AlOFIH =

= ™1 O B
NEW DRUG CRITICISM

0] FDA 291 2UjjAlI}

Ral

Ral

[

&

o A

19
ot
ox
L
o
ot
M
Pl
Ho
40 0

AHAE R (Sivextro) ATAICE FAMA= Z+2E =W Aok 2459 255 0|H, 0] FDAS} #3 EMAZEH
‘WE] A I A A I I F ot (Methicillin Resistant Staphylococcus Aureus, MRSA)& ZE&gH 27k w0
ot BA AldA B U AxZA 7+ (Acute Bacterial Skin and Skin Structure Infection, ABSSSD X &’¢f] &

o] Jo 24t &A=t = (oxazolidinone) AlE 2] froiEte|g] ot et YA o},

19619 Go)q ANz BT FHutE ol MRSAL o2} QA0 2e Agom fao] WAy,

g AT FA oot A wd A A ANE Zests WS AT AFolct.

2t Fof, 649 Fotyl A=

>,
it
[>
[m
Hu
rr
ofr
ne
lo
)
ng
lo
E’T?
@)
N
<N
o
=
I
%
o
>
o
o =
18
ox
©
o
rE,

MRSA 5 71% 44 Wil oIg ABSSSI

o] u] FDA Al¢F 5912 = 4l°ko 2 2003 LGBt HAeE 4A HeHE

=
o]F 114 vl & ®Wgjo]m, FolST zA| 7k Aoko = FZo|ch,

NDC67915-041-02 6 tablets

* Sivextro-
(tedizolid phosphate) tablets

200 mg per tablet
Rx only

-

SivextroTM (tedizolid phosphate) tablets
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NEW DRUG
CRITICISM

FAA ol A =He

Staphylococcus

O] FDA ¢ LA FI{YMA|, A|lHAER"

aureus,

@_

FQ JHFAAMTFL oFo]l2 ESKAPEZIY E2]=4|, Enterococcus faecium,

Klebsiella pneumoniae, Acinetobacter baumannii, Pseudomonas aeruginosa,

Enterobacter spp. 7} 1t

o]

Zrebt- (Enterococcus

< dEAd WA de M=

14t (Staphylococcus aureus)®] methicillin @ vancomycin WA

faecium)@] vancomycin WA 223 2 GArse] FQ AWl HH AEYST

(Streptococcus pneumoniae) @] macrolide & theFA] WA Soltt.

19289 penicilline] AH 5 1940d &

19609 °]& A
A Aoz MRSAZ}

1990 o} F 6] MRSAZ} 94 MRSA(hospital E=

94l 195
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A 19413 R H penicillin WAo] @] &

gt penicillino] A-g02 A4 ZdEoH
Aardol AT 2By 1d0]

O tholl= olm] 60% ol/de] EX o] penicillin WS H-FotA =t

NEE methicilline] gArel == gou, HA] 1do] 2 1961 =0

BT, 1970-80d o= HAA D o2 MRSA®] gt ¥ 7o) HAtx Qi)

healthcare, —associated T+ —acquired MRSA, HA-

MRSA) ot ofujgt 2] S9AFS] MRSA(community—associated T+ community—acquired MRSA, CA-MRSA)

742 BAlE]7]

A ZFstH A 2000 ol = b

= HIES AlA Aol CA-MRSAZF 3R 9{sHA] S4tE of

—

MRSAS] A|GAe] Shite] that Selet @ whalol F7kska gk,

1954 vancomycin®] Ui E=EoH,

(Vancomycin—intermediate S. aureus, VISA) )©] #-&

_36]%

Tt (Vancomycin—Resistant S. aureus, VRSA)o| |z =2

1996 UZoA vancomycin FEE WA FAEZAA
AR QA 2002 o

B e gl

o]=o]l 4] vancomycin =4
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FALEdFO] 1940-19709 Atololl penicillin A& F5sHe oA, 19499S 7|Hoz HU4
PRSAQ] H]-&0] 50%2 Y1, oltfRE AIAg] o Ax PRSAZF 546t7] Alztste] dat Z7tstchzt 1970
dd] Zdto] 21gAts]e] PRSAS HILEE 50%%5 7] A&, 1970dd] Futol= A= HAA PRSAS)

