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1. READER

EEXEREFOBRE. £ EFEERABEEDLS>LGRHAKRSNEFT
ELEEROMDPABIZFIZO I T HERICHY. MBEOHEML
BRI HIHEERELZN, LALAGNL, WEEAMEGRBEEINIAF
TZELHVEFMMHERE (AMR) BREELHZCHFEZL TLVS, 2050 FIC
. HRICEITSHAMR BREFEICLDHETIE 1000 BAELZY  AAIC
FAOARTZLASLEDHMEEZELLAREINATEY ., HHEKLANILTORE
ﬁ%%f&é&éth6“o:@&5@%%%%H~I%7ﬁﬁﬁ
fisiE (GTHIvbh) FITEWTH, AMRAEERNFEYID—D &
LTEHRYLEIFonTLS,

GTHIwhMIBEWVWTIH., 205 FHAKEDIILYIDKREIZTEVWTERE
BEOAELT ., BE - BEHL EHLE DT One Health Approach A2
BEh, FEREE - D9 F 0EOHE~OEBREEICERSINL T
5, 207D GTFREEEREICEVWTHLHEEFRAOHEICMA ., #F
HhEFEFOMXRENERIA TS,

AFMIZEWTH, BEMICEREGLIREENKBREEREN

BEIh., 2016 FIC, EFIMHE (AMR) X793 > T3 /h\ﬁﬁé
NTWd, COXETHEH. FRNEEOHRRERENEDLDALTEY. C
NEZITT MATHZEAEESREEKFRLEHRE (PMDA) A,
Food and Drug Administration (FDA) ifi I8 IZ European Medicines
Agency (EMA) ¢ B ERRICEBLOBEELE SNWIBKRABRREZXRAM
TAREEREZEOEENDREIATNSG?, COHRIZEWVWT. BN
FFARABREREBELIMANIVWEEZTOAREBEICAVWSIHHAMBEOHRICIEL T
ERRT A4 Y b JURINTUVRIZDVWTEL DIEEREZBRRT S
CERHEIELVWEDRELNHY . MEZTOERVPEDONTLNEID
EBRHnd,

AKEMBETEH. LEOBHICEETEOEIRLL, AFPYUMKERE
TREOBKE (MRSA) DK SICHIEEDEFMEMAH Y . LLEBERKAER
MEREUTEELGREETEHG LS, RENEH TLBRE ﬁﬁ%k&éﬁw
RN EHELT AMR BREEFEDEEZENETIMBEOHREIZOL
TR Z1To=,.
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2. FARKRE

AATIE AMR BREEICEAL T, MAREXRZIILDHET HRESE
FlEAEMLTNSIEEHY . K. AMRBREFEDREHBIKILIE
BICHENTHDS, TOEOH. BREABKRZEBELTH. RED LS X
gzl DEFEE X, FEFBIC @%ﬁ%*@&)é#ﬁiﬂ(:ﬁ)éo NI WAR /N
MOHB, AMR BREEICH T 2AEABOERIE. EEEBEICET5E2KIC
LEERAHY ZBCOEEHBETIIEZER 2N T S5 LN H.AMR
BREENEBEBRINGEWVWEBLLENALTHEET I ENEETH D,
SHIIRRZETDLOLEEREERETEH., AMICHMZEZEL
T52 e, FEEFAICEOVTRBEEEREONBEELAHY. b
NDERZHMELEZABROERENRO N D,

HEOBAETIH, EKBERABE L TENHEHABRZERERELARE
FMB/BLTWE, LALEMND, AMR BRZEZXE LT HIHEEICTIE.
%%yﬂﬁ\ﬂﬂbhfb\é%d)fiml FYUERMBHZEINHELWVEELHFET
5 M, EBREK R ER A Pharmacokinetics/Pharmacodynamics
(PK/IPD) T—4 . MAEBERRBRIZLYFRI ST —2ZHET S
NI N EBRBBNAN YT —COERENBESINTWVSEY, Fl-. ik
EFETAREBMICEL>TIINRBEENENS EMS, BEODEDRRAET
LWEHBRNBEETCREIT L EREIRESIATWNEY, ChioEzBER.
2016 F D€ - HABFICEHAI ZIEREE (G20) ITEVWTHEDIHID
FEIPRERESIN., A2 0T 725252 ETHRHRICEITSIERD
BEERASELTWVWEY, £, HXEEBIMILEERTERET
Product Life Cycle Z®B LERHRINEIFRALGFELEBZTZAONA TS

6)

o

COEOIBRRZEHBFA. ARKETOLEGERMEICOVNT, UT
B Y RE E 1T oI,

21 ERARGRORBELEERICCT LIRS

HAREEEES (WHO ; World Health Organization) O &R E &
b\Z\%&rﬁi'JZ FT. RLBEEDOS L [Critical (EX)l @

SDEIZEFOLNTVARALNRZALGHEEMED T % F/NY
’5‘ — = /N ¥ = (CRAB ; Carbapenem-resistant Acinetobacter
baumannii) . ¥ B &E (CRPA; Carbapenem-resistant Pseudomonas
aeruginosa) . Ba Wl & & ( CRE ; Carbapenem-resistant
Enterobacteriaceae) [T XN S5 EF MM E (Antimicrobial
resistant bacteria ; L F. AMR) D7 B E© AMR BREEDH 4
RIZDOWTIE. EERTES2ENHDI2ELDD. L\T#’LODEH s
THLYZTDHRLEFHETHAZ ELNZ LY, LEAS>T. AMR BEIEIC
EVGEHEFEOBRKRARIZCOWTIEH, BKTIE., —HhiEE - —E0 &



115 RTEBRITHADTIILGL . BEREBIOLLEERLERARE L TER
116 TEILENH D,

117 AMR BREZXMRELE-ERLEREREZERT H-OICEF. X
118 REGDHDTELGRPEEORANMTFMT > FRA D FOFENHSE
119 ZEERTH—SEIRLENHIN . BUEEICEL DL —BRBEEEZT X
120 FELE-BRAROFIZEEBATEIA . RHUL/LDBOONLIBERLEH D,
121 AMR BRZEARABEORFEICEBLTIE. TR )—054TIYTH®
122 EMEFEAA D FORMABETHY (AHFDOELSICTHMT 52
123 ETRE LI,

124 AMR REZEEIX, — B LGRPEELLEETLIE. BEETENSH
125 MICEC L. .ABEDODRBFICEIY FEATRICEDZIGZEENZ N
126 EREHELNHDILOD . FHUFTFET Y FRA D FOFFMEHE
127 [CDOVWTIEEFOCREAKREZEZDIENAETH D,

128 BMAKTIE,. WELEBEELPR IO TGV LERE . m-EhTWL
129 HLWEE=—X (Unmet medical needs) O & WLWHIE RLMEICK T
130 PNMEERBOAAT AN UTICAEST LS ICHBEA T
131 ZMN. ARTE. TMEEOBRKFMAZICETSIAHNAS K> 14 UIC
132 DWNTI (R 29F 10 A 23 HEAEER 1023 E 3 SEAFH
133 FERXR-ATHLEREXRABTEEERREM) [T AMR BREICD
134 WTORBELA—BEIATLEILDOD. AMR BREFEICT+—HR%E
135 BMoEXEZEELELTHFELGLWEWLWS REENH D,

136 ® FDA : Antibacterial Therapies for Patients With an Unmet
137 Medical Need for the Treatment of Serious Bacterial Diseases
138 (August 2017)

139 ® FDA : Limited Population Pathway for Antibacterial and
140 Antifungal Drugs (DRAFT GUIDANCE, June 2018)

141 ® EMA : Guideline on the evaluation of medicinal products
142 indicated for the treatment of antibacterial agents, addendum
143 (October 2013)

144 ABICHEITHAMRBEREZXNRE LEFRNFRZORAREICDOL
145 Tk, RRDODAFEHA T RZESEBICLODDESD., RKEMGZBE
146 FTEVWSIAHAEL " ETHEHHAIN . EEORFEBETEBROED A
147 PHEISE - BCEEOEAFICEKBENAZTOONS-OD. FEDEFR
148 PRRIZHE L= AMRABEEREDEY AZRFLTUOKRBELND
149 ® o

150

151 F- . BREREBRZEATIHIGESICE. BRAETNAREYENSD
152 CEDBVESICRAIELTRARBAHBBD~DHKFEFRE BHKRD
153 ARAIVITRBRHERZEZER TSI ENEFELL, AMR BZEE%
154 HRELERBEDABRNAARBIZCEL I EEZBEL.UTOLES K
155 EREFEIVLVETH D,

156
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o ERARABRICEVWTAMTHRELE-BEEEFNHILEREDNDEE
TH--o-TH. ERERAEABREAOEBEEEFNBILIERTET TS
BEIE. XAAOHEHEBREFMBREZEIZCODWTIEIRRET 5,

® FDA R U EMA & PMDA MOfEI T.AMR BREFEABEEDRFE A &
RMI HEELHIC, ER AMR BREEARABREOREICELT
. 3 DORFEEHTERZIBMILILE. DEMTHARZE
ZEET S, AEICEERTRECHARETCORRNEELZE
L. BHREFEELAIBBATCEIEENELALITEZZHBLHLVE
SHERVREEICETAIIETUVRERESE S,

o METEIZAZENEOLNTINS AMR BREEARBERE(CDOIVNT,
tET—4 (B - EEEKR - PKIPD T —4 %) £5FAL. &3
TRELTIBERIETUVREZR/NMBICLT (ZE2£HFE MmO H
F) TRETHELRFT S,

22 EFRAARLGARBLEIFAREAEZDRR

ABEZIZTHERELTLNS AMR BEEEIX. ZOEHBEMNE S
NTHEY ., EBBERARICKIMAFEMERIATE#HTHD, BRIK
HEBIZTFARLTWS T2 ZHEIDILDELT. UTEREY
%,

DModelling & Simulation

ME, EELEAERBRICEVWTEYH L Pharmacokinetics
(PK) & ZE A%, Pharmacodynamics (PD) & DB 1% % PK/PD £
TILIZE>DTHRTSEITTHLS,. AIHLPTEH. EAFEXIL
[CIETHHEEERENSDEETONALEDEFRTETILERT ST
TJO—FHAEHRIN, HITXZHFDELTREELTETWLS,
CNIFERFARORERBE CEEMETILICEDCEHRZITWL.Z
DEEMLGEVYTHA LAY I aL—23Y (MCS) ZRWE
Modelling & Simulation (M&S) # X9 5 - & TERKRFAR DK
WHEEZHANT LI ENAGEELGY HAXBFOERERRTEICERS
nTwnd?,

M&S Z#HMALE7 70—FEXBERABRTHLALO/ELONT
T—A%RICEBETDI by TAHOT7TO—F L ELOEEE
MEEHR. in vitro BT — 250X LEM. MEBILEZMNLZER
FMRALCEBELLENGENIT IR MLy T 7T70—FICZK
AMEnN. . WThO7 70 —FLMPBEEPERKIY FRSA Y ME
FATHAEETHY . RXTEH. @7 70—FICEAT EHAF
A VIERMNERIELTLS,

EELHAEOIFTIFTHATOELRIZ M&S H 5 LI Model-
based drug development (MBDD) A EFH s, ETILEIT RS
FHELGODTWEH. EXEGHEOBRIIOAXIEI. ARERHICH T
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5FRAMEDORIFLEETIZFEBLTELSIETHD . ZDELSIC
EXLEARICETIIEZRY ANZFEEZ#.BKTIE MBDD
ELyvbhTuizhA, MMEEHBOERY £ & &= White Paper T
(X . Model-informed drug discovery and development (MID3) &
MR LEBMIICGY COFT RHEZREN-—EBEH.ZH > T MID3
CERYEHEIES. ORELEXEESRAXOERRE D MID3
DEHXHEQOMIDIBHEBICH T HIHERELE—EHDORALEDIZHD
HEQHEFMUBED MID3 BENA KA VERICET 2FHMN
FEHLNATLSY,

tmATEH. EXESHAROEEBIZCEVWT. EMERERDO AT
MEFHL BRABREROESFLEIRBRT YA VICEHT 51F
BEB/FHIDIC, EEBEFMEYEESR (Physiologically Based
Pharmacokinetics; PBPK) £ Z#EFR L M&SHAEHRTHY . /»
ROBHREFOHREEATELLAN TR TH D, MRS IZ&L 51
HICEWTIE.BMICIE L CHERTSIETILOERT S I L
—2avDMBEETTEREILIELEEIIC. HoN-HBRDIEEM
BT IOIVLENHDS ARERHERICOIAL—2aVOHERE
MATSABEICE. ETILOREICEBTISARERVETILEED
BREICEILSIFERZFLEZELT.HAZNAE@ALODORETE LD
ICHEBZ -EF-EFZO0H Ao BEINEETILEEREL -
VEalL—YarviHERORUMERBAITEILELNHDHY . ME&S FE
BoBFEIL, HELLTMES DFEEFMY AN EIZL S
Bh-EERAEARIA BE~ADFAZERLICEMLTET LD
EEXETHYO BHAENEELTVWSAMRBREEABREIZE VT,
CDOMS DERITHETH S,

@ PKIPDETIIZCKZR%E - AE#E ©

PKE ZFEWENRE % B k9 5 PharmacokineticsOBE TH Y . &
MORZE- AELERATOERMREHES (RIX., 2. KBH.
Htt) OBEBRERT, T2, PDERXENZZEZEHKRT 5
PharmacodynamicsQBETHY . EMOEAKRANTOBRELER
(BFSNLERRUVEIMER) OBREZRT . BREERICE T
H5PK/IPD &, PKEPDZHAETHLETHEEMITAHAIZ EIZEKY.,
MBREEEORE-AELRAOBERZEZRL. NBRLEEOED
OB AN, REGAE-HEZEEL. BELERR
FREEEKTEE-HDEZATHDY ,

NBRLEEEOHEROCHFLLEECEDRZBOLOHIZTHLNSIE
BERABRRERUVBERARICEVTIE. MBREEEOHBEICXNT S
BlERZHE/NML BRI RZHKRKIET H-HDEEHEEZHS
MITTBHEIENEETHD, FEBEBERARIZE WL TIE., FERIK
PK/PD HEETEMEME T HPK/IPD /85 A —4 (Cmax Ff=(&
Cpeak/MIC*t, AUC/MIC*2, T>MIC*3 %) #BLAICL., AE
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HWREBDIEDICHELPKIPD AT *A—4EZ#EHT B &,
PK &Mt EHIRMEIEEE (mutant prevention concentration
(MPC) ) LBEFZEMDL ., MHEEDOHIRIMGICEAHL S ERZFH
THIE.RUVEIMEARRICEADLDEIPKNT A—F2ZHLMIZL.
BEARBEORKRMENFRINDIPKNSA—20OHEZELT
BENEETHDS, CNbDFBERAROBEREBEFAT. B
KREBRIZCEWTHHEBMAEPK/IPD RO EREZHET A L IC
EFOT.MBREEROENIRELCREEDOHE RN KRDOD NI RE
THRZEZ-AEZ. JUBREMICRET S EATREELY ., B LY
T, FYBELGHEKRERZEHR TSI ENTES, — AT, 3
BRABROATCRIERAOFATE#ECHY TREFAEIBFR
FEEMOFMIABETH S,

EEICHEITHPK/IPDEMNIE., FDAK YIERE EBREK KR O BEE
(Exposure-Response(E-R) Relationships) i4 % > RV N AR
SN, FTNLUB. BEERFARICET22X MNEXRT 5ZHEBRK
HBROBRWERFL T BREBEZICEITHIREEATHICEAIT 51EHR
ZIRMETD-HOMESELTHFEIN MBREEEOEUE - T
EHDOABELTHEECROFRIZIEASIADOHZ?

