL 10 BIZK T 2 BEW o R RE L, FnZ1,
4.20 Y 4.09 ug/mL Th oz, BIBICBIT27 UV RIRE LRI, 5% 2 o7 oY
U RSEEIRG R f e AT, BB M T DR 24~37% TH o 7=, R, AT DT v k
DA KOS RRREORENR A v, FiHARITT VY ) RICBEE I T,

(6) RFTRIMMERER
LR L

(7) TDOhOBHEYE
1) AESHER
M=~ Mz, 7YY KU R AT 110, 30, 100 mgkg/ B (1) 5 NE 3, 10, 30 mg/kg/
H (M) 218 1829 AR (B) Xix30 AR () &okh L, aEEtEa 78 m L7-,
ZOFER, MRS & 2k S B E O T OB, i 1gG eI NS HuE 5
(x5 1gG KON IgM i (77— 7 EGIRT vt A ) O TFRRD L=, 2 b OBk,
R EFEOHETIIEM TH - 722, mAEROHEL OHETIZIERTH -7,
ARRROEME FCIL, EmMEICBE T 2 Mtk aid, MRS b 10mgkg/ B & B2 vz,

2) KEtEHR
KT T L (RO BG-% 2 RIS HANRIRS) 20T MG T v M TRK 60 mgkg DT ¥
U RY VBT AT A RERROEG Uiz b & IRFTRL. B BOS SUE B 2 993 BRAEL A 7O BT
RITRD b,

3) fiRE R R
WEREZ ~ b (BHE 36 XX 60 #) (7Y U R Uo7 v 0 () . HET 7.5, 15 XX
30 mg/kg, MET2.5, 5T 10mgkeg 29 » AR 1 H 1EREAOEG I, &5 1, 3, 6 L9 A
HAZHRR ATV B S AR A CAP R EE DS RS S v 7c, REEBEICIB W T, M, IR, R K O
BArRR, FFBE, PRERET ML OFRRE (AR ) ICARTER 512 BE U 7o i BEAR AR 7 A 72 S T AL
RO N o Tz,
PLEX v, RIS 2 S R IIE T 30 mg/kg/H . MET 10 mg/kg/ B &I Sz,
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X. JERRREERICEIY S1RE

4) REMOSH
TUVY R U AT v U U AL, EHEHRBECPHITTEER#M O T OV ) RICERE D,
L7=lo T, IEEREOT vV ) FoEEICOW T, 7YYV RY U270 R oA
FEREGLERRICBW M STV D,
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X EEMERICETSHEE

10.

11.

12.

RHX 5

o Hl 27 b ®EE 200 mg

AL 58 s S
BRRES 7Y R VBB AT )L

R
AR« 3 4R

BERETORE
ERRAF

Ik EDFE
M L7

BERITEH

BERERLTAR : HY
<TFVoOLEBY : HY

F—H5 - R
[ % S A

[ 2h 3P U Y R, FS A, NravwA v U,

IR

) TAF2 U e E 7 FUERE (MRSA) JRYYE] Ok -

EREEFAR

201446 4 208 CkHE)

BEARSANA

EE—IEMEOLTEICILVEMTDZ L&

R EH T 2 IHA

TA ST =, TR

HERFTRBEABRUVERES. XEELNHEAR. REMAKBEAR
HR5Ee4 BLEIRFEAAGREH B KRB SEAMFEVEIGAE A A BRFERARAAEA A
i/AZ§otQZ®@i 201843 H 23 H 23000AMX 00461000 201845 H 22 H 201848 H 21 H

PEEX(EZREM,. AZERVARZEEENEFOEABRUZOAR

L

BEEIRR. BMERRAREABRVEOAR

EARSANA

BEEHM

84 : 201843 H 23 H~20264-3 A 22 H

BEAEHIRIZREE T 5 1H®R

M LA
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X. BEMFERICEHYSER

13.

14.