2| A}35] 9] PRSA HILE7} Zolal= dARS W9t

PRSAE f-lactamaseE A5t penicilling 7FeEsiAI o2 WAAS Yepdich S E ot A4
2 #59] 90% olAe] penicillinases A4t Fr-ddH Ao AEazAxd T2 ZEAHo
penicillinase®]] tHAQ1 et E Yl

AR
sulbactam & S —lactamase inhibitor2 A=

2) WElA2IA S I ok (Methicillin—resistant S. aureus, MRSA)

MRSA A& AlA A9l webA orekete] Seubetel A= 1970d ol 3-27%, 1980d el 11-33%
dEgom FEsS] Frlote] 2004W XAt wEW =y 127] 324 B FAREET 7hed]
MRSAZ} 67%% A5t olet Zo] MRSAE AAAIR R HAdd el Sa3 EAMFCR dFs1
Art.

MRSA #49] A&E fI5 vancomycin AR&-0] FE5] F7Fsk3lal, 71 A3} 1996 VISAZE 204 B

1] 2002\ F-E] VRSAO| H|=o| Al H x| glTh,

o7l 8571 Aol 7Ito]l Bt & FAEM 24-3071de] 2A 80% olelM SdEHe Aoz HiEd
At
CA-MRSAE &3] EE nif dx2 fdgoiu g A4dse #=zoA A Adde H5 ZdsH

She W ohUe Y W2 dadue] WY A4S doslt UARoRE g Yk

3) W nto] Ay S E T ot (Vancomycin—resistant S. aureus, VRSA)
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Vancomycine Fojot=t|r Bolal |&H o2 xrdyto] B 5 ARza7 AstEAY fH-g&
Hol|z] ¢k= H92H, vancomycin S5 EWA A EE A (Vancomycin—intermediate S. aureus, VISA)¥}

vancomycin I EWA M I T ekt (Vancomycin—resistant S. aureus, VRSA)7} Q1.

oA 19994 187t #& A=H ol 2006W 17, 20073 67, 2008W 157, 20094 177, 20104
1374, 20114 3571 0= Hiwolx F7F FAolth whebA 20008 HA gz A= FAE AAlst

Sl
~VISA

19969 ARNN AF5ES T Aot FApo] FAUEE Yo MRSAZL vancomycino]l 5% WS

e Aol Aglr HAHM of & S 2T o4 uetelA VISA @52 Hil7} oo F{tt.

N

VISAS] Mg F)He wakshA glol Mzl WA AAbs glon] AEulo] msl] wE Ame uFo|
olgith. VISAL Wt Auld oA AEEo] S7h ow A EAYA gl BEET RAH

penicillinZ2 @74 (Penicillin-binding protein, PBP)2] 4] AJ4to] 3w PBP A4l Aojrt B Q).
-VRSA

2002 o] AN Aoz nl=olA Byt v AR Aol SAGHY AAFolA VRSAZL
==l o A

% 200797HA] mlo A F 9¢19] VRSA #ETo] HiH
A E(plasmid)E &0l A= vanA geneol] 9|3ttt

4) w3 mto] AW e+t (Vancomycin—resistant Enterococcus, VRE)

1988\ o] F=iaf g ioli HZog HAEh o] & ulxoA F43] Frlcte BT HloeH o]
+ transposon®l| €]t vanA gene®] o] F8 7|HHYo] YAt o|F R nl=, §H AXQY AANA =
AupeAA 5] S7lste] o, e AAARCE FAd AHY Fa% 42 AAskL e, vl=
of = ksl oF 50%F 719 o] VRE A A wRIEo] ich

FdAE DAA R AUHHY T8 At or d#A oy, 19709 SHHEH At A=A
ZAA A O] Agol FrletHA WY AHY 2% dew oz AAHT] Ao Fdvte i F

20 A LHUES EAatHot E@tAu|E 9 transposon®] ALl o8 A YA WS g5
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MRSA 2| L 42 O 2 Roix|Lt?

Methicillino]] ojgt WAL HAPBPQl PRP2a%} A=l 9t} PBPE Al A|ZEH L1xE<] He=Za)gt
(peptidoglycan)& AJst= opx|at Ao 2F8oles aiolth, ML eyt-o 5712 PBP(PBP1, PBP2, PBP3,
PBP3', PBP4)E 7}A 11 =d] MRSAS] A$= AAF PRBPEC] HISHA] p-lactam Aol izt Zstelo] &

oJZ]= PBP2a7} F7h= EARIH.