THE. AHBUIREAR. SEXMBERR (BALF) . BER%EF
MBEUNDBEERZAVEEYEEBFERICOVTEH . RBRon-HwE
ENLODBERTHO-TH MHPEYEELHBRITEOBZENA
LBMIZTESEH. EELGRHRTHSY, LA ->T, MIERPE
EDORMEEEELT.BR. REOREMBUOEMEERMNEN, L
BB BZICERTETLIEEZEO . ARBLBERY Ao OBERDE
MEEINEZHERAKBRERTEICEYVAATESERLL,

thAT. XKEFDAZRBZEES(X. /M EHE (microdialysis)
NMBEEEOHBAHAICEHIT IMERAREO-DOBOMGA
ZMTHDIEREY LTHEY . AMRBREED & 5 %5 56 0 %
SEEODBEICIIARLZPK/PDERIEMY —ILERY 55,

¥1 S KM EE (Maximum concentration) £ E—% EE (Peak
concentration ) / & /N ¥ B B Lk B E ( Minimum Inhibitory
Concentration (MIC) )

X2 EE-ph# TET (Area under the time-concentration curve) /MIC
¥3 EERKEBD24 FRATOHEMEENMIC A TLLERED I

& (Time above MIC)

® Monte Carlo Simulation (MCS) ®EHR ©

FRRERERICH T HPK/IPDEFTE LY M & SIF. BRRKRFEBRD K
NERZETDEHICARTHD. EAMICEK. BEEEHICE T
ZBEHAEYMHE (PPK) NSA— 2 RUVEREORZMELM
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324

(MICR ) T—A2 ZHAWI=MCSIZC& Y., PKIPD/INS A —4 DA
— 7y MEICH T HHFAVEELZHEL. xBLRE-AE%
WET S, £-. BERBAERICE T HPK/IPDINS A —2 DA =45
FMEDHEFEICDWLTIE, PPKEH ENA XHEFE . PKIPDE —47 v
MMEDETE. 2NV FEEER (EEEREDEE) . TOMHDE
ZRF (BEXRAOERFVLERAORFE) . BA0EFEHEEEL
EFAEZRWVWAZENEARATH S,

HEMCSZEZERT AEICIE. BMIZHELTRIZS VA LICH
EEEEIaAaL—2arvEONUTORFHATRT LI ENE
F L LY,

e f£METI (Populationmodel) OEFEMBZEEFHZ S > ¥ LI
4

0 HESIIMYRAFThTWIEEEEZS VA LICEAE

® MIC #5 UFLICHKAE

@ FARBREREZERLELZNEORE - AERTE Y

NMNEMBEHICEVWTHLPK/PDZERLE-BRRAXELNEEFN D,
HMENRICHT IFAEDERICEHT 5.

® Hollow-Fiber Simulation etc.® F| FB

NEEORE - AEFHTETH-ODIEEK PK/PD HEBEET
JLE LT, KEOIM TIX Hollow-Fiber Infection Model (HFIM)
NIEAEFAINTEY. . FDAPEMARCOETILERBEERS
Y—ILELTEDERZBFRALTEY W, ABIZEVLWTHLZED
FRAMNHAFINS, PKIPD HEET I/ & L TIX. Chemostat
Model A EERWVOLNTE, COETILTIE., EEEBICHAR
BEEEL. hEXESEEHZEXR L TCEOERZHET 54,
BEAEEEMNGBREBMNICEND-O. 24 BREEOEYH TOR
HICBEBESNTWE, HFIMTIE, @K% ZFERD— U v
< (Hollow Fiber Cartridge : HFC) M HZ % 4 & Z R/ (Extra
Capillary Space : ECS) RIZ##EJ 4., BIX HFC D EWIR 7 &
BTEFT ECSHIZEEIND O, 2EBBMNS 1 »ARBEDOER
HERBRATEEEG>T WD, REBDIE. EAXAPKERBRYT 5 &
SICHEBEEEREEMADY ORI EFa—-—TROTEZAHL
TERBIZEREIND, ERBEET2Iy R TE#ELT
HFC SERIREBZERLTEY ., ECSRORIFERRA PK R
MLE-REBECERTISZLEIZHS, BEBEMNLLEEAMIC
ECS WoH T ixfTly, L DIFE. a8 =—HI Uk
ETHERHZ.EEEARIOT NI S 74 —TCHEEREZAE
T5. ZRZHOETLEMEREZHRET SEEEF.MICO IFE
E 2B LE-EXEMEZFEFRITIENZN., HE.MBERE
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357
358
359
360
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DAFIZELTE.ERZEMNSYH LT T LTT—2ZWM-T
WBIREFA DL AL,

HRELIDMBEDTMZSEWNTIE,. HFIMIZHEDEM. T
BL.MNEAXZHRALGREE - REEHTERIET. D
BIELTDPKIPD NS A—3F%FTHET D, RIZ. BLDOE
- BARICHLTHEEZKRSEL., AL HE NS PK/IPD
A=y MEEZFRET D . F-.MHEBEOHERZIMHE I 5 PK/PD
B—Fy NMEFRET D, chb 3 DODRTY TITKYEBREKIC
BI+TH5RAE- AErfEEIh b,

WD HFIM T+ BEHOEGLIMBEOHAZEO T 1-O0v
IN—FAVFETILOEYEEZS S a2 L—FFBETILIZH
2TW3, ZNEHKIE Blaser D/XICEH A TS 19, ZD
ETFILTIE 2-aVN— AV FETILOEYERZBERT 5
LIXETET ., BAIZCEOTIEPKIPDA—45 vy FEZBELE L L
FBRXFMLTCLE> BALNH LA, BKEFEL£T 1-a/1—+
AUMETILTRELTBY., AELXRELEZIOND,

ECSHH (FIZC.BmZETELLE) IZCIFNAA T4 ILLAEREEINB E
EZAODNEIN BRTENA AT TAINLBREEZRERE LI=@EF
FDAEW 1O BEIIINA T TAILVLEZERSETRFT S
FAEBETHAIN . NA A T4 IILLOBERIZEINREZICEES N, #
DEIRAENBEBELELEH>TWLS,

HFIM QOEEAE - FRAAEICEHAL TIHXEBEILENI A TV
KRIZHD . BATEINMBEORFEHNELELTHFIMAERSL
TWEHN . ZDEEMHZRIETSE-HICHZEILSINT- HFIM &
BETOIVLENDH D

® M&S ERAIRE T #E & R E

M&S DERIZ. B RFEAXOEDRA L., A X FEIFE. AR
HEOEMBFICEFELARTHAIN. TO— AT, BIERALHH
JREDNNTA—ADHETIEIHENDAT.BERABRORAICHE S D
DTIHEL. BERZT+HPERBLELETCOFRANEETH D, T 1=
AMR BREFEARABEEOHREICEITSA MAS DFERHICEWVWTIE,. TR
DERNRELL D,

o MMELZETCHEHBTHRELTILELDIZEMHENZEIL
T5Z &

o —MRMICAUNIFEEERFIEZERELGVWIEEZEELMNEL
TWAN FA—EBERNTDR NI ESELTILT HES.
BUONIEEENBVWERIIZEWT., IR EZ /Y ESH
FHEYEEXIIEEYRERENEILT S &
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398
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@ MEGSDNYT— 3 0%EH. AINERTELL. BRHA
BRERAIT AEDELTREICRITONSIOMNBEEIZT S
&

BIRD M&S DERIE. EHEDOFAIICIEEREEZ DA T
BN, REHIZTOVWTHEROEARBROEENEEZETHY | &
ERFTFEFAEDO—DELTEHATZERBEZFHLELTHET S
CEL—"ETHD, REICMES 2FEMI DICIEIZHLTMBOX
FILABETHY . LWL BZ3T77—TaA Y DERLA
BTHD B EEMHITMAIzU,

2.3Clinical Trial Network @ ;& FH

ODOAEDORKABRAEFICELTIX.TREH-1ZEFMWEER R A |
BRI P Rl OEfE. TEBRKME - ARFIMHIE 5 MEEE
20121 B EDBRICEY  EEPFICETLHRHARIRENEES
hT&Ef= 17, LHL., BEHEACEREEEHOMERARKIZOWNTIE
DT LIF-EEERZTOMOERRSE~AOEBRAICHE L DOLTL
LY,

FEERNIZCETAIREEY—RASUVRVATLELTIE, R
EREHMAE (NESID), EEFHERAREXNEKR Y —RAL TV
A (JANIS) BEEDO AMREERYY 727L 2RtV —, =Z2£ERE
HEERIZIBEY —RASUVRABYHBEDYH—RLMFSURAIVRATLY
BREVATLAEEL. BEERLEDORAE - EEBICHIELTH Y.,
BMARZEET7 ORI LA VDOBRMPHEE~OEM. EEHEETOE
BRZENDOHIGHEEDEFENEATE, JANIS OBREIZEIN(X
2015 EOEHGMEZEEMBAHRIENOEEHED 16.9% % 5 O.
200 KL ETIX 45%., 500 RLLETIE 77% D EE#E = H/N— L
TW3 192020 LA lL, ThoDY—RAM SRV RTLTIE.
BREERENOCHEFTTIZCAALSINEEL.BFEICTETT B
L2ETIEIABSMEBEZRANI DDA TLELTEESHA S HEAE
L ALy,

BHICBEZRIT S EMITBGEAERG A#E (JICA) PEILIE
BEEMEELAZ— (NCGM) BED T O—NILANILRBEEHOEE
BAOAPHBKBEEFTESCEEREEMIB AL T OS5 L (SATREPS)
DESHEBARAEETECSVTELRLEEFITEFETHY .
AMR BRZENSHEDERBELTEEHIA TS, BATIIESH
DNLGECEICEBNTRETDOIREETH-TEHL. B —NILE. B
BFEOEERILE. BREEICHEN, BERNICHEZREENRAL. &)
WARAEBENG WD AMR BREEVOHERLEELETIE. BERTTZ Y k
TLAVEZXRTERBITIEICELET B 22,

FEEMEERREETCEIARICRRPETTLIEENZCARE
OBICITARGTEFERIDLETH D, 6. BEEDORKERMD
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Y EI—VICBETAEMEIFERRLGLEDOLAEEDHLIFHNLH
[CXEINDILETHENEESINDIZEZHMEBELTLNS 2930

ERARABOHERVT YA VICHAT A2 —REINICEAT S H
1342 (ICHEL7) OXREZRAELECHEETHERFEHE
BERAEMLTEY  EAFAETIREELSHFTCOBN O L ZL
(FDoD&H % 313233  AMR IZxt 9 5 E A4S O R ZEH D A 5RO B
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FTYLRT—DRBEFECARFBHMNRD 5 B 34 35 36

11



477

478
479
480
481
482
483
484
485
486
487
488
489
490
491
492
493
494
495
496
497
498
499
500
501
502
503
504
505
506
507
508
509
510
511
512
513
514
515
516
517

AL FEOERZECHAE R

AMR BRREDHEEDZLFXHEHNTHY . BELAD AMR BRI
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ICERATEELEEIIC.FART AT —AOMBIZCOVTHHTINLE
NHbd, AMR BREEDEF IR oN D=8, EETEMEZEE
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XREMH
Master
protocol &
EREM At least 75 percent of patients in trials have | For IV: A minimum PORT score of lll and | #8E# L
HEEHE Pneumonia Patient Outcomes Research | at least 25% (and preferably ~50%)
Team (PORT) scores of Il or higher should have a score of V-V
For Oral: PORT scores of Il or Il at the
time of randomization and at least 50%
should have a score of lIl.
HBODESE/ |  Atleast 75 percent of patients in trials have |  Sufficient data should be collected and | » iR EfEEIESR (PSI) KU PORT
MREH Pneumonia Patient Outcomes Research recorded before enrolment to assign a7

Team (PORT) scores of Il or higher

* For trials in which most patients would be
treated as outpatients, sponsors should
discuss the trial population and its level of
baseline severity with the FDA in advance
of a phase 3 trial (e.g., whether the trial
may enroll patients with PORT scores of Il
or higher).

patients within the PORT classification
system for the purposes of stratification.
When treatment is to be initiated by the
intravenous route eligible patients
should have a minimum PORT score of
Il and at least 25% (and preferably
~50%) should have a score of IV-V. It
may be appropriate to exclude patients
with a score of V who require immediate
ICU admission. In studies that involve
only treatment by the oral route patients
should have PORT scores of Il or Il at
the time of randomization and at least
50% should have a score of Ill.

Protocols may also capture sufficient
data to determine CURB-65 scores (i.e.
a scoring system based on confusion,
urea, respiratory rate and blood

iR EAEEES (PSI) 8 & U PORT
a7 VE, MR EEECERTE
DEREZRETH-OICHERYE
1B TH D, PORT RAT7IE, £
FRETRIRBREZTRTIELEDOTH
5= WKROEEESFELERL
BWESFET D,
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pressure) as part of the documentation
of the baseline condition of patients.

BIRE®E
Master
protocol 3
SR Symptoms and Signs Onset BRERAEIK - AT R
HBEEIF Difficulty breathing, Cough, Production of | Cough, purulent sputum, fever, dyspnea, | =Bk, BB, BEITZ LOEEFRER, I
purulent sputum, Chest pain, Fever, | tachypnea, pleuric  chest  pain, | BEEE., SEIFERK, 3,
Hypotension, Tachypnea, Clinical evidence | percussion and/or auscultation
of pulmonary consolidation associated with consolidation.
Hypoxemia, An elevated total WBC count or RESRIMAE, HMEKIZIMN, BMEKFLD
leukopenia
Chest Radiograph Findings All patients must have a good quality | HEHHRFROESE
New infiltrates in a lobar or multilobar chest radiograph obtained within 48 hours | FEREA%E 48 BRI LINIC RS S LT [aED
prior to enrolment that shows new | X#&FEIL CTEE L. AMICHEBE L
infiltrates in a lobar or multilobar | B 5 M7i22MEE
distribution.
BIRE®E * At least Two symptoms « Patients should demonstrate a protocol- | « BAR{LZEEFZEIRTI B L@ (5

»  Difficulty breathing
»  Cough
»  Production of purulent sputum
»  Chest pain
* At Least Two Vital Sign Abnormalities
»  Fever
»  Hypotension
»  Tachycardia

defined minimum number (e.g. at least
3-4) of new onset cough, purulent
sputum, fever, dyspnea, tachypnoea
and pleuritic chest pain as well as at
least one characteristic finding on
percussion and/or auscultation

associated with consolidation.