#HEI—F
- JEA G B HAG AL | R ERE S = — ; o L& 7 R
W5E4 I o — (Y] 29— ) HOT (9#1) &5 NN T
7 b 6249003F1029 6249003F1029 126265001 622626501
200 mg
RGBT EDERE

EARSANA
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1. 5IA3HE

1)
2)
3)
4)

V)]

[C N e
_ D = D

\=}

10)

11)

12)
13)
14)
15)
16)
17)
18)
19)
20)
21)

Drusano GL, et al. Antimicrob Agents Chemother. 2011; 55(11): 5300-5. (PMID:21911576)

Lodise TP, et al. Clin Infect Dis. 2014; 58(Suppl 1): S28-34. (PMID:24343829)

Flanagan S, et al. Antimicrob Agents Chemother. 2014; 58(11): 6462-70. (PMID:25136028)
ARFRIFREAME R © A ARNERRR A 25t & U ER G R OB AT XA Z 8 ) 7 4 3K
5% (16101)

AKGRIFREAME R« AARNGERRR A 235 & Ul g &bk (16102)

FENER : RN Z R E L2TF T X AR (TR701-105)

IRFRIEEATEER : BEHERR A% 514 & L7-QT/QTeRFAl A (TR701-115)

AGRIF AN B, « BMEVER RS - B GWIE B8 2 xb 5 & L7y a8 AHRRER  (TR701-104)
AGRIRFREAGEEEE © H A AMRSAREYUIE (B2 « WEAELARIER SE ST 2 s fE © Buiie) B %
g & L2 B IHRER (16099)

AR REAT B RE TR M RS - B R AR G R E A ek G & L 72 v A B T AR AR R
(ESTABLISH-1 ; TR701-112)

AR RS REAM B RE o SR MBS - PR R AR R S R A b B & L 7 v A O AR AR
(ESTABLISH-2 ; TR701-113)

Locke JB, et al. Antimicrob Agents Chemother. 2009; 53(12): 5265-74. (PMID:19752277)

Locke JB, et al. Antimicrob Agents Chemother. 2010; 54(12): 5337-43. (PMID:20837751)

Livermore DM, et al. J] Animicrob Chemother. 2009; 63(4): 713-5. (PMID:19164418)

Betriu C, et al. Antimicrob Agents Chemother. 2010; 54(5): 2212-5. (PMID:20176900)
FENE L - FEPREAR

Choi S, et al. Antimicrob Agents Chemother. 2012; 56(9): 4713-7. (PMID:22713339)

Tessier PR, et al. Antimicrob Agents Chemother. 2012; 56(5): 2342-6. (PMID:22354302)

Louie A, et al. Antimicrob Agents Chemother. 2011; 55(7): 3453-60. (PMID:21502615)

FENER . BARNERERANZ SR E LT BFORE L B3 238k (20065)

KRR R : A Z R G L Lo I ¥ Y T AR B AR Z F o & O3 A AF R
(MK-1986 004)

FENEERE R A XIS E LT Y A R = R Y v & O AR (TR701-114)
HRNEE: 7OV R VB AT AKRORT O Y R VBB 2T MY oA g
Y RTREE

FENERE . T v N Ol - MRk

FERERE - FERER

FEPNE R - AR 2 K5 & U T BT IR IR M OViE#% ik oA sl (TR701-102)
PR - AR

R fERERRA & x5 & Uiz~ A8 T A3k (TR701-106)

HNEE: 7YY RY VBEATAROT VY'Y R U 27 v b o LAORERENE
AR PR

PR - K-S AR AR

FENE R - BRI AR & LK E e R (TR701-123)

FENERE - R A A et & LK EREEER (TR701-109)

FENER R D HE DN REIE S BE 2R L Lo EiE B (TR701-124)

Vinh DC, et al. J Infect. 2009; 59(Suppl 1): S59-74. (PMID:19766891)

R - R 2R & L7 BRI R O 5Bk (TR701-101)
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XI.8EEH

1.

FHNETORTERR
AHNL, 2014 4 6 AT [SPEMEMER RS - FSHAREYYE (ABSSSI) | #iSiE & LT, KET
WD TEBI NIz, 20174 11 ABE, KE, EUEZET 51 OF XTI TARE I TV D

AR

B DARB SN ITRR, TELOHEIL, UTOEY) THYH . SETOARRIRI L

R 5, ERNOKENR O TARAZHENT 52 &,

ARIRIZ
4.