PBP2a= mecAst= FMA 3zt olsf whEo]x]H o]et T2 WA fAAE Este] methicillinth4g

2 ZH1}st= mobile elementE Staphylococcal cassette chromosome(SCC)2F gt

SCCmec type ccr(recombinase gene) ¥ mec(methicillin—resistance gene) &2 Z3to| mal [ FEH
VE7HA sl A e dubdos HA-MRSAS 7%= T@o] 7P &7t 9t CA-MRSA= S -lactam

ol9lof ttE AYE A WAAS viZicts AR ZotEo] QA g2 IV
o]21gF SCC mec VP2 th2 SCCmecPcoll HINA Z7|7F 23 A Agd 4 Ut

MRSA 2| =20f| O SHAIE ALE5tLt?

MRSA Zgel FrE=Iw#HUAAR! nafcilline] 1224 Q1 AeiefAlo]z]qt 1At MutzAxdA D A
£ ARgRtth A Aol lelMs Boke Aolio] QAT nafcillin® 7B cefazolin¥t &e] HEFR
T(noculum effect)7} 137 H5atd2ar g A] HE S5} (blood—brain barrier, BBB) Ei-&0] =ti= 4
o itt.

CA-MRSA®] 7B-9+= cefazolin 5 B -lactam AE YA gt Aol AANE diF2e] thg Aol
Aol GAHE Aer d#fA Stk HA-MRSA ZrEEof a4+ vancomycin T+ teicoplanin®©] 7]

UJARE vancomycino]] Agdo] AstE FAIE=Ao] 27t dor TG Aor H

2 1] FDA+ @z d 9 35 AEdd 59 2Y udAg Aldsol o] f2E ABSSSIE ]
ol GO YA Aeke =, 20149 59 WA (Dalvance, &% dalbavancin), 69 5oIST7} A[HME=R
(Sivextro, AE™: tedizolid), 2 2HrE] 2 (Orbactiv, AE: oritavancin)& 415ttt o] & gutAel 92

e EE= weby ST EfEe| = AN AMERE SARER|H2A] A ol
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Linezolid(ZX: www.antibiotics-info.org)
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ZF-8-(non—enzymatic oxidation)= F3l o] F1x]7] w2 hAMEo] tfE 7|T#e] 7|5 JFS ujx|A] &

AHAEZ= AA| OfEH SAUEALF?

ANHAEZ (JEY HHEE, tedizolid phosphate) 73FAeH A= 2014 69 B FDAS<S], 20154

o 1,

39§90 EMA 4918 welon] ol 20159 49 U/ Aok 2459} 2552 491 WS
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25 BAR7leAd N EAE Y] stz A Aol dit Ade Bty

2007¢ 1¥€ql n]=r Egjo]A(

.\
rel
2

FHlAEC Q)9 Sy b Aoke AFston, Edolat

>
1=
>
|t
fu
rr
1
=
=
i)
0]
e
)
)
odk
oZ,
2
u
2
o
o
d

FgFoz QA% FH ARy ¥R % wppz g

AEESY o7 2wtz Fd 2 AL A=wofl 200mge 19 18] 643 AAteE BAQle] BF+F

fFrawF =% Staphylococcus aureus (HE]A Y- w5[MRSA] @ e A -FAdwtF[MSSA] ),
Streptococcus pyogenes, Streptococcus agalactiae, Streptococcus anginosus Group (Streptococcus anginosus,

Streptococcus intermedius, Streptococcus constellatus Z3}), Enterococcus faecalis©] 1Tt

ANHAE 29} linezolid 22| 5{7tAIZOM zf0|H2 F3Q1T}?

Linezolid Tedizolid
Tl 1. 59uzd #H4 4 AT T2 9 oRTaz ZdIEEEA

S g7% | -Staphylococcus aureus(MRSA E3}H) —Staphylococcus aureus (MRSA, MSSA Z3}H)
—Streptococcus agalactiae, —Streptococcus pyogenes, Streptcoccus
Streptococcus pyogenes, agalactiae, Streptococcus anginosus
Streptococcus pneumoniae) (T U4 A -4 Group(anginosus, intermedius, constellatus
2% W W
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—Enterococcus faecalis(VRE TF) —Enterococcus faecalis
NHAE 20| 5{7tAE 5 OfF ZTARO| Y=TH?