=) 1 DEFHERRAELEL S VI
B AE B EHIE DR (THER
o fM R FEAERT 2 BE LR AREL R
BERBAMENGZ VEE CTRMEIC
RIELIZED
LT OERRKRER - TROFM SHHEE
DHEBOERT HERRARDEHEIC
LT, BE. @YULEEGUICIER
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»  Tachypnea
* At Least One Finding of Other Clinical Sign
and Lab. Abnormalities
»  Hypoxemia
» Clinical evidence of pulmonary
consolidation
» An elevated total WBC count or
leukopenia

* Chest Radiograph Findings
» New infiltrates in a lobar or
multilobar

* Microbiologic Criteria
» Appropriate  sputum  specimen:
fewer than 10 squamous epithelial
cells and more  than 25
polymorphonuclear cells per low
power field

e Consideration should be given to
stratification of enrolment according to
age < 65 years and = 65 years and no
upper age limit should be set.

All patients must have a good quality
chest radiograph obtained within 48 hours
prior to enrolment that shows new
infiltrates in a lobar or multilobar
distribution.

BEH-TEE
- B0
CBER. BROBREEOEL
IR LOEREFMR (BHESE. 7T
FTOAEE. FREOFEBLLE)
- IFIRES, BFROS S, LNFAD
—DOHBZNIETHEIL
- HEL . 37°CRLE (RREETAD

B M Bk ¥ n (B Mm Bk
>10,000/mm3 ) $H AL, BBk
>15%. 5 UWLMEEmEkEd (B
<4,500/mm?3 )
: CRP &%
- (EEARMAE

o MATIRFROEHE

SRERBALE 48 BRI LINICIRES S 1= Ep
XIELIZCTEZR L, BEICHELE
Ao ERBEELERDD, 1ZL. &
BHORBRERSHBE COMICTRE
FREMZ L T AR REERN L
W BEET S,
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BrovE#E >

Master

protocol &

BrovEEE Patients with known bronchial obstruction | * cystic fibrosis E R IR AE

HIFEEE or a history of post-obstructive
pneumonia this criterion does not [EXFAEOHLIEE. HDHLIIFHAE
exclude patients who have chronic ERfXDBEED % 5 EHF, COPD DE
obstructive pulmonary disease) FIEBRS LAY,
Patients with primary or metastatic lung FEHREMDPADEE. HDULITEMHEE
cancer EOIMEFEERHLEE
Patients with cystic fibrosis, known or Za—FVRFRMK (FRLMEILE
suspected Pneumocystis jiroveci ) . EHMEMER (BUEILED)D
pneumonia, or known or suspected BE
active tuberculosis

prohEEHE »  Exclusion criteria should include the | Patients suspected of having pneumonia | » ttDBEETHHE SN 5 — B LK

>
>

following:
Aspiration pneumonia
Hospital-acquired bacterial
pneumonia or ventilator-associated
bacterial pneumonia
Patients with known bronchial
obstruction or a history of post-
obstructive pneumonia (this criterion
does not exclude patients who have
chronic  obstructive
disease)

Patients with primary or metastatic

pulmonary

lung cancer

that is secondary to aspiration or a
specific obstruction (e.g. malignancy and
inhaled foreign body) and those with
cystic fibrosis should not be enrolled.

HNEFEICMAT, UTOREZHT
BEERNT D,
OREXFAENHHBE. HDHUIE

EMMEDEREDH S EEH, COPD

DBEIFEFRN LGN,
QEFEMEMMSADEE. 5 LILEH

BEDMEBERH5EE
QERAIMEARMIE. AIDS, =2 —FP R
FREEX (BOHILEL) | BB
& EWELET)DEE
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Patients with cystic fibrosis, known
or suspected Pneumocystis jiroveci
pneumonia, or known or suspected
active tuberculosis
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BALERERES RTI BKRFMEE (F=
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4 B A CGAEBRBE % Dayl & Liz& FIZ))
Master - On-therapy visit (Day3-5)
protocol 3 End of therapy visit (EOT)  (EOT visit /ZD()T/# FDA & @0 8E)
- Test of cure visit (TOC) (5-10 Days after completion of treatment)
STl B A On-therapy visit(Day3-Day5) on-therapy % E5RAth 3 B (Day3)
HEEE After therapy visit (5 to 10 days after end of therapy (EOT) 5 TH End of Treatment
completion of treatment) Test of cure visit(TOC) (5-10 days afterthe | (#E5#TH~7 B#&)
Day 28 for assessment of all-cause last day of treatment) BEFIER  Testof Cure
mortality follow-up visit (e.g. at least 1-2 weeks after | (RE5#T 7~10 BH#)
TOC)
5 HR/EEE | - On-therapy visits - on-therapy o 1R 5 HAR « S5 HIM
B HR /BRI Investigators should document - end of therapy (EOT) -REAEOHEICECTRETASE -REEOHEICRECTRETASE
DEHA findings from on-therapy clinical trial - test of cure (TOC) - —RRRIICIE 7~14 BRE

visits. Patients should be evaluated for
the symptoms of chest pain, frequency
or severity of cough, amount of
productive sputum, and difficulty
breathing at day 3 to day 5. Patients
also should be evaluated at the end of
therapy.

- After therapy visit
At this visit at 5 to 10 days after
completion of treatment, sponsors
should capture physical examination
findings, assessments of symptoms,
assessments of signs, assessments
and resolution of adverse effects, if

- follow-up visit (e.g. at least 1-2 weeks
after TOC)

Clinical outcome (based on pre-defined
resolution of signs and symptoms)
documented at a test of cure (TOC) visit
timed from randomization so that it occurs
within a window of approximately 5-10
days after the last day of treatment would

be an acceptable primary endpoint.

CEERETEICAWS CENTES
BRI OWTIE, BHT 5H
BEOHBIZHVIRET 5,

STl Ber A

BB AERRERT —42 &
DEEHEEBEL., HERT 7~
10 HEZDBREHIFE (Testof cure :
TOC) ZXEFFHEEER (primary
endpoint) &9 %,

- % 5Bk 3 B (Day3) :
BEOBEOAIBTEZRET .8
HERDRZHET 5EHSICE
56 3 BEOERK - HIZR UV
EEFR -BRRBREESORESL

—RICIE 7 B REERAA SN,
REESEMERLDOHD L H
EINDGEEIIRE 14 BHE

BEEREHEICAWNS Z LD TE SR/
BIZDWTIE. AET SMEEDHFH
IZHLVVRET B,

ST B A

-FEFEOHERBG., EEG
EOT(End of Treatment) T#& o f=H%.
FDA H4 &R (2012 £ 4BF) (24
LY TOC (Test of cure) & L. fEkED
EOT $% 4 L\ME TOC M9 1~2 B
DOEMRABETELZEEINBEOHER
12 CTEHRET 5,

- INFETCHLWLATELHRE 3 A%
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BAR{E2EEPEE RTI BRES(MZE (B=
hiR)
( January 2012 )

any, and appropriate laboratory tests.
Patients should be evaluated at day 28
for assessment of all-cause mortality.

FHEY %o

- % 5#TH End of Treatment
(HBEE5#TEH~7B%) :
BEERTRHROBDE. 2% %
T 5, HEHEHBLNIEAE
B RECK>THEDHHLURN
THRETRTTAEICH. CORF
HICEET 2ERZHET 5,

- AFEHIER  Test of Cure
(\BE5#£T 7~10 A) :
BE. MXTIERERT 7~10
B&ICFHEZ/TS5. COREEE
BFHERE T 5,

FTf (REAZESNETME) "EE T oL L L
Tz

-ERERLARDIZS EBARERNDAE
Y BERRABRDIZE(C7 T, 5
BFHA & FTmE2E % 5XE

- REREERE% 42~72 B5[

- SRERR THE (EOT : End of Treatment)

- SBEHIER (TOC : Test of Cure)
(HABREKRS#RTH5~108)
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FEFEMIER | Clinical outcome (based on pre-defined resolution of signs and symptoms) documented at a test of cure (TOC) visit
Master (EBSHHRERIZ DLV TFDA & DIFEI B E)
protocol 2
TEEEE Clinical outcome (based on pre-defined ¢Q§‘f5;4;~1);); 11;;0%)%032521
. . ERFOEIR - TR D 3 B
H@EEE resolution of signs and sym‘pFoms) B, RBREEAROERS S L
documented at a test of cure (TOC) visit CIzHE
FEFMIEE | - The primary efficacy endpoint of | Clinical outcome (based on pre-defined | « JABHIERDESESEM (Test of | » AFHIE (TOC) (FELH)

defined as
improvement at day 3 to day 5in 2 at
least two of the following symptoms:

clinical success is

chest pain, frequency or severity of
cough, amount of productive sputum,
and difficulty breathing. Symptoms
should be evaluated on a four-point
(absent,
severe) with improvement defined as

scale mild, moderate,
at least a one-point improvement from
baseline to the assessment at day 3 to
day 5

An endpoint of all-cause mortality at
28 days after enrollment may be used
as a primary efficacy endpoint in
CABP clinical trials in certain patient
populations.

However, sponsors

considering the use of all-cause
mortality as the primary efficacy
endpoint should discuss the trial

design with the FDA.

resolution of signs and symptoms)
documented at a test of cure (TOC) visit
timed from randomization so that it occurs
within a window of approximately 5-10 days
after the last day of treatment would be an
acceptable primary endpoint.

At the TOC visit the clinical outcome should
failure  or

be categorized as cure,

indeterminate. Cure should usually be
defined as complete resolution of clinical
signs and symptoms. Alternative definitions
of cure may be considered appropriate in
some types of infections. For example,
return to baseline status and no requirement
for further antibacterial therapy (e.g. when
treating acute infections of chronic leg
ulcers). The protocol should specify the
criteria that should be met in order for a
patient to fall into one of these outcome
categories.

cure) :

BE. 85T 7~10 BEOAEH
ERFOEIR -FTROHR. BH - BR
DEE, RBEREELIROBELG L
1 LI, BREZEREFER IRTIEG
PREFAEE (E=hR) | DERIRZNRHIE
HEECENL THET S,

O)=t:1¢
EOT KIZ, fEK - FT R - EREGRAVH
KHLHZWEHEL, TODR, BE-B
WM, RBOMBEAE (LT,
BRREELRT) NFETH-EE
QBEET -
fEK - TR - BEEGHSFEH DT
BlL-5ET, BEREEEZLELL
=5&
QHIFEAEE
TRHROEEDOWTIMNIZERLET DIHEE
a. AEFHERICERENZWNGE, E
K- MROBHAXRIML TLBIEE
b. KR, BIERFE =X CRP DOED
REA, FERBUSNCHELERLH
Ry A=)
c. iEER-FTRDERH B L EHEFER
Hontf-H, REHIERE TITHRE
BLAMIH L THREE (£81K%5) &
BEEN-5HE
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BIREFEE

Improvement at day 3 to day 5 in at
least two of the following symptoms
with no worsening in any of these
symptoms of CABP compared to
baseline: chest pain, frequency or
severity of cough, amount of
productive sputum, and difficulty
breathing; and improvement in vital
signs (i.e., body temperature, blood
pressure, heart rate, respiratory rate).
Clinical outcome at the end of therapy
Clinical outcome at a fixed time point
after therapy completion. Patients with
resolution of symptoms and signs
attributable to CABP at 5 to 10 days
following completion of treatment and
who did not receive nontrial
antibacterial drugs for treatment of
CABP  should be considered
successes on this secondary endpoint
Changes in white blood cell counts
from baseline to day 3 to day 5
Changes in oxygenation from
baseline to day 3 to day 5

« 5 31h 3 B (Day3) :

‘ERREINS 3 ARFETORK
fEIR. KR, CRP. KX UHAR X #2
25 (MREGDH) OHEBZEL &
2. BRIEPEEFS TRTIRKET
fifii% (35 =hR) | DERPR3H R I E £
[CEHMLTHES %,

o 54 TH (Endoftreatment) (&5

#®TH~3H%):
BE5RABMANSERSRTE (dhikb
i) FTOMEK - TR, RIEFTR.
MBI (FREFDH) DHFZE
3 &IT, BRILEZEEZZER IRTIER
PREFESE (BEZAR) | DERER N R HIE
HEICHEINLTHET 5,

s MEMFHHR

AEFBAIANOBRERTHELU
BRHEBICETI2ERENHEE
&Y. B 15 TEMZETEED
f2hDHA TR ITHEH L THE
MERNREFHET 5,
BFLL—EEULOEHEZEL -
TRABLERT S LIEEYT
Fh0, AAERE. BEORES &
VEERBAZN S L EREORE
[CHEBELGEBREED. BEIZHIER
T5,

s WEMFHHR

- MEMZENLERAL S RI-AHED
i, RAEIE L TREEBRERT
B - SARHIERICH (T 50 RS ER
RIZESDCKEREDEED S HIH
3%

- WEMZHHROFIEREEL LTE
AIREZEBZHRETILELD
%,

CHEESNDREAEC EITAERE TR
(EQOT) &L WAEHIER (TOC).
WEITIE C TEHETlER (LTFU
long-term follow up) (Z$IEF %,

- EMFET OB AL SHMEMEHHE
DHIFEIF. THK THEEHEKL T
). TEEFRI BLU MHIETEE
THHBTHEMNEFELL,

FHERE L ICLHMEMFENHREH
ETHN. COHE. ERERED
EEL. REICHLT TEXRIE]
B TEHERE] GLEOHEZR
AT%E5,




ERERERER T A FS 4 L DOHER KR U Master Protocol (CABP) ()

A 1

FDA Guidance
(January 2014 )

EMA Guideline
(Addendum ; Oct.2013)

MEROBRKE S EICET 501 F
ok
(Fik 4 FRORERREAE)

BAREEPE RTI BEREME (B
ZhR)
( January 2012 )

Comparative
study QWHE
3

Noninferiority trials are interpretable and
acceptable to support approval of a drug
for an indication for the treatment of CABP.
A showing of superiority to an effective
control is also readily interpretable and
would be acceptable.

Comparator

* In general, the active comparator should
be considered standard of care for this
indication. When evaluating the current
standard of care, we consider
recommendations by authoritative
scientific bodies based on clinical
evidence and other reliable information
that reflects current clinical practice.

> EMA Guideline on the evaluation of

medicinal  products indicated for
treatment of bacterial infections.
(15December 2011)IZEBEish, KEE

IZE&EHINf-EDIEFEL,

KIMEERRKRETET A K54 > #BE
ICEHEHSh, KEBICEH I
DIFZE Lo

XRTl FREHEOEMHEERARDIE
IZUTORENDH S
- (EMABEERRRER TIX) TET DBEISE

DILRRMGEBEARE LI=BF
NEELOLEHRBRE. ETOMOTR
BRI T W R & LT IEX BREAERAT
Hhd, —MRIZ. HLEEER TP it
REARICEHRRERAEZAVTHEY)
TRBELDESMESD L TBBEE
RIET B ENRDOLEND,

EEAL

10
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LT —D
v

Master
protocol ¥

FESMUR—DUDREIFX. HAEBRFBATICEFAR/ICHEBT S

Selection of non-inferiority margin should be discussed with the regulatory authorities.

FEHET—T | HESIh TS, BREINTLS, ERE L TLVELY ERE L TLVELWL

b 12.5% 10%

HIBEIF

JELE~<Y— |« In general, the selection of a | * The suggested non-inferiority marginfor | « FELHT—C VI DNWTIKRH (T L | « RERORHEBITDOFEXIZOLTIEL, =

-~

~

noninferiority margin (M2) of 12.5
percent is reasonable for CABP
clinical trials using a clinical recovery
endpoint at day 3 to day 5. In certain
circumstances (e.g., a

spectrum drug for a limited population

narrow

with unmet medical need), it may be
reasonable to consider a
noninferiority margin greater than
12.5

discuss with the FDA a clinically

percent. Sponsors should
appropriate noninferiority margin in

advance of trial initiation.

each study is -10%.