B DNEEITNR, HIELCHE
MEER TR

<BEIHE>
TOVY FIZREDAF) UEEE T FUKE (MRSA)

<BIE >

REMKRERRE. BUHRKE. ME - RERUVFHRIZEOZRER, VoA - BEODZRER

. AERUVHAE
W RACIET VYY) RU VERT AT L E LTC200mg % 1 B 1 HEAFKET 5,

KE R U EU TORZRIKR
4| KkE
R 5 4 SIVEXTRO® (tedizolid phosphate) tablet, for oral use
SIVEXTRO® (tedizolid phosphate) for injection, for intravenous use
2 & 4 | Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., N.J., U.S.A.
AR | 20144 6 H
HIFE « G | SIVEXTRO® 200 mg §E1d, sHEDOHMET 4 LV ha—T 4 LV JHETH D,

1EEPIZT YY) RY VBB AT L 200mg 2587 5,
TS SIVEXTRO®IZ., 200 mg D HEIE A SA T AT Ao T2, EE~K BGOSR H O E
BHREHLEI R CTH D,

PGB EESRIES

SIVEXTRO®IFHA Je TN 12 LA LD BFIZIT D LU T O 7T KGR O sz oy BRI 2R
T B RAMEMEYERE - B MRYE (ABSSSI) WSS : Staphylococcus aureus [ A
F U Uit (MRSA) ROVA F U e (MSSA) srHEkk % & o] | Streptococcus
pyogenes . Streptococcus agalactiae, Streptococcus anginosus B (Streptococcus anginosus
Streptococcus intermedius, Streptococcus constellatus % F;1¢) J O Enterococcus faecalis,
SEATPER O FE B2 3] L. SIVEXTRO®SRCM DU I DB R & MEFF 3 5720 SIVEXTRO®
(TRESEMER IR 2 & L AFEF STV 25 U3 < B D ABSSSI ORI IZ O
T5Z L,

R N MRS M BT 2 16 MAE O 0D Haiid, FUETRR &2 RICUIEE T D BRI
BREMET D22 L, 2D XD RIE®RH fcﬁb\iE'/\ [ %\fé@f“%&v\m%fi@/\é? N
T oY v 7T E—ICELTGRIT 5,

MEROHE

SIVEXTRO®DHELEH 713 200 mg TH Y . AKX 12 5L EOBFEIZ 1 H 1[E 6 HIAL, #&%

O¥eh (FBRRFUIZEIERE) U 1R CRiliiET %,

H%H)r’%m&“fm%fxm&ﬁ AR 556, HERESIIAETH D,

MASENTHAITIE, WICTESh 50 8§ BATE TThIUZ, KWk TARAT
HZ¢ ﬁ@&%if@ﬁ#ﬁb? 8 RFRI O E 1L, KEIFR G- ETR2Z &,

(2020 4= 10 A KET OUSHT LE)
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XI.

SEEY
5| 4 | EU
kR 7c 4 Sivextro® 200 mg film-coated tablets

Sivextro® 200 mg powder for concentrate for solution for injection
& tt 4 | Merck Sharp & Dohme Ltd
KA | 2015423 A

I - &

Sivextro® 200 mg film-coated tablets : ¥, WD T 4 /L bha—TF 4 T
1BETICT PV Y FY VBB AT L 200mg 25 A T 5,

Sivextro® 200 mg powder for concentrate for solution for injection : Ff~JKHEDHHE
1 A THAHECT VY KU VR AT L 200 mg (SRS T 57V ) KU VR AT )L
T rY UL EET,

ZBhRE SRR

Sivextro®X, AL O 12 5L EO/NEO B EMERE « R EHMRERGYE (ABSSSD) DR
FICHWEND,

44HE Q5.1 HEBR) |

PLEA OBY I OWTIIARR A F L 2B ETH L,

<HRFIE DIFIFARIS KT 2 BRIRHIA RES >
In vitro TT VYU RITEZAED B - 72 B30 IE D FIZFRHEOFIRE 2OV T, BRERBRIZ
BOTHMMENEY &hiz,

DMEMIBEPERRE - B RE R YIE

* Staphylococcus aureus

* Streptococcus pyogenes

* Streptococcus agalactiae

« Streptococcus anginosus Bt (S. anginosus, S. intermedius } O* S. constellatus % 1¢)

<Mt o> B S 2 AR T B HUETEPEY >

TEEOIFFARIZ )T 2 BRI e F MR ST WA W | in vitro DRERD B I1X, B
MHEDBEF R RVIGEIET VY ) FIUEZMEEZ /T 52 LN TRIND,

* Staphylococcus lugdunensis
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Sivextro® 200 mg powder for concentrate for solution for infusion
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8.1 Pregnancy