IETLAZ(EFTS 1000 cells/mm3 o]gh) gzpof tigh o] oFe] oF

)

49 grAe Bk Aol gk
52 79 wdelq o] oro] FulAE BHL YT WA Fastgrh. TFTHLF B W U Wy

Tz A9 Azl diside e WAl 2ol = ojoF it

2) 2RAESE fuAaldAd AAHClostridium difficile—associated diarrhea, CDAD)

o og EFPSHE A9 RE FANH CDADZ Husglon], hue HAeld ABH HFE7A

thokst W92 uehgth A4 ol A% Y AA AlFEe] #sE doA C. difficile #o] HEAS &

C. difficile ¥ toxin A, BE AJ/dste] CDAD #A 9] ¥lo] =t} Hypertoxing AJ/dst= C. difficile v
og Qo FHE E AMgEC] F7I6H, o] AEE A A=of §EEoA] gol AEAES BeE &
e ok @A ARE & AN FAE Hole Ee Ao dis CDAD 9] 7HeAdS Asfiof sieh. @4

Al Tl & 2704d ol A
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wpgo] Rausglons A WY F4o] Basic

HAERE A 9 2Atg Bojste] d% T= Ao Qe ZAZERAO 23 FASEE T

(prodrug)oltt. 71£9] linezolide} -2 AFe] FAZH Alwt2] 50S ribosomal subunite} Zetste] Ao o
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AMAEZE Of AMATIL SHEIAL?
ESTABLISH-1 phase 3 study

ABSSSI E25 ti4F o & linezolidet A4l FAHIE 242 4

)

EE

rsﬂ

ATEA T, 2% UM, 34
AFAT7E DY ATk AFA L] FL 1A= 8271 BelA] AHPEL tedizolid= 331FAA 1€ 15] 6U3L,
H| W OFA| Q] linezolidE 3359 Al 19 28] 10¥€7F FoIx it

AL Ayt BRE BA FFEOJA tedizolid FoJio] linezolid Folol Hs] EAHAoR nHgdSst Aoz

Uebdth E3 tedizolid Fol

AqutH oz oz

R e |

rlo
ok

P yoFde H9 oW linezolid ol HH @A, FE

FAA Y] A Bul, S Zeel 957] ol A HFE AT A}l tedizolid= 3327 lAl 19 13] 6
A7 EAEQT v ARl linezolid= 334FollA 19 23] 1097 Bl &gl

ALt a7t A2 FARA] GA] tedizolid T2 linezolid Fojwtol HIS| FAHCR H|EGstH <t
Hotal Yepdo] 45 A o= eyt

wabA tedizolideE IFFAAT R A%t G4 AldA mF 9 g3z 7o Az Qo] dAHo=

483 okl e
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1

% of patients

Efficacy and safety of tedizolid vs linezolid for acute
bacterial skin and skin structure infections (ABSSSiIs)
Prokocimer P et al. JAMA 2013;309:559-69
= ESTABLISH-1: Multi-centre, phase lll, double-blind, non-inferiority RCT
(2010-2011): N=667 adults with ABSSSIs randomised to:

— Oral tedizolid phosphate: 200 mg 1x/day for 6 days

— Oral linezolid: 600 mg every 12h for 10 days
* Primary endpoint: Early clinical response 48-72h after treatment (Tx) start

(i.e. noincrease in lesion surface area from baseline and oral temperature <37.6°C,
confirmed by a 2" temperature measurement within 24h)

m Linezolid (N=335) = Tedizolid phosphate (N=332) . 54, :

A: 0.1%:;
| ST A: -2.6%: 95% Cl: -5.8%-4.9%
A0 ) 95% Cl: -9.6%-4.2% ===

80 ——

60 - 79.4

40

20

0 : :

Early clinical response Sustained clinical response Investigator-assessed clinical
(48-72h after Tx start) (day 11) treatment success (PTE)

A: treatment difference; PTE: post-therapy evaluation 1-2 weeks after end of Tx on day 11

Efficacy and safety of tedizolid vs linezolid for acute
bacterial skin and skin structure infections (ABSSSls)