Lo V4 LELLEEGERICLITDREE
HY,

S5 VA LM EERER -

- —fRICIE, Tihflis E R RICERRHE
ZR% - AEFAVT. BY4XEE
EDELHD L IXBHEZRITT S
ZENKRDHOEND,

- XR LG DHFRBERENIEER s
DHEEDRFHREBFENERY (.
METEMIZELHED L TBHEER
HELIEDEGHEHRET D LENBE
ThdMN, P ed LE 10046 L
DFHBEEFENET L ENBETH
%,

ERFAIRRTICIRET D 2 &, HEBRD BMN
BEHERICENHDE LIZBEIZE £
DEFRETEHL-O0+HLEREHE
FTHIL,

. A general framework is provided for

sponsors to begin to discuss
sample size considerations with the
FDA during protocol development.
In this
calculation,
patients per group is estimated

based on the

illustrative sample size
approximately 225

following

RIELEEGI SIS EHERBRETEN S &
LTUTDESY ET 5,
- MRz 30
(EGHEREICE>T, Y133~
ffi 105l VS5IOT7Hi% 5 HES
OH. EREOREICIXEEUSOMm
BERARE., RRARRERE. EEF
ZHEEAET B)

s FICHERZ L
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A 1

FDA Guidance
(January 2014 )

EMA Guideline

(Addendum ; Oct.2013)

MEEBERIEL A FS51 >
(BliFm4 RTIOHALHFUR)

{efFEE RTI EREREHMEE (B2R)
( January 2012 )

assumptions: (1) a rate of clinical
success for the active-controlled
therapy of 80 percent; (2) two-sided
type | error (a) of 0.05; (3) type Il
error (B) of 0.10 (power 0.90); (4) a
noninferiority margin  of 125
percent; and (5) an ITT analysis
population.
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WREM . The proportion of patients with infections originating in the appendix should not exceed approximately 50 percent in a clAl trial.
Master protocol (REXHEORLFEEEFEDHANIIEAD 50%FEBZ40N,)
E 3
£ Intra-abdominal abscess Suitable diagnoses include (but are not limited to) | BERERES
FBEER Peritonitis perforations of the gall bladder, a diverticulum or the | BEIEX (BBAREMEREBICLIBELZEDHTEHEL
Cholecystitis with perforation or abscess appendix, established peritonitis secondary to trauma | L\)
and abscesses associated with any of these | if - [RERE (BEX, BEX. FiES)
conditions.
The proportion of patients who have clAl caused by | It is recommended that the proportion of patients with
appendicitis with perforation or periappendiceal | infections originating in the appendix should not
abscess should not exceed approximately 50 percent | exceed approximately 30%
in a clAl trial
EBRBDES/M% | BACKGROUND &Y Patient selection criteria & Y FHREREEK. 7 FOBRERE. BERERE. KBHE.
- 35il - Different bacterial pathogens are responsible for Patients should have a diagnosis of IAl YULIVISRE. ToT7anya—R. REHA.

iR S -1
AE

clAls, including gram-negative aerobic bacteria,
gram-positive bacteria, and anaerobic bacteria,
and there are also mixed infections.
Uncomplicated intra-abdominal infections and
complicated intra-abdominal infections may be
difficult to distinguish, but in general clAls extend
beyond local viscera into peritoneal or
retroperitoneal spaces and are associated with
systemic signs and symptoms of illness.

established during procedures such as
laparotomy, laparoscopy or percutaneous
drainage

Suitable diagnoses include (but are not limited
to) perforations of the gall bladder, a diverticulum
or the appendix, established peritonitis
secondary to trauma and abscesses associated
with any of these conditions.

RTIFMAMLTPaVAREB. AN TFOA4TRE
EThd, URNBEOEEICHELT, ®RET

PEEEED D,

LEEBICLDEHESND

- [EEX (BRARESHRECLIEELE
EHTHELY

- EENRES

- B - REERRE (BEX. BEX. FRS)
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KEDER/HR
&H

B B (-G
HE )

Drug Development Population & Y

Intra-abdominal abscess: one or more abscesses
surrounding diseased or perforated viscera often
characterized by nonspecific abdominal pain
Perforation of intestine: an acute perforation of the
intestine associated with diffuse infection of the
peritoneum, often characterized by nonspecific
abdominal pain

Peritonitis: a diffuse infection of the peritoneum, often
characterized by nonspecific abdominal pain
Appendicitis with perforation or periappendiceal
abscess:
characterized by colicky abdominal
localized to the right lower quadrant

an acute infection of the appendix

pain often

Cholecystitis with perforation or abscess: an acute
infection extending beyond the gallbladder wall, often
accompanied by right upper quadrant abdominal pain
Diverticulitis with perforation, peritonitis, or
abscess: an acute infection of a diverticula (herniation
of mucosa or submucosa through the muscularis
propria of the colon), most often characterized by left

lower quadrant abdominal pain

B. Specific Efficacy Trial Considerations 2. Trial
Population & Y

The proportion of patients who have clAl caused by
periappendiceal
abscess should not exceed approximately 50 percent

appendicitis with perforation or

in a clAl trial.

It is recommended that the proportion of patients
with infections originating in the appendix should
not exceed approximately 30% and that patients
should be stratified at enrolment according to
infection type (e.g. appendicitis-associated Al
vs. IAl secondary to other primary lesions).

Patients with perforations of the stomach and
small intestine should not usually be enrolled
unless there is clear evidence of an established
infectious within  the

secondary process

abdominal cavity.
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BIREE o Operative procedure for the current diagnosis and management of clAl planned or completed within 24 hours of the first dose of an antibacterial drug
Master protocol (RERER SO 24 FREILRICHARANA (Ff - LE) AEHEXITEEIZER S Ni=iEHI]
ES
BREE Operative procedure for the current diagnosis and REFR. BEIHR. EEZ(C& YK IZ AR
HBEIEF management of clAl planned or completed within 24 PO DY . DEMITBLELEDBENY K LT
hours of the first dose of an antibacterial drug —2, BE - BE (BE) FLFT—CFHEEXIEE
—  Procedures  include  open laparotomy, 12 24 BFRELANIZEHE S = fEHI,
laparoscopy, and percutaneous drainage of
intra-abdominal abscess
BIREE Operative procedure for the current diagnosis | Patient selection criteria & Y IR (2B H#E

and management of clAl planned or completed
within 24 hours of the first dose of an
antibacterial drug
- Procedures include open
laparoscopy, and percutaneous drainage of

intra-abdominal abscess

laparotomy,

One or more systemic signs or symptoms that
accompany clAl, such as fever, hypotension,
abdominal pain, nausea/vomiting, abdominal
mass on clinical examination, altered mental

status

Patients should have a diagnosis of IAl

established during procedures such as
laparotomy, laparoscopy or percutaneous
drainage

Suitable diagnoses include (but are not limited
to) perforations of the gall bladder, a diverticulum
or the appendix, established peritonitis
secondary to trauma and abscesses associated
with any of these conditions.

It is recommended that the proportion of patients
with infections originating in the appendix should
not exceed approximately 30% and that patients
should be stratified at enrolment according to
infection type (e.g. appendicitis-associated 1Al
vs. IAl secondary to other primary lesions).
Patients with perforations of the stomach and
small intestine should not usually be enrolled
unless there is clear evidence of an established
infectious within  the

secondary process

abdominal cavity.

1) REMR. EHAR. BRFICK YERRKMICIRRE
MO SH Y . OFM XIS BERELDER
BMELF—o, BE-BE (BE) FLF—CF
AETEI XBRIC 24 BRI LIRS RIE S M f=fE B,
EELEBARESRECEERICSWTE A
RICFLFT—OFEELHE S, RESh GG
ALERFAMET S (ELIDEELRRFICK
SIREARIMAWA), OMEBEITENTIE, F
MEICBESN FL— U LHIEERER. IR
MR ENERIN-EE

2) MEARFTIIFIENEE (thFIHED 3B
EREESARESNED LW S NEE) B
B.FMORLF—CFORBRICEFRSNE
BITIEFM - NERD 1 BOAHLZIMEEUND
REEORSEHFIND,

3) HRNMEERSRBAICHMEYEMNTED O
DREHNREATRE, RITUZMEERERMKRE
24 FRELAICRAEZERIMT 2 ENTED L
Erentr=EE
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[(53) = . Upper gastrointestinal perforations unless clear evidence exists of an established secondary infection within the abdominal cavity
Master protocol (LEGHIEBICEADOH I EBEDMRA ANIL, BIEAOGRMERLEENBAREICFHER SNE LR Y (ZBRMN)
E . Receipt of effective antibacterial drug therapy for clAl for a continuous duration of more than 24 hours during the previous 72 hours:

(HAREOISFHIRA 72 BELRNIZED L EEMRERDOEEZ 24 KR ZBA TRIT-E#)

. Pre-study antibacterial treatment up to the time of enrolment is acceptable in a patient who has clearly failed to respond to a suitable course of antibacterial
treatment

(FzfZL. +5EhBEEREVNBENTH o EAHELRIUA H L HEITIIRARITHEHANATEE)
Brot £ Receipt of effective antibacterial drug therapy for clAl | In general, up to 24 hours of prior therapy within 72
HEEIE for a continuous duration of more than 24 hours during | hours of enrolment may be acceptable

the previous 72 hours

Pre-study antibacterial treatment up to the time of
enrolment is acceptable in a patient who has clearly
failed to respond to a suitable course of antibacterial
treatment (in terms of dose and duration along with
documented susceptible pathogen).

BIREE

4)

MEARE - TMhFIEHEE (HuFIED - 3B
EREEARSENEDEHESNIBE) &
B.FMOFLFT—OFONERICEFSINISE
BITIEF M- NERFD 1 BOAHHZRERLUSNOD
REEDRSEHFIND,
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Receipt of effective antibacterial drug therapy for
clAl for a continuous duration of more than 24
hours during the previous 72 hours®
Upper gastrointestinal perforations unless clear
evidence exists of an established secondary
infection within the abdominal cavity

3. Main guideline text, 3.2. Indications for which
non-inferiority study designs are acceptable, c¢)
Pre-study antibacterial treatment [CXDEEEH Y o
In general, up to 24 hours of prior therapy within
72 hours of enrolment may be acceptable.
In intra-abdominal infections (IAl) it may be
appropriate  to
pre-operative and one further dose administered

limit prophylaxis to one
during or at the conclusion of surgery.

Pre-study antibacterial treatment up to the time of
enrolment is acceptable in a patient who has
clearly failed to respond to a suitable course of
antibacterial treatment (in terms of dose and
duration along with documented susceptible
pathogen).

BRohEHE

1) TEUHIEBERTT 12 BREIURNIZFHsThhtz
BE

2) BTZHEBREBZFEIAT 24 BRURNIZFHHNT
nf-8%&

3) EHHMERER (FFLECEEMELMN

4)  IRICIERER

5) #HEMMEMEIIRL (Spontaneous bacterial
peritonitis : SBP)

6) HEREBERR FLF—2E 13

7)) FAMBEEXECHELRESEVAISEBRETHE
RINTLBIZEMDD LT, FLF—DFAE
YICEEIATOEREWES

8) FLFT—CHDHARMLEIZK YBRITAERAHK
ELDOOHDESE

9) EBRBERBERURBRLENMBOHCEETHZNEER
DERKRFFHEICHE S R WMEEXIERBHMOER
NEAFTELLESE 4, Acute physiology and
chronic health evaluation (APACHE) I TEIEE
AT HHEIE>15 AR RELSND L
MNEL,
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il S
Master protocol

S

On-therapy visit, end-of- therapy visit, test of cure (TOC) visit should be considered as timing of assessments

(BE5h, RERTE. BEHER, BEALR28BEZMATLEL,)

. Day 28 can be added as needed.

E2fiica: s On-therapy, end-of-therapy visit TOC (approximately 7-14 days after the last possible | 5 TH, AEHIER (RELRT 7~14 B%)

E3T S day of treatment)

5 HM/FE@ B | 7. Dose Selection Primary analysis Dt % > a VIZROEHSHY FAIE LT K EH R0 3 BREITER L TH
/%0 R # E DB Therefore, it may be possible to conduct clinical | Clinical outcome documented at a TOC visit timed B LIGEITEEDREDOHIEMNAEE,

# trials using IV antibacterial drug therapy for 4 to | from randomization so that it occurs within a window RABREHMIE 14 BREMNAEE L L 56,

R S (G
AE

7 days without a switch to oral drug therapy. of approximately 7-14 days after the last possible day
However, patients who demonstrate | of treatment would be an acceptable primary
improvement and can tolerate an oral diet may | endpoint.

have completion of treatment with an orally
administered drug (Solomkin et al. 2010).
Sponsors should discuss with the FDA the
timing of a switch from an investigational IV
drug to oral drug during therapy for clAl or the
development of an oral drug for treatment of
clAl.

12. Trial Procedures and Timing of Assessments
a. Entry visit

At the entry visit, baseline demographic and
clinical information should be collected and
should include clinical signs and symptoms,
microbiologic specimens (Gram stain and
culture of intraabdominal specimen and/or
blood), radiographic or ultrasound imaging
results, and laboratory tests, as appropriate.

b. On-therapy and end-of-therapy visit

BERERBREICS WV TIE, BE. 24 BRHRRNG
(. RHEAMBHAIREL. BEEPFHVEET SF
TURNERORSZMET S 5%

FHEmBEEAL, IRERTRICIMA., BEHER (RE
BT 7~14 B 2175, B8, &#FZL-oTH
BHEZRES 5, F1=. RE5HE 4~6 BRRIC
BEHEZTIELEOONTNS® FETD
A THE), =Z LERRICFMATFERIE 24
KR AR IS SRR S =35 & (3. FHTERALRE & 514
HERELDMN. CIIEHER 1 HDAFTRBEHRSEL

HET D
UTOER - BIROBERVBRRREESFHELIC
E S R

&E5REA (RS54 E : Day0)
BYRBEEZEAANDS =D+ LREEE
75. BBOEERXRICE T 2EKIEFHOE
RE R LF—DOFDREMNERFITHRER L
BY 5, EREGRRALOERETS.
&5RE 3 B% (Day2~4)

NAZNLHA Y, BERRREIBERBRET 5,
REMK, MABRELFHRE, REE, B
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% 5 H R/ 5F {0 B Patients should be evaluated at least once LA SDFHE (EK - 2) OBRREINE
/3R E DR during therapy and at the end of prescribed ICHLCTEET S, IVFIRr—2 a3 VDA
-1 therapy. Clinical and laboratory assessments for REMEMNEVCEABEKXRL— V2 FADR T, B
A4 RS54 V0nE; safety should be performed as appropriate. If it JEEET LI INEEE. REBEOT
HE (&) is possible that the trial drug would need to be HETI=DICFL—UHROEEFTS,
continued beyond the protocol-specified - BS54 TH Endof Treatment (35 TH~3
duration, objective criteria for extending the B#%)
therapy should be prespecified in the protocol. BERIFRXITERE - REICLYVREDORH
c. Visit at day 28 DATHEEE®RTTAEICH. CORHICE
At approximately day 28  following I HIEEEHEIT L&,
randomization, patients should be evaluated for —  AFEHIER: Testof Cure (5T 7~14H
safety and for the occurrence of an event at or %)
before the visit at day 28 that characterizes COBHICHREENAELEZAENTHE
clinical failure (see section Il1.B.11., Efficacy T35, BHATHIORHETELT@EFLH &
Endpoints) LTHY., BHAEDLRKREITS ETEELET
R TH D,
TEHIEE Clinical success at TOC or at Day 28 post randomization should be considered as a primary endpoint.
VEsiEr Setiass] (TOC XM ALk 28 BE DERKRR)
ES
TEFHEE TOC (approximately 7-14 days after the last possible | BE¥IEHR (5T 7~14 BE)
HIBHRIF day of treatment)




iy

ERERRERA A FS A D DLEBERE T Master Protocol (clAl) (3)

FDA
Complicated Intra-Abdominal Infections:
Developing Drugs for Treatment Guidance for
Industry (May 2018)

EMA
Addendum to the guideline on the evaluation of
medicinal products indicated for treatment of
bacterial infections (24-October-2013)
Section3.2.4 Intra-abdominal infection (IAl)

MBEEOREKREM A EICETH2H1 FS514 >
B 7 BB
(2017 4£ 10 A 23 H)

FEFHERE
B R (-Gt
RE

The primary endpoint of clinical success is
defined as resolution of the baseline signs and
symptoms of clAl based on objective
assessments of events from randomization until
approximately day 28. A patient should be
characterized as having a primary endpoint of
clinical failure based on any of the following
events that occur from randomization until

approximately day 28:

—  Death

—  Surgical site wound infection

—  Unplanned surgical procedures or

percutaneous drainage procedures for
complication or recurrence of clAl based
on documented worsening symptoms or
signs of clAl
- Initiation of nontrial antibacterial drug
therapy for treatment of clAl based on
documented worsening symptoms or signs

of clAl

Primary analysis D+ % > 3 VIZRDEHDH Y
Clinical outcome documented at a TOC visit timed
from randomization so that it occurs within a window
of approximately 7-14 days after the last possible day
of treatment would be an acceptable primary
endpoint.