Risk Summary

Based on animal reproduction studies, SIVEXTRO® may cause fetal harm when administered to pregnant
women. The available data on the use of SIVEXTRO® in pregnant women are insufficient to evaluate for
a drug-associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes. Advise
pregnant women of the potential risks to a fetus. Fetal developmental toxicities were observed in mice and
rats treated with SIVEXTRO®. In embryo-fetal studies in mice and rats, tedizolid phosphate was shown to
produce fetal developmental toxicities in mice and maternal toxicity and fetal developmental toxicities in
rats. Tedizolid phosphate administered orally during organogenesis to pregnant animals was associated
with reduced fetal weights and an increased incidence of costal cartilage anomalies in the absence of
maternal toxicity in mice; and maternal toxicity, decreased fetal weights, and increased skeletal variations
in rats at plasma exposures approximately 4- and 6-times respectively, the human plasma exposure at the
maximum recommended human dose (MRHD) of 200 mg/day. In female rats administered tedizolid
phosphate during organogenesis through lactation, there was no evidence of fetal toxicity, developmental
delays, or impaired reproduction in the offspring at plasma exposures approximately equivalent to the
human plasma exposure at the MRHD. (see Data)

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

Data

Animal Data

In an embryo-fetal development study, tedizolid phosphate administered orally to pregnant mice at doses
of 1, 5, and 25 mg/kg/day during organogenesis (Gestational Day [GD] 6 to GD15) was associated with
fetal developmental effects occurring in the absence of maternal toxicity, including reduced fetal weights
and an increased incidence of costal cartilage anomalies at the high dose (approximately 4-times the human
plasma exposure at the MRHD based on plasma AUC comparison). Tedizolid phosphate administered
orally at doses of 2.5, 5, and 15 mg/kg/day to pregnant rats during organogenesis (GD6 through GD17)
was associated with maternal toxicity (reduced maternal body weights), decreased fetal weights, and
increased skeletal variations including reduced ossification of the sternebrae, vertebrae, and skull at the
high dose of 15 mg/kg/day (approximately 6-times the human plasma exposure at the MRHD based on
plasma AUC comparison). The doses not associated with fetal toxicity in mice and maternal and fetal
toxicity in rats were 5 and 2.5 mg/kg/day respectively (for both species approximately equivalent to the
human plasma exposure at the MRHD based on plasma AUC comparison).

In a pre-postnatal study, oral tedizolid phosphate administered to female rats at doses of 1.25, 2.5, and
3.75 mg/kg/day during gestation and lactation (GD6 through Lactational Day 20) was not associated with
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maternal toxicity, fetal toxicity, developmental delays, or impaired reproduction at doses up to the high
dose of 3.75 mg/kg/day (approximately equivalent to the human plasma exposure at the MRHD based on
plasma AUC comparison).

8.2 Lactation

Risk Summary

There is no information on the presence of tedizolid in human milk. Tedizolid is present in rat milk. When
a drug is present in animal milk, it is likely that the drug will be present in human milk. There are no data
on the effects of SIVEXTRO® on the breastfed child or on milk production.

The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for SIVEXTRO® and any potential adverse effects on the breastfed child from SIVEXTRO®
or from the underlying maternal condition.

EU OWAGE 202143 A) OZ#HARE

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. 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. 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 tedizolid phosphate 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.
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Pediatric Use

The safety and effectiveness of SIVEXTRO® for the treatment of ABSSSI have been established in pediatric patients
aged 12 years and older. Use of SIVEXTRO® for the treatment of ABSSSI is supported by evidence from adequate
and well-controlled studies in adults with additional pharmacokinetic and safety data in pediatric patients aged 12 years
and older [see Adverse Reactions (6.1), Clinical Pharmacology (12.3), and Clinical Studies (14.1)]. Safety and
effectiveness of SIVEXTRO® in pediatric patients below the age of 12 years have not been established.

EU OWAGE Q02143 A) OZRHARE

4.2 Posology and method of administration
Posology

Paediatric population

The safety and efficacy of tedizolid phosphate in children below 12 years of age have not yet been established.
Currently available data are described in section 5.2, but no recommendation on a posology for children below 12 years
of age can be made.

5.2 Pharmacokinetic properties
Special populations

Paediatric population

The pharmacokinetics of tedizolid were evaluated in adolescent (12 to 17 years; n = 20) following administration of a
single oral or IV dose of tedizolid phosphate 200 mg and in adolescents (12 to < 18 years; n = 91) receiving tedizolid
phosphate 200 mg IV or oral every 24 hours for 6 days. The mean Cmax and AUCo-24h at steady state for tedizolid in
adolescents were 3.37 pg/mL and 30.8 pg-h/mL which were similar to adults.
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