Prokocimer P etal. JAMA 2013;309:559-69

« Investigator-related clinical treatment success at PTE for pts with MRSA:
Linezolid (N=90): 85.6% - tedizolid phosphate (N=88): 85.2%

Safety (% of pts) Linezolid (N=335) | Tedizolid phosphate (N=331)
=1 treatment-emergent AE (TEAE) 43.3% 40.8%

=1 serious TEAE 1.2% 1.5%

Death 0 0.3% (unrelated to study drug)
Discontinuation due to TEAE(s) 0.6% 0.6%

Most Nausea 13.4% 8.5%

commonly Headache 5.1% 6.3% Lower
reported Diarrhoea 5.4% 3.5%\Incidence of
TEAEs Vomiting 6.0% 2.7% ggg’;“‘es""a'
Abnormalt thrombocyt counts 4.9% 2.3%

Low haemoglobin concentration 0.3% 0

1<75% lower limit of normal and <75% of a pt's abnormally low baseline count; these abnormalities resoived
without medical intervention; 50% of pts with abnormally low platelet counts also had hepatitis C virus

In pts with ABSSSIs, 6-day Tx with tedizolid seems to be non-inferior to

ESTABLI

10-day Tx with linezolid for both early + sustained clinical responses

SH-2 phase 3 study

ABSSSI 8215 thA o2 tedizolid®} linezolidE 214 wW|WslR 1, 729, 25 &71H, 34 H|E95 A4

77t 5870

71l A oF 1578h3t AP et 66678 0] 22k (tedizolid 332, linezolid 334)5 tHd o2 Al&FotE
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CRITICISM O] FDA 52 =U M oSN, AHAER

o npzet7] APE A= tedizolid 283(85%) 2} linezolid 276(83%) 0] Tt

Aol HAg-L 3279 = tedizolid 52 (16%), linezolid 678 (20%) 2 2 tedizolid7} AtlH o= Aot
Treatment—emergent adverse events(TEAEs)ol 2Jgt A T tedizolid 1% (K1%)°] AL linezolid= 49
(1%)°] ATt

ABSSSI SHAHE tiAte g AHAER FAA 2 ALA 19 200mg 18] 6U7F Folat FAA @ A2A
FolZg vt Ao HE5T o ZRlEjo] A 2 AL|oA /-85t

A AT 4 e Ao moigch

=

-

linezolid 1¥ 600mg 23] 1047t

AMAEZ0| HHL 291017}7

Linezolide} ®luste] Aat2-g-2 st 2 m7|7to] SFEAT A, F2d248 B MAO effect7}

43 Eoyro] 43 aelo] & o Zahuglck

=

Attribute
. No significant impact
Impact on Hematological Myelosupprssion at 21 days of therapy
observed after 14 days ; 4.34
Parameters (potential for long-term
of treatment
use)
Activity Against CFR
Linezolid-Resistant Strains No Yes 4.26
Treatment Duration 10-14 days 6 days 4.17
Antimicrobial Activity Bacteriostatic Bactericidal 4.12
Dosing Frequency Twice daily Once daily 4.04
Dose per day (grams) 1,200 mg 200 mg 3.88
Ratings: 1= not at all adventageous, 2 = nol very advantageous. 3 = nautral
4 = somewhat advantageous, 5 = extremely advantagecus
*AMR - Hosa-n;lTn‘sgN Sc\cs U-S i)au. Mgusl}aﬂ 10

Key Attributes Viewed As Advantageous(ZX{: Trius therapeutics)

FBANY IFSFFMRSAE HZEste] VRSA, VRE 5)2 e 2 AAgoA oAq7t] a5
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NEW DRUG
O] FDA 52 =M% FHEY

M, AHAER

CRITICISM ol
Age R g2w Sy Hd A7t wid FFoka glo] old wEt BHash A AHES Eoln
Amaitg gol7] A FAA Hdol Zage] hF= gich
AHAERE 2 %0] 2AERUE AFe] FAAQ linezolido] o]o] F WA FAlojtt, JAFAT At
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ct.
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<0 linezolid W/g Alwtell daixe P& Uehd 4 ek sk @4 linezolidel] Hls] §a+F E+
2gFo] AFHe|nR, olo] tigh AT AL APElo] AR} o WA SoiEo] AHGEZ Z|igich
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