XEEFMIER BIRGHEER L EDREEILAEL
A ZEE LT, ROK S ICEERIIE & MAEYENIZ)
BEoREHY
ERER %R
1) BERMABIIREMIZRDERE., SOHIREE
BEOMBEEDLENC EEEHEIND 5, BRWE
BERBITITEEOMCER SN D,
DOIEEERIZE T 5B TBEREO BN, B,
BEMRLF—CRIEEFHCIHRASALEGS

Offr % D FHT &R Rk

QB =R BEERNRBREICKZET

OBEEARENTIASALZVNGEETHEHORAE
Tk BBENRBRAMPICTDODAIEZES
(MRSA [ZEMZRILGLVVREREOREICES L
T.MRSA [Z& BBERREIZHT 531 MRSA £
OHRFERY, EEREICHT I2MERENG
Aaht=5elE. FEMTENrEILHIERERT
FIEd 5)

2) REMNTMEAE. AEELEK. HIETEE
(indeterminate) T1T5 5, BRERZIEMN. %7
5L TCRILEET. MEMEMHREIZNIZRS,
EREMR AN < follow-up DEBENTZHENES
(X, BRAGEANBF ThHNIEIMEDZNIZHTE
HEkETBS,

MEMZHH R
LEZNEEDABERTHRURDOALER
follow-up BARE TIZ. AH A FS5 4 > D& 15 T
WG] (T L THAEDENSREHET
B

REBEDBEES. MEVZHUREIZATLOM

AW EIZRRIZERE LA FAIER S AL 4, BB

BREZOFFMEICE VT, AERMEBEROEEREITS

SZMEELSMP. . ARICEEEFEE LAV

HIERT %,
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BIREFEE B
Master protocol

S

BICIREGL

Bl REHEIE B ZEL
£BEE
Bl R iR B REEGL EEAZL EEAGL

Rl N )
RE

Comparative

Non-inferiority study is acceptable.

study DBHE (ELMHRBRLER)

Master protocol

ES

Comparative Noninferiority trials are interpretable and appropriate | Non-inferiority study designs are acceptable BICMGEFET 2EREFHICOVTEEHDSZ Y
study D HEM for the indication of the treatment of clAl. A showing REMEEZERL., BVIGXREICHT HFESMERIE
HEBEHR of superiority is also readily interpretable. BHEERIITAICLEZEHNE LS VA LILZE

ERETHBLEARERRST S LZELX

Comparative
study D HEM
A K54 UEH
HE

A. General Considerations 3. Efficacy
Considerations & V)
Noninferiority trials are interpretable and appropriate
for the indication of the treatment of clAl. A showing
of superiority is also readily interpretable.
A single adequate and well-controlled trial supported
by other independent evidence, such as a trial in
another infectious disease indication, can provide
evidence of effectiveness.* Sponsors should discuss
with the FDA the other independent evidence that
would be used to support the findings from a single
trial in clAl.

¥ EMA Guideline on the evaluation of medicinal
products indicated for treatment of bacterial
infections. (15December 2011)IZEB&E S h. KEEIC
RHEHINnf-LOEFEL,

A Addendum 2. Scope [CRDEEH Y .
Indications for
designs are acceptable

This section considers five commonly sought

which non-inferiority study

indications that are supported by studies that
demonstrate non-inferiority of the test regimen to an
appropriate reference regimen.

XIMERBRIFE A A RS54 > BERPICERSE S, &K
BBICEHINZLDOEGL, BROEHEIRDES
Y,

3.1.3. FMAEFER

3131 BREREBEEZERE L THREKRARZTS5E
BB ZEFET AFRERBICOVTEZEHOS
RERMERBZEERL. BUGHRECHT HELMERT
BUMERIETHSCELETAMELES VFLLLZE
ERETHBLEARERR TSI LE2REERLET S, 1=
L. RRMUEETH > THLHRHREBBHRNELI RN
SEQERTUALLZEERAETHMALEARORE
EARELCEBEENBEEIE. CORY TR, Ff.
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Comparator
B R (-Gt
RE

In general, the active comparator used in clinical
trials should be considered standard of care in the
United States for this indication. When evaluating the
current standard of care, we consider
recommendations by authoritative scientific bodies
(e.g., the Surgical Infection Society, Infectious
Diseases Society of America) based on clinical
evidence and other reliable information that reflects
current clinical practice.

KRHUEREBTHRLBT AT ONEENRRAEN,
ZNUNDEZEBICEVTHZDOT—2HARZNR
WICEDETFRTREABAICE., HERERKEBICRY .
FERFEMBABE LTERIT S LLARTHD. £
DORRIZIE. EIMERVREEOFHIEICH T 5/34 7 AH
=/NMREBHIABHBR VTS EZEEET 5. Fl=.
EeEGERER D B RGOV T, #EY)EdBEICHT S
FEURIBEEHBRONVTIOBZETH>TH, #Hit
HLGBRNORERERIET S-OICBEYEEZ N, M
DHEBREDOREMICTOVNWTHEEL 5 2 BERERTE
ERCE

LI —T0
Master protocol

X

A non-inferiority margin of -10% or-12.5% is suggested.
(-10%X [%-12.5%)

kgre—sy | HL
£BHEIE
EELMT—Y For a clAl trial, a noninferiority margin of 10 percentis | A non-inferiority margin of -12.5% is suggested. EEEL
s o= o n,E supported by the historical evidence (see Appendix
AA B A Vil A). Sponsors should discuss with the FDA the
nE selection of a proposed margin greater than 10
percent.
S5 3k Sample size should be discussed with regularly agencies.

Master protocol

3

(FEBISRITRF LB & KT B.)

ET Al 51 3%
HBEIR

mL

10
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BE S
A FS4 U5EE
RE

B.Specific Efficacy Trial Considerations 13. Statistical

Considerations c¢. Sample size & Y
An estimate of an appropriate sample size for the
primary micro-ITT analysis population for a
noninferiority trial with 1:1 randomization is
approximately 337 patients per group based on a
noninferiority margin selection of 10 percent and a
clinical success rate of 80 percent in the control
group. Approximately 90 percent of patients
enrolled in the trial should have a bacterial
pathogen identified by culture (the ITT population
would consist of approximately 375 patients per
group). The trial should rule out a greater than 10
percent inferiority of the investigational drug to
control drug (upper bound of the two-sided 95
percent confidence interval for the clinical success
rate of control drug minus investigational drug).

A.General Considerations 4. Safety Considerations

&Y

In general, we recommend a preapproval safety
database of approximately 700 patients. If the same
dose and duration of therapy for treatment of clAl
were used in clinical trials for other infectious
disease indications, the safety information from
those clinical trials can be part of the overall
preapproval safety database. For new drugs that
have an important clinical benefit compared to
existing therapies, a smaller preapproval safety
database may be appropriate. Sponsors should
discuss the appropriate size of the preapproval
safety database with the FDA during clinical
development.

fEEEZL

BIRICROEHEHD Y.

3.1. BEERERER

B2 DOHERIZEH TS EEHIEICDOLNTIX, EETHENRS
FEZE L, MIATBGEAEERERMBISREHE L ER
Li=LtT., RETHENHREEINS,
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FBHBEREVSEHEDHTcUTI EEHT HHDEY FLOEEHTHE—FDA Uncomplicated Urinary Tract Infections (& D H &> TUNVS,

KBEOER/X | - 3Bl ; RIBREBERBZHLI-LTOUTIEWVWSERA

25H ;

HIBEIH

FEBDESE/M | - Complicated urinary tract infections are defined | Patients should have at least one of AEERER BRI REEME L. BREICIERRIZE
#£H ; as a clinical syndrome characterized by pyuria | - indwelling urethral (i.e. not percutaneous) B+ RIFIEREREH T HEH, LR

HARSA VR
BRR

and a documented microbial pathogen on culture
of urine or blood, accompanied by local and
systemic signs and symptoms, including fever
(i.e., oral or tympanic temperature greater than 38
degrees Celsius), chills, malaise, flank pain, back
pain, and/or costo-vertebral angle pain or
tenderness, that occur in the presence of a
functional or anatomical abnormality of the urinary
tract or in the presence of catheterization.

* Usually, one or more of the following conditions
that increase the risk of developing a cUTI are
present:

- Indwelling urinary catheter

= 100 milliliters (mL) or more of residual urine after
voiding (neurogenic bladder)

- Obstructive uropathy (nephrolithiasis, fibrosis)

catheter

- urinary retention

* urinary obstruction
* neurogenic bladder.

FDAEMA; AT—TILBERIZE. IPN; #ERAE. REMNFHRER & OEFEREBE

B, BIEEHF

ISEBEEDOLDICMZREBRLEDSE
5|, iR, BESICHEIIEREKSE (¥
FRIGORENTHIRELRE) £HT BEH
BLUBHEFEEETE D,
RERDRBEEEEENTFEEETIE, &
MR B (SRR I EREEZEZET
%, DEYFZROEHEMRBELEL E
BSNTERLD, BREGEORNHNME
BHEE T+ PREED EHER B & RFRICIRERRE
ZEDOFER, BIE BEHFICESLTL
5L, FrREBREEFHITHER
2ThHY, I L TRED 5~7 &
BERVLBMHTEIRETHEREEREILIC
(W &, F-EBICBMHER TR
BREBRKEHY LBE SN TULELES
TH>TH RBBELEREEERET
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 Azotemia caused by intrinsic renal disease

« Urinary retention, including retention caused by

benign prostatic hypertrophy

HEHHBEGEDERKEERT
BoENBNTERY, KAAKRSAY
TIRILEOEMMERBRPEZRAT S

ZEé Lt
BERLOMY | &&FF
&Ly - EMA-FDA-agreement: Instead of conducting separate trials in cUTI and pyelonephritis,include both with at least 30% cUTI patients and at least 30% pyelonephritis
Master patients
Protocol () ; | REAVPBELAS ; 4L
BERFXORMY | AIEO IBER/RTLESEFR
Ly ;
FEEH
BEREXOIMY - Patients with pyelonephritis, regardless of | Patients with acute pyelonephritis do not | AMEMEEIZERILHR | ABEMAMBEZTRILIRE (cUTI H
A underlying abnormalities of the urinary tract, are | always require parenteral treatment and itis | & (cUTl H4 FSA4 VT | 4 K54 > TlExt&s)

HARSA VR
BAE

considered a subset of patients with cUTIs.

* The intended clinical trial population should be
patients with all types of cUTIs. Because
pyelonephritis is an important subset of
cUTI, approximately 30 percent or more of the
clinical trial population should be patients with
pyelonephritis for an indication for “treatment of
complicated urinary tract infections including

preferred that efficacy in acute pyelonephritis
is studied separately. If a study is planned to
enroll patients with any of the above
conditions or acute pyelonephritis in patients
considered unable to commence oral therapy
there should be stratification at enrolment
according to these diagnoses and it is
recommended that the proportion with

ESIE3))

BEERDEGFLEICOVWTEIRES

BEETROEFILLEIZDOL | L,

TIFREL L,

pyelonephritis.” pyelonephritis should be limited.
RIRERE JPN DIRRZ Tk
Master - fEK - R 1 DLLE (EMA EIEHE)

Protocol ()
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BARE

-Chills or rigors or warmth associated with fever
(e.g., oral temperature greater than 38 degrees
Celsius)

-Flank pain (pyelonephritis) or pelvic pain (cUTI)
-Nausea or vomiting

-Dysuria, urinary frequency, or urinary urgency

- Costo-vertebral angle tenderness on physical
examination

and

* Urine specimen with evidence of pyuria:
Dipstick analysis positive for leukocyte esterase
or At least 10 white blood cells per cubic
millimeter

with an ongoing acute infectious process
likely to have a primary focus within the
urinary tract. For example, protocols may
require that patients have a minimum number
of signs of systemic upset accompanied by
one or more of flank or pelvic pain,
tenderness in the costo-verterbral area, fever,
dysuria, frequency or urgency

Patients may be enrolled before
microbiological culture results are available
on the basis of documented pyuria (= 10
WBCs/mm?3) in suitable fresh urine samples,
noting that specimens from urine collection
bags are not acceptable. If a mid-stream or
clean catch specimen is not possible it is
that patients with indwelling

catheters have the catheter replaced before

preferred

the sample is obtained.

(BREBEX. BRX) 0556, iEESE

BRCTERKAEOERF SN DER

1.

FEIR : FREQRERIECRET HFHE.
BEPRJE. FREUIER. $HR. THEAR
fa. B, BRERARE. TEREF
R, BREEEZHT HIEH.

JBRER ; RERRATRRA TE LTI

DOEEE -3 EH
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ERDRERAVEFERE
10WBCs/mm?3
JEEORERVREABKZEZ (TR
TO—EEHAEERELTEHE
o) : B (2L, BIEENDEH,
LIHFETHDT. BEDBEICIE
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BREANMBELGAR  —

MNEEE ; - 3ELE ; BEEH ; 2105 CFU/mL
HEEH
WRERE ; In general, a single species of bacteria on pure | Based on experience and consensus itwould | 7 FYIKERE. L V9 KHE BHiE: TROEEZXNREELT S,

HARSA VH
%

culture identified at 10% colony forming units per
(CFU/mL) or greater should be
considered a true bacterial pathogen, and no

milliliter

growth of bacteria (or growth at a quantitation of
less than 10° CFU/mL) should be considered a
microbiological success for a mid-stream clean-
catch urine specimen

be acceptable that patients deemed to have
an infection should have > 1 x 105 CFU/mL.
Some samples may not meet this cut-off with
a single colony type but may have at least this
number of colonies in a mixed culture based
on visual inspection of morphology on an
selective  medium. It is
recommended that

evaluable population should be confined to

appropriate
the microbiologically

those who have only a single colony type.
Speciation is expected in clinical studies
rather than reporting only enterobacteria or
other general descriptive terms.

B GEE R . R RHE
B, T RORERET S L
IEERE

TRUNOEEMN=10° CFUML 5 EES

nrBElE, FMERFLESER
H5d,
<FRESFRIRE >

Staphylococcus spp.

Enterococcus faecalis

Enterococcus faecium

Streptococcus agalactiae

Streptococcus pyogenes
Enterobacteriaceae

Glucose nonfermentable Gram-negative
rods

BRoLEHE -

Master BRENDRELRAR ; —

Protocol ()
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- Receipt of effective antibacterial drug therapy for

cUTI for a continuous duration of more than 24
hours during the previous 72 hours

+ Concurrent use of nonstudy antibacterial drug

therapy that would have a potential

- effect on outcome evaluations in patients with

cUTI

- Patients with suspected or confirmed prostatitis
- Patients with renal transplantation

- Patients with ileal loops

- Patients who are likely to receive ongoing

antibacterial drug prophylaxis after treatment of
cUTI (e.g., patients with vesico-ureteral reflux)

- Any recent history of trauma to the pelvis or

urinary tract
Patients with uncomplicated urinary tract
infections (generally female patients with
urinary frequency, urgency, or pain or
discomfort without systemic symptoms or signs
of infection)

(up to 24 hours of prior therapy within 72
hours of enrolment may be acceptable)
Patients with ileal loops or vesico-ureteric
reflux should not be enrolled. As far as is
possible, patients with signs and symptoms
suggesting prostatitis should not be enrolled.

- B EFRATOMEAR : <
10°CFU/mL ) #E3& (hREFR
EUhT—TILR)

- PRIEZ. BIMLAREH S0
ISRELARDEHIEELS
Brahi-EE

- EH RERMRITAEE R <10°CFU/mML
(FRRE L UVHTF—FTILR),

- BOHE ; REX. BIIIRK. BERLEK
R EZWSNIIERNILRSN T B,

- IFEH AR ZE MBI AR B ER L
NDOOWT—TIBEEHIL, REEERE
BOARBHELNRELZ ERVBRNT D
ES3MEELL,
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Master A EE 7 BHEIBLE (Switch &¢) 14 HEE T,
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initiated with an intravenous (IV) drug
administered for several days followed by a
switch to an oral drug to complete an overall
course of antibacterial drug therapy for at least
7 days. For drugs that have both an IV and oral
formulation, patients can switch from IV to oral
drug during the trial that the
pharmacokinetics of the IV and oral

formulations have been adequately evaluated

provided

to determine appropriate dosing regimens.

- For drugs that have only an IV formulation, the
switch from the IV investigational drug to a
different oral drug should allow enough time for
proper assessment of the IV drug’s safety and

(e.g.,, IV

investigational drug for 5 days followed by a

efficacy for treatment of cUTI
different oral antibacterial drug for 2 days to
complete an overall course of treatment for 7
days). Approximately 5 days of IV therapy (i.e.,
4 to 6 days of therapy) is generally
recommended for this assessment and should
be specified in the protocol. This time period is
supported by recently conducted trials that
defined a switch from IV to oral therapy (see

the Appendix).
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EEMEREEA/ R | —
HEOEHH,; | RAVPBELAS
Master » Switch BGEDIREIZ DT, FDAJIPNHEEF DA, EMARER L
Protocol () ;
FEMmEEA /MR | - 3EE ; THERHIIELTAE TOC (BEKT 5 (~9) BR. EMA B KT 7 HR)
HIE DRFH ;
HIBEIH
SEMmER & /2R | - Ingeneral, the efficacy evaluation (test of cure) | TOC visit timed from randomization so that it | ISR R THE CIHE | IHEKT 5-9 BES L VIRERKE
$I5E D B A for an investigational drug administered for the | occurs approximately 7 days after the last | B4 4~6 H#RIEE) 21~28 BEITHIET B, =2 L. FHE

il S
BAE

entire duration of therapy for cUTI should occur at
a fixed time point after randomization. The fixed
time point should include a period of observation
after the completion of antibacterial drug therapy;
the period of observation should be at least 5
days.

- For an investigational drug that has only an IV
formulation, the IV investigational drug should be
maintained for approximately 5 days (i.e., 4 to 6
days of IV therapy) before a switch to an oral drug
to provide a proper assessment of safety and
efficacy of the IV drug. In addition to the primary
efficacy endpoint at approximately day 5 of IV
therapy,

possible day of treatment

’rFDA,JPN . TR (EMA ; 3HEAL)

L- Switch AR IV #E#R T B s AY Primary endpoint

, - REERIR% 21~28 HEBHTIE

FAHEERFRE LERRERE
BICHEVTEHERSRIC
BOEAD switch #1755
BICIEEFRERSKRTE
GESTEERAR 4-6 AKIE
E) ITHHET S,
BEHIER Test of Cure ;
HMEETEZERLRT 5~9
REIAEEHET 5,
BRUER (58T 21~
28 Hi%) ;
HMEAEIZDONTOHZ DE
HITEREOBEZLTHET
%,

FRIF/ELRT 5~9BER
WERERSETE (G5
HBth 4~6 BRTEE) OX

ERRE LBRERHERICE VT IHER
B#ICEOZEA® switch #1758 A&IC
(&, GEFERERTER(GESTEERE 4-6 B
BREE)ICEHMBHEEZTS,
FHEIXRERT 5~9 BEODETHEH
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» EMA-FDA-PMDA agreement : Clinical response and Microbiological response with a microbiological reduction cut-off at 1 X 103CFU/mL
BRENDBELAR ; G LoEBERENA K54 U8 2 liiTIE<10°CFUMI, §#<10°CFU/mI IZBUEFE

TEEEE ; | #TEID 3 EER/T LEEEF
FEFH
FEHMIEH ; | The primary efficacy endpoint should be a | Microbiological success should be defined as | TFREGMEBRELEICEAT 5 | EVRHIE[EHIE]

vl ol %G
BAE

responder outcome.

« Clinical and microbiologic response: Resolution
of the symptoms of cUTI present at trial entry
(and no new symptoms) and the demonstration
that the bacterial pathogen found at trial entry
is reduced to fewer than 10® CFU/mL on urine
culture (microbiological success).

» Clinical or microbiologic failure: Symptoms of
cUTI present at trial entry have not resolved or
new symptoms have developed, the patient
has died, or the urine culture taken at any time
during or after completion of therapy grows
greater than or equal to 10% CFU/mL of the
original pathogen identified at trial entry.

< 1 x 10® CFU/mL. The microbiological
success rate, documented at a TOC visit
timed from randomization so that it occurs
approximately 7 days after the last possible
day of treatment, would be an acceptable
primary endpoint.
reduction of the bacterial load in urine to < 1 x
10% CFU/mL would usually be accompanied
signs and

It is expected that a

by resolution of the clinical
symptoms suggesting infection within the
urinary tract. Patients who meet the criterion
for microbiological success without clinical
resolution should be fully described and
investigated.

FRIRRBRERED =D A
FS4 2% 2 (EBRE 1
fR) 1 ZBRO &,

FHEFTHRERT 5~9 BEDO IR
EET B,
TRIZ#H->T TR,
BEIZHES B,
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BRIRIRE B D E R A<10*CFU/ML DIEH!
S|\ BEMCOHBIAZOLTALOD
PR %R E Bl O B A = 10°CFU/mL &

rEsh) @2k




HA S5 A DEBE (cUTI) BRU Master Protocol (Z)

Al 3

FDA Guidance (cUTI) EMA Guideline RE RO RETM A A< LBRERHA FS4 > (UTD)

(Complicated Urinary Tract Infections: (Addendum to the guideline on the T35HL4EFES1> (FRERTE AR LA (CRA 9 B ER RS BRRfE
Developing Drugs for Treatment evaluation of medicinal products (Bihi5; REMUERRBE | OEHOHA FS4> (8 21R) ; May

Guidance for Industry ; June. 2018 indicated for treatment of bacterial §E) 2016)

Revision) infections. ; Oct.2013) Oct.2017

®

FIEMEEOER - BIMEEZIT oI
11
[ERFRZNER]

F:DA,JPN ; EEHE (MEZANR+HERRINER) . EMA ; MIEZRZER 1

BIXREMEIEE ;
Master
Protocol (=)

JPN. FDA QIREXE
- HEENSR. BROE
BRENDELRAR

-

CBH IRTOBREKIEEL., £
FEENBREEREMOKREBETHEL
T=fiE 5l

B WIThADERERNEEF. K
FEFRMEROREETHE L TULELME
KHEF, FREARNEEOLEE - BNE
& 1T > T fEHI

ol

FFEFMIBEETOEEICKY ., EMAIZEWTHREFMME. BRISEK. FDA. PMDA BHRIZEIXRMEFMIEE THh S - & R,

BIREHERE ;
HEER

FIED 3 BB TEIEFMHEENERIATVSDT, EMA THEZHHR. BREMDRVBIRFMEE THS - & OHERE.




HA S5 A DEBE (cUTI) BRU Master Protocol (Z)

vl PR

FDA Guidance (cUTI)
(Complicated Urinary Tract Infections:
Developing Drugs for Treatment
Guidance for Industry ; June. 2018

Revision)

EMA Guideline
(Addendum to the guideline on the
evaluation of medicinal products
indicated for treatment of bacterial

infections. ; Oct.2013)

LB SR OB R EHl /7 % 1< BS
ERCY R
(&im 5 ; FRERIERRRESR
fiE)

Oct.2017

LBBEEHA FS514 > (UTD
(FRERTESS B AIE (BT D ERRERER SRR
DE=HDHAL ES54 > (5 2MR) ; May

2016)

BIREFEIRE ;
vk Bl ol R -G
BHRE

Patients should be evaluated for continued
resolution of symptoms and microbiological
success at a fixed time point approximately 21 to
28 days This
assessment sustained

following  randomization.

helps to evaluate
microbiological success and resolution of all
clinical symptoms of cUTI (a responder outcome)
as a secondary endpoint. Sponsors also should
evaluate the clinical outcome responses and
microbiologic outcome responses separately at

each fixed time point assessment as secondary

B ERGL

TPREEMERRRELEICEET 5
EREREERERD =D H A
FoA4 U8 2 iR (BESE 1
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study @ # ZE | blind, and active-controlled cUTI trials, using a | designs are acceptable ER1ICTEY et BB EE (I Xt
% ; noninferiority or superiority design. Placebo- | This section considers five commonly sought | % 3EL M E - (X @Bt E&
4 BS54 V&8 | controlled trials are not appropriate for this | indications that are supported by studies that | SE¥ 52 & ZEHME L1
BAE indication except when they are add-on superiority | demonstrate non-inferiority of the test | SV A ALAZEGHRILITERN
trials in which patients receive either placebo or | regimen to an appropriate reference regimen. | ttEREREEHRT S & %
investigational drug added to standard-of-care BEXKET B LTEEHY.
antibacterial drug treatment.
Comparator —
Master BRENRELGANE ; —
Protocol (3g)
Comparator FDA LASVBRREZZ BEE 7 Lo
HIBEIR
Comparator In general, the active comparator to be used in | E{KMEEE L BRpEEE G L BRMEEE T L

il S
BRR

clinical trials should be one that is considered
standard of care in the United States for this
indication. When evaluating the current standard
of care, we consider recommendations by
authoritative scientific bodies (e.g., Infectious
Diseases Society of America) based on clinical
evidence and other reliable information that

reflects current clinical practice.
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Oct.2017
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(FRERTESS B AIE (BT D ERRERER SRR
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FLEHET—D
v
Master

Protocol (%)

FDA/EMA MDiEE#% JPN TRE ;

- BRI 2D THNIEE R & L T The suggested non-inferiority margin is -10%, R DEXDRT L v I, BHEA. DEGHBOBRIZEHIKETET 20 TREMIZIZER

HHMOXENDE, (AMR EERFERX, R 7 —ABISERIDE)
BRENDEGTAR ;

- EMA TIEHABROARICE 2 TIF125%EVNS53EZ1HEHLILGNT, ABERLE LTOERIEFORE. dEREHSFENEHEBITVE,

< —v

R

HEER

FDA,EMA ; 10%. JPN ; E%4 L,

kLtE<w—2
-

HA K54 UH
BAR

Noninferiority trials can be an appropriate trial | The suggested non-inferiority margin is -10%.
design if there is reliable and reproducible
evidence of a treatment effect for the comparator
drug.14 For a cUTI trial, a noninferiority margin of
10 percent is supported by the historical evidence
(see the Appendix). Sponsors should discuss with
the FDA the selection of a proposed margin

greater than 10 percent.

BHRAGERGL

BRGERGL

E i
Master
Protocol (%) ;

BRUDNDELAR ;

FDA TIREE£MRFABIBOERE LT 70 FI0REHS Y. KEBTRELL. AREANYT—UTOERDE RNDE,

(AMR EEFFFEE, BEi7—RBIZERVDE)
- BB EGBISHEANIRGICE - TELG DS, BRELTRERR#LEAON D,

- REMBEFARITENTH, RESEOHRNOREFRBELEZ SNEA,. FDADKL I BERAHNIETRYBA LT VNEEZ SN D,

ST 451 FDA TIXREMREAPIBODERE LT 700 FIOMEH Y, EMA, IPNIHEELL
FESEH
ST %k ; In general, we recommend a preapproval safety | E&MAES kAL BIRMGERGL BIRMIGTERGL

A K54 U%

database of 700 patients or more. If the same
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o)

dose and duration of therapy for treatment of cUTI
were used in clinical trials for other infectious
disease indications, the safety information from
those clinical trials can be part of the overall
preapproval safety database. For new drugs that
have an important clinical benefit compared to
existing therapies, a smaller preapproval safety
database may be appropriate. Sponsors should
discuss the appropriate size of the preapproval
safety database with the FDA during clinical

development.
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(January 2012)

(May 2014) Section3.2.3 HAP and VAP
X & EH . HABP is defined as an acute infection of the pulmonary parenchyma that is associated with clinical sighs and symptoms accompanied by the presence of a new or
Master progressive infiltrate on a chest radiograph in a patient hospitalized for more than 48 hours..
protocol 3 (HABP : ARtk 48 I Z#EB L -EE. M X BRETHROZEEZH SV ERBLZOBILEH SBRKER - BIREH T SMREDSMERLIE)
. VABP is defined as an acute infection of the pulmonary parenchyma that is associated with clinical signs and symptoms accompanied by the presence of a new or
progressive infiltrate on a chest radiograph in a patient receiving mechanical ventilation via an endotracheal (or nasotracheal) tube for a minimum of 48 hours.
(VABP : RRERNF1—T &N LI ATHRFOEEHIEE 48 BHELIIEOBEICHKE L. ME X BEETHROZBAEH L VERHAZOBILEE SERKERK - &
ZEHY HMEREDIERFRE)
» Intrials that include patients with HABP or VABP, ~30% of patients as a minimum should have VABP..
(FERIZIT HABP & U VABP D EBEZH#HAAND, VABP BEIHR/NRE L 30%UTET B.)
WEE HABP is defined as an acute infection of the | Patients with HAP should have been DERR. YNEUT—2 3 VBREIC | Rm. T—Y 20 hR—L4L, UNEUT—Y
HFEIF pulmonary parenchyma that is associated hospitalized for at least 48 hours AEXZARRE (SEES - AT | 3 USRS C AIREf (ZARRE 48 BMELL

with clinical signs and symptoms such as
fever or hypothermia, chills, rigors, cough,
purulent sputum production, chest pain, or
dyspnea, accompanied by the presence of
a new or progressive infiltrate on a chest
radiograph in a patient hospitalized for
more than 48 hours or developing within
7 days after discharge from a hospital.

VABP is defined as an acute infection of the
pulmonary parenchyma that is associated
with clinical signs and symptoms such as
fever or hypothermia, chills, rigors, purulent
respiratory secretions, and increased
oxygen requirements accompanied by the
presence of a new or progressive infiltrate
on a chest radiograph in a patient receiving
mechanical ventilation via an endotracheal
(or nasotracheal) tube for a minimum of
48 hours.

before onset of the first signs or
symptoms or these should occur within
7 days of hospital discharge.

Patients with VAP should have received
mechanical ventilation via an
endotracheal or nasotracheal tube for
at least 48 hours (i.e. the VAP
population should not include patients
receiving only positive pressure
ventilation without intubation).

(BREEDHEY)

BEREEST) 48R LR
L. FHLWERROERNHY . I
B X RXIE CTEEGLEICHLWREE

XiE, BHEOBILOHDESE

ERBL. HLLRAMEDERNHY .
MR X #RFE =X CT B EICH L LVEE
HHIWVE, REZOBLOHLBE
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For ¥ Ao Therefore, for an indication for treatment of | Studies that include patients with either
HABP and VABP, the trial population should | HAP or VAP should employ
HEEER include approximately 50 percent of stratification to ensure that
€ D) patients who have VABP. representative samples of patients in
each category are enrolled (e.g. itis
suggested that at least 25-30% should
have VAP).
LBOER/ | BACKGROUND &V Patient selection criteria & Y o MIRBRBLEDTHRRABEIMMAIR | c HhE. T—> 2P h—L, UNEYT—
R &M * HABP and VABP by definition occur in | « Studies may be confined to either | & (TH4MAMKEDRSPIZEEL). 4 | 3 VIERZFICARE=IEARRE 48 BT
#H4 K54 | hospitalized patients. A hospital stay of 48 |  pogpital-acquired pneumonia (HAP)or | Y ZILIVHE. E559+t5 (F5> | HEBL. HFLLRERMADERNAHY .
VEEBAE hours or more will place patients at risk for ventilator-associated pneumonia NAS) - HAS—YR ERBTKY M XS E =1L CTERLEICH L LD

colonization and potential infection with a
variety of gram-positive and gram-
negative bacteria.

Drug Development Population & V)

* HABP is defined as an acute infection of
the pulmonary parenchyma that is
associated with clinical signs and
symptoms such as fever or hypothermia,
chills, rigors, cough, purulent sputum
production, chest pain, or dyspnea,
accompanied by the presence of a new or
progressive infiltrate on a chest radiograph
in a patient hospitalized for more than 48
hours or developing within 7 days after
discharge from a hospital.

* VABP is defined as an acute infection of
the pulmonary parenchyma that is
associated with clinical signs and
symptoms such as fever or hypothermia,

chills,  rigors, purulent  respiratory
secretions, and increased oxygen
requirements accompanied by the

(VAP). A convincing demonstration of
efficacy in VAP could support an
indication that includes HAP but not
vice versa. Studies that include
patients with either HAP or VAP should
employ stratification to ensure that
representative samples of patients in
each category are enrolled (e.g. it is
suggested that at least 25-30% should
have VAP).

Patients with HAP should have been
hospitalized for at least 48 hours
before onset of the first signs or
symptoms or these should occur
within 7 days of hospital discharge.

BRE (AF2UUMEERT FUB
H[MRSAIZ &) . MXRE. KEE
(BRI HERIEE[MDRPIZEL) .
LPHRSB. XM T5X 22—
E-I.Y9FEIVF7Za—FE=TI,
DSIVT VR LETHS, HER
EORHMEICHRL T, MR LT ERE

EEDD,

HHIWNE, BEEZOBLOHLESE
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KBDER/
xR &M
HAFSA
VEEAR
(#E)

on a chest radiograph in a patient receiving
mechanical ventilation via an endotracheal
(or nasotracheal) tube for a minimum of 48
hours.

B. Specific Efficacy Trial Considerations
2. Trial Population & Y

* Patients who have HABP only

* Patients who have VABP only

* Patients receiving mechanical ventilation
(either VABP or ventilated-HABP)

* Patients who have either HABP
(regardless of mechanical ventilation) or
VABP

In the historical data evaluated (see the
Appendix), a majority of patients in the trials
received mechanical ventilation. Therefore,
for an indication for treatment of HABP and
VABP, the trial population should include
approximately 50 percent of patients who
have VABP.
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(January 2012)

(May 2014) Section3.2.3 HAP and VAP
BIREHE Patients should present with a minimum number of clinical features (cough, dyspnea, tachypnea, fever, expectorated sputum production, or requirement for mechanical
Master ventilation, abnormality in peripheral white blood cell (WBC) count or hypothermia)
protocol & [ERPRAEAK - AR (RZER. FRIREREE. SErFl, BR, ATIHRFEEOVE. ANKBORE. BERNE) Z2RH58%F]
BIREE * At least one of the following clinical | Patients should present with a minimum | « M8 X #X[& CT Eg EIZ#FH L LR
HEEF features: number of clinical features plus a new | BEEXIL. BEEZOELOHDEE

-New onset or worsening pulmonary
symptoms or signs, such as cough,
dyspnea, tachypnea (e.g., respiratory
rate greater than 25 breaths per minute),
expectorated sputum production, or
requirement for mechanical ventilation

- Hypoxemia

- Need for acute changes in the ventilator
support system

-New onset of suctioned
secretions

Plus
* At least one of the following signs:

- Documented fever

- Hypothermia

- Total peripheral white blood cell (WBC)
count greater than or eqyal to 10,000
cells/cubic millimeter (mm )

- Leukopenia with total WBC less than or
equal to 4,500 cells/mm

- Greater than 15 percent immature
neutrophils (bands) noted on peripheral
blood smear

Plus

* A chest radiograph showing the presence
of new or progressive infiltrate(s)
suggestive of bacterial pneumonia

respiratory

infiltrate on chest radiograph.

o RE. AMKBOEE

s LTOBRKAEIR - FTROHMN CHE
ROFMEOERT S ERARHERD MR
LT, EE. BYGEBRVIE
BRERES %,

- R

- FICiREE, HLCERED
DMMNGH D, XIFERDE
tzdEDH5

BT LOREMRE (B>
. fT2TOEE. FREDR
EEEY)

- RIREREE. TR, FRELESR

(>30 @/min) D5 BH5WLFhh—

DXRIFETHAEL

- (BB M AE
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BIREE
H4ES4
CRBRE

BIREE
HAFES4

* At least one of the following clinical
features:

-New onset or worsening pulmonary
symptoms or signs, such as cough,
dyspnea, tachypnea (e.g., respiratory
rate greater than 25 breaths per minute),
expectorated sputum production, or
requirement for mechanical ventilation
Hypoxemia (e.g., a partial pressure of
oxygen less than 60 millimeters of
mercury while the patient is breathing
room air, as determined by arterial blood
gas (ABG) or worsening of the ratio of
the partial pressure of oxygen to the
fraction of inspired oxygen (PaO2/FiO2))
Need for acute changes in the ventilator
support system to enhance oxygenation,
as determined by worsening
oxygenation (ABG or PaO2/FiO2) or
needed changes in the amount of
positive end-expiratory pressure
-New onset of suctioned respiratory

secretions

e [Plus] Atleastone of the following signs:

- Documented fever (e.q., body

temperature greater than or equal to 38
degrees Celsius)

- Hypothermia (e.q., core body
temperature less than or equal to 35
degrees Celsius)

- Total peripheral white blood cell (WBC)

e Patients should present with a
minimum number of clinical features
(as suggested for CAP but not
including the signs on examination
and auscultation, which may be
absent) plus a new infiltrate on chest
radiograph. Patients who have only
been assessed in an emergency care
setting should be excluded in order to
enhance the likelihood that the
infection is due to a pathogen highly
characteristic of nosocomial infections
that are commonly acquired in acute
care hospitals.

In addition to clinical and radiographic
features, patients with VAP should
have received mechanical ventilation
via an endotracheal or nasotracheal
tube for at least 48 hours (i.e. the VAP
population should not include patients
receiving only positive pressure
ventilation without intubation).
Additional inclusion criteria to assist
the selection of ventilated patients with
an acute onset pneumonia may
include documentation of the Clinical
Pulmonary Infection Score (e.g. a
minimum CPIS of 6), partial pressure
of oxygen < 60 mm Hg in arterial blood
(on room air), oxygen saturation <
90% (on room air) and worsening of
the PaO2/FiO2 ratio.

fEhe. UNEYT—2 a3 UBEREIC

ARXIEARR (REHEE - AR

BEBEESD) 48 BRI ERZE

L.#FHLULREAMEDERKRLH Y . i

B X #8XI(& CT B LIZH LLNVER

EXF, BEEOELOHDIES

5, QmNKRBOEE

- FH . 37°CLLE (EEHAD

) EPN TR EHA R TH B 28,

[EIRE L [FRIER S | MRS MR AR BRBR D B ¥E (1

PeLE iGaHAIZ: &) & OGN L T e

BAICITRBR T L ITEY AbEEITO N

ERH D,

B Ek#Em: (8 Mmik>
10,000/mm3) | BK#%EK>15%. X
BmEkEA (BMmik<4,500/mm3)
UTOERKERK - FTROFMSHE
EOHMEPLERET DEERABROMER
IR LCT, EE. SUHAEERUVE
BHERES D,

- IR

- F IR, BLCESRED
SRMhH 5. XITBROE
txEH5

IR LOEEMR (GBS
B, T2 TOASE. FREOH
B%)

- MEIREREE, AR, FRRHER
(>30 @/min) ®3bWLFhh—
DXIFETHEEL

- R EL R ME
 CRP &1t

Ok, F—> o R—L, YNEYTF—
3 UHMEEREIC AR E = (X ARtk 48 BERE LA
FRBEL. FILORRMEDERLHY .
MoZB X #FE =% CT ERLEIZH L LEHE
EHDHVE, FHEOBLOHLEE

Q@%H., AmIkHKOEM. CRP Bt
- RE  37°CRILE (REEHAD
- BBk . (BmEk>10,000/mms3)

HBLIE, BRZEK>15%. HDUL(EH
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QOUTDEEKRIER - TROLEINSIEE

DHERPERT IBERABOERLIZEL

T, BE. BULGEELZLVICEHBEREAT:

TEE
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MRHD, HDVIEEEOERDEL
=2HB
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VEEHAR count greater than or eqyal to 10,000 NRBOHLLGEWVWEETH. 106
(=) cells/cubic millimeter (mm ) * Protocols may employ other scoring CFUML UEDHEENHNIERAE
- Leukopenia with total WBC less than or | systems to select for a patient EEZ NS, BRRAEROKRIERM R
equal to 4,500 cells/mm population that is severely ill (e.g. in Z LWEAIZIE, 10 6 CFU_mL K E
- Greater than 15 percent immature | whom the mortality rate is likely to THHoTHEREAR & FALEEL,
neutrophils (bands) noted on peripheral exceed 10-20%). For example, the -106 CFUML U TFTTH-TH,
blood smear sequential organ failure assessment Streptococcus pneumoniae °
e [Plus] Achest radiograph showing the (SOFA) score, the multiple organ Haemophilus influenzae 7%z &EDIFEIL
presence of new or progressive | dysfunction score (MODS) and the FRETHDENZLDT, BEE
infiltrate(s) suggestive of bacterial | acute physiology and chronic health BOHREBEITDILNEETH
pneumonia evaluation score (APACHE II). 5,
PRoVEEE REGL GETHEZENGWI LMD, FEICRELEELHLOTEE & HIk,)
Master
protocol 3
BROVELHE L
HIBEIF
ProVEZE * The following patients should be excluded | * s MDBEHEDHBRTHELHRESINDG—ME | - OBEHTELHRAESN S — B GERNE
H4 K54 | fromHABP/VABP clinical trials : BIZRBROMEEEICMA T, UTORE | E(IMR LULTOREZH-TEEZR
VEEBAR - Patients who have known or suspected Em-TEEERNT S, T3,
community-acquired bacterial 1) AEMMAOBREDOHDEE, 1= OHEEMROBEEDOHDEBEE, L.
pneumonia or viral pneumonia ZL. COPD MDEZEILES LA COPD M EFE XS L ALY,
- Patients who have received effective A QIfiNANE-DHEEDESE. HDHLIE
antibacterial  drug  therapy  for 2)MEANE-LHEEDEEXILM flICERREOERESENHLEE
HABP/VABP for a continuous duration of ICERMOEUESENHLEE QEMMIRMIAE. AIDS, —2—FEVRF
more than 24 hours during the previous FEHMIRHE. AIDS, —Z2—F > A% (BBULBIET) EEMERMEER (5F
72 hours (see section III.B.8., Prior AF A% (FWMIED) | FH WML EL)DEE
Antibacterial Drug Therapy). Hf#E GRUOVEILET)DEE OFBIEH S VITMEMHFICHE TR
PRt R section I11.B.8., Prior Antibacterial Drug HFEBRAEX(TMEH#ZFICEES ExRELL, BYLRRERICE,
HA4 K54 Therapy &£ ¥ FEVWELL, BULARERE Mhod . INHEEAMEA 2 BRI E
VEREKAZE | ¢ Prior therapy can have important LTWAIZEhhbh 5T, IRFEL <90mmHg #R9 &5 a v IREE
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(January 2012)

(May 2014) Section3.2.3 HAP and VAP
(=) consequences for a clinical trial. mEAH 2 B Ll E<90mmHg Z 7R NEE
Specifically, prior antibacterial drug FTE3HBavIIREDESE OFEERENDHY . BNOEENLAERE
therapy could obscure true treatment SERRENHY. ENMOLHMLE EFNELTHEE. HDHIVIEZTDEL
differences between an investigational BEBEVELTEHIEERIEIZTOD DHHEE
drug and the control drug, introducing bias SROOHLIEE ©REIMFIFZ & 2 1B RENFIE
toward a finding of no difference between 6)4F R Bk #HY<1,000/mm3 D & S #; EEZTTWSEE
treatment groups. FHRERRAED BE BHE. AT FOLEEEEZITT
» However, a complete ban on all patients WHEE (L FvynyIcfiEL T,

who have received prior antibacterial 1 8 10mg ##BZ5%5) ##Ha#AN
therapy also could have adverse BBEEERTO4 FOFERKRE TR
consequences. Specifically, certain trial BMETSCENDETH S,
sites may decline to participate in the @B EAY<1,000/mm3 D & 5 HiFdh
clinical trial because of concerns that trial BRADEDBE
treatment would not represent standard of
care and would place patients at risk.

i On-therapy, end-of-therapy visits (at approximately 7 to 14 days following completion of antibacterial therapy) should be considered as evaluation timing. Day 28 can be added

MBS as needed.

protocol &
(5, BERTE (BERT 7~14 B%), BEALKR2BEZMATE LUV.]

{5 A - On-therapy and end-of-therapy visits - Primary endpoint: Clinical outcome at | - %5818 3 H#% (Day 3)

HIFEHEE - Visits after completion of therapy a TOC visit approximately 7-14 days | - #&5# TH# End of Treatment

- At approximately 7 to 14 days
following completion of antibacterial
therapy

- Mortality should be assessed,
including a mortality assessment at
day 28.

after the last possible day of treatment

- The secondary endpoints should

include all-cause mortality (e.g. deaths
that occur up to day 28 post-
randomization)

(HFE#RTEH~7 B)
SBEHIER  Test of Cure
(BE5#87T 7~10 A1) : TELET

i3t R M)
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(May 2014) Section3.2.3 HAP and VAP
5 HAR/EE | 10.Trial Procedures and Timing of | Primary analysis Dt % & 3 VIZROEE | « 58 « 5 HAR
{0 B A/ 360 B Assessments L ¥ BHY - RBEEOHMEICE L TRETRE MBEEOBEMEICE L TRETRE
$I5E D BEHA a. Entry visit Clinical outcome documented at a TOC - —RRROIZIE 7~14 B - —RERICIE 7 B, EERLA SN,
4 ES54 At the entry visit, sponsors should collect | visit timed from randomization so that it | « FFfiBFEA NEENEHICERLDDOH D LHIE
A GEASES] baseline demographics, clinical | occurs within a window of approximately BB SEBREART 2 LD SNBEEIERE 14 B

information,  sputum  specimen  for

evaluation and culture, and baseline
laboratory tests, as appropriate.

b. On-therapy and end-of-therapy visits
Patients should be evaluated during
therapy and at the end of prescribed
therapy. and laboratory
assessments for safety should be

performed as appropriate.

Clinical

c. Visits after completion of therapy
At approximately 7 to 14 days following
completion of antibacterial
patients should be
continued clinical response or resolution

therapy,
evaluated for

of HABP/VABP, as well as safety
evaluations.  Mortality  should be
assessed, including a  mortality

assessment at day 28.

7-14 days after the last possible day of

treatment would be an acceptable
primary endpoint. The secondary
endpoints should include all-cause

mortality (e.g. deaths that occur up to
day 28 post-randomization) and the
patients  that
discharged from hospital within a pre-

proportions  of are

specified post-randomization follow-up
period.

BEMEEEL. BERT 7~10
B#&OAREEIE (Test of cure :
TOC) #XZEFHIER (primary
endpoint) &9 3%,

- {558k 3 B (Day 3) :
BEOBEOAITERET 5. B
HERNRZHET HHEEITE
£ E5Rh 3 BEROERK - #izR U
ERFR - EBRRREEZORES
Flid %,

- % 5#TH Endof Treatment
(HZE58RTH~7 B) :
BERTHOENE,. Z2%
ST 5, BRI RIARE - &K
EICL>THEDHHMLIATHA
BRERTIIEIZEH. COBHIC
ERTIEEETHET S,

- AEHIER  Test of Cure
(547 7~10 B) :

BE, MATEESHRT 7~10
B&ICEHEZITS. CORHZEE
EFHMERAET S,

- BGEREEEICAWVWS Z LD TE SR/
MIZDWWTIE, AR T SMEEDCHE
[CHRWVRET B,

o ET{EEFHA

- FEFFEORIERE. #EILZEOT
(End of Treatment) T&H>=H. FDA
HAFUR (2012 FELH8F) IZHWVTO
C (Testofcure) &L. WERDEOT
HBHNITOCHH 1~2 BEDIE
MEAEHE L EFMBECFRICELC
THRET S,

- IhFETRHLLOIATER “B5 3 B
Pl (REARSETME)” %I &e L
f=o

- B RIRRDGE L HRAERNDAE
Y AEBRRRBRDIGE(CH T T, 5l
BriA & AR EE S

- RERER B 1% 42~72 BERE

- SAEER THE: (EOT : End of Treatment)

- SREHIER (TOC : Test of Cure)
(RERE®R SR THR5~10 H)
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FEFTMHEE
Master
protocol 3

Clinical outcome at TOC (approximately 7-14 days after the last possible day of treatment)

[TOC (%5 T 7~14 Bi2) DOEEKRE]

FEFERE
HBHE

Primary endpoint: Clinical outcome at a TOC
visit approximately 7-14 days after the last
possible day of treatment

‘5T 7~10 BEDABHE (Test
of cure: TOC) Z X EFFHiIEH (primary
endpoint) &9 %,

FEFNERE
HAFESAY
EERE

 Before the introduction of antibacterial
drug therapy, mortality rates among
untreated patients who had pneumonia
and comorbid conditions (e.g., patients
older than 60 years of age) exceeded
who had pneumonia and comorbid
conditions (e.g., patients older than 60
years of age) exceeded rates among
patients who did not receive effective
antibacterial drug treatment also
exceeded 50 rates among patients who
did not receive effective antibacterial
drug treatment also exceeded 50 the
all-cause mortality rate was 52
percent).

Sponsors should select one of the

following two primary efficacy
endpoints for clinical trials:
A primary endpoint based on

survival: all-cause mortality can be
evaluated at a fixed time point at any
time between day 14 and day 28 .

A primary endpoint based on survival
and no disease-related complications:

Clinical outcome documented at a TOC visit
timed from randomization so that it occurs
within a window of approximately 7-14 days
after the last possible day of treatment would
be an acceptable primary endpoint.

XEEFTEEE BIRFFMHEIBEE 4 ED
BEEIEE L, FHEAZEE LT, BREKRS
REMEMEMDIROREEH Y
* 2 5RHtR 3 HIZDERKRME -

- R 5 RRAIND 3 BEETOEREK
fEIK. KR, CRP. RUERE 5
R (FREFIDOH) DHEBED
LT, BRERZEREFR IRTI
BRERETAEE (BEZhR) | DERRIR
FIEEEICEML THES b,

HBERTHOBKME (End of
treatment) :

- BESRRAIMASERERTE (Pib
BY) ETOEK-FTR. REFR.
RUMEE®G (FREFDOH) D
#HEL LIZ, BRIEEREESR

TR T 1EREREFEE (BF2hR) 1 @
ERERV R FIEELE(ZEW L THE
ERN

AMYIERDO A MMM (Test of
cure) :

-EBE., MATIHIRSHRT 7~10 B
BOABEFHIERFOERK - TROH#
%. B - BROAE. RBRE
FEREOEEZZL LIC. BREE

« SARHIE (TOC) (XEEHM)
OB
EOT B%IZ, fEIK - AR - MOEBERAVH
KHHINIHEL, TOR BEX-FB
BHE <, REOMBEARE (UT,
BUEELKT) NTFETH-=5BE
QRELT :
fEIK - TR - B EGLATEH ST

ELIBAET, #RMEEZLELL
=155
QHIETHE

THROEEOWLWTIMNIZERLT D56
a. AEYIERFISRENZWGE, E
K- FTROBHRARIMLTWVNSEES
b. X8, AMEkE-ILX CRP DELD
FREAED, RERBLSICHELERLH
555

c. K -FTRDBERH B LIEHELER
Honth, BEHIERE TIIHERE
BLNIH L THEE (£5K%5) A
BE5SN-5E
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FEFERE

il O R

RS
(#E)

all-cause mortality or disease-related
complications (e.g., development of
empyema; onset of acute respiratory
distress syndrome; other
complications) can be evaluated at a
fixed time point at any time between
day 14 and day 28. Sponsors should
discuss with the FDA the disease-
related complications in advance of
trial initiation.

In general, the primary efficacy
analysis should be based on a
comparison of the proportions of
patients achieving the primary
endpoint at a fixed time point.

PEOEPEIRT 1 BRREHME (5
ZhR) | DBRERBNRFIE R I HEHL
LTHEYS %

s MEMFHIHR

RBRREIA D RERTRRUA
BHERICETORRBFOHEREL
Y, KHA K54 D& 15 [
YR ICERL THAE
MZHINREHIET B,

WYL -—EEULOE#HZL -
TREBELERT 5 LIFBEYT
[T, > T, ADAKRE. BF
DIRER VERIEBEN S HRE
HOREICTABLGHEREED. &
BHICHET 5,

s MEMFHHR
FWEMZHIGRRN L RE-EIMED

%, RAlE L TREERERT
B - ARHIERICH (T 50 RSB
RIZESRABFDHEED o HI T
ERH

- WAEMZHHROHEREL LTR

RAYREEBZRET ILEND
60

HESNSRAREC EITHERR TR

(EQT) &L WAEHER (TOC).
HEIZH CTEMFHER (LTFU :
long-term follow up) [Z$¥IEF %,

- EVIRET OB RA S HEMFHIRR

DHIFEE., THK L, THEEHEEK] 7
). THEERR BE U THIETEE]
THHEidT 2 EMNEFELL,

FHERE CEICHMAEMFHMHR EH

ET 5N, CDIFE. BHERED
EZEL. BEICHELT TEXREL
BEU TEHERE] G EDHEZFF
ATtEs,
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Bl RE HIEE
Master
protocol &

Days spent in the hospital
(BEALLZEOARBE)

B REF(EIR B
HBHE

Days spent in the hospital

Proportions of patients that are discharged
from hospital within a pre-specified post-
randomization follow-up period

B REF(EIR B
HAFESAY
EGLASES

e Secondary endpoints can include the
following: (1) an assessment of
resolution of signs and symptoms of
HABP/VABP at approximately 7 to 14
days after the completion of
antibacterial drug treatment; (2) days
spent in the hospital; and (3) days
spent on mechanical ventilation (for
VABP and ventilated-HABP patients).

The secondary endpoints should include
all-cause mortality (e.g. deaths that occur
up to day 28 post-randomization) and the
proportions of patients that are discharged
from hospital within a pre-specified post-
randomization follow-up period.

- EAERRPEOERIMEREC & DR
EICX T HRAZTITSHEEIE. BIREF
i@ 8 (secondary endpoint) H 518 5
NEEBRABEICHDZ I EHDHLL
LY,

o SRR THEF (EOT)

A% : TEHRD azHzL, S5I2bFE
fzlE conwdFhhzs1=L, &%
YDEEICELELN LGS

a. f#OAERK - TERDERH DL IEH

E3
- BB, R, EBHE (2 MK, ¥
LR, E MRS ETHET
%,
b. EEBICHETEITXTOEERF
BAHELAHDIVEIREERALDOR
3
FEEOLMNY EREERECLT
HIET B,
c. REFMMAEMNHEEXHD N IHE
* WBC 9,000/mm3 LA TADHESL L
CIECRPREEMNSDETONT
nhza#H-L, BLE-EENG
Wié&,
o %5 3 H%E
%5 3 A DRKRME (RHENFLME)
DEMPIDOEEE, %53 BEICELL
WEZAHES (4 BRLUBOEZRER
T - MG ISERR) L5, FHMEEE
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Bl RE HIAE 1%, EOT &Ml & m CEHEREZA LS C
HLEZ1Y LEv 5, b TREBEDREDY I,
REERE TREAEMRGL) ERBT S,
(#\=)
Comparative | Non-inferiority study is acceptable. Open label non-controlled study should be acceptable.
study DRE | GEHUHBRLHT, FERFABRHRRLZHTANSGILEEET D)
%
Master
protocol &
Comparative | A showing of superiority to a control drug | Non-inferiority study designs are acceptable | JFEMRIEBRER L HE (LERABRD
study MWE | in the treatment of HABP/VABP is HEERE L TIEFBES G NEELGEE
13 readily interpretable as evidence of PHBRAR TIIRENEHELFDER
HIBHIF effectiveness. Noninferiority trials are %)

also interpretable and acceptable as
evidence of effectiveness in the
treatment of HABP/VABP.

Comparative
study DKE
3

4 F
#R

4

onp d_
]

L)

A. General Considerations 3. Efficacy
Considerations & V)

* A showing of superiority to a control
drug in the treatment of HABP/VABP is
readily interpretable as evidence of
effectiveness. Noninferiority trials are
also interpretable and acceptable as
evidence of effectiveness in the
treatment of HABP/VABP (see the
Appendix).

* A single adequate and well-controlled
trial evidence of

can provide

effectiveness. Sponsors should

% EMA Guideline on the evaluation of
medicinal products indicated for treatment
of bacterial infections. (15December 2011)
[CEEEsh, REEBICRHEIN-IDEA
Lo

A Addendum 2. Scope [ZRDEE&EHY ,
Indications
study designs are acceptable

This section considers five commonly

for which non-inferiority

sought indications that are supported by
studies that demonstrate non-inferiority of
the test regimen to an appropriate reference
regimen.

FMHERBRICEITH2BEZHEICLUTO

RHEHY,

¢ 1.21. S UF LIELEEER
—RRICIL, TRl 2 R ICERPRHE 2R
RiE-HAERAVT, BULxREL
DFELHEDL LLITBEBEERIT S

SEMNKHEND,

AR EEDHFRIFEBHIETE R
ROAEDRFHGBENEVRY (.
MErEMICESHES L IXEMEE
BRI LBAEPBMERETSH LN
WETHD

» 1.2.2. FERIERTIBEER (—ARERRE

XRTI £EEHBEOEMIEER
ICUTORELH S

- (FIMHBKRREETIE) FEI SEINE
D3 LEREMBEERERNRE LI-BE
RAEEOLERRE . TOMDIFR
BRLEERNRE LIEBRRERAT
b, —RBIC. LEBERER TS
REMRICEREEZAEZHOTEY
BRBELOESLSHESL L IXEBKEE
RITHEMNRDOEND,

HERnE
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Comparative
study DWHE
3

discuss with the FDA the independent
confirmation that would be used to
support the findings from a single trial

AL F314> in HABP/VABP (e.g., the results of a
LA SES trial in another infectious disease
(#\=) indication).

Comparator | The active comparator drug should

reflect the current standard of care for the
treatment of HABP/VABP. When
evaluating the current standard of care,
we consider the recommendations by
authoritative (e.q,,
American Thoracic Society, Infectious

scientific  bodies
Diseases Society of America) based on
clinical reliable

information that reflects current clinical

evidence and other

practice.

B%)
HEHBOMFAES & L TIEFBES AL
EEGEECLEAR TRIEN RS
BHERLEREFLRHREL, JYRBLEW
MFRBRRBECHT AR VTS
MEHERISIEEBNET D, EE
Bl AGEERRICERAEZA L
BREZT5868H. CORBROHBTIT
HhdENH D, FERIEAMHAR
TIXEIETMDIER & 5 D REMNER
EENTWEW =, dRET HFER
HRBREICHTIAMENBRELT
DEFIEZBEDBRKRABRKEN @&
RICERET D EMNEFELLY,

LT —D
b
Master

protocol &

Selection of a non-inferiority margin should be discussed with regularly agencies.

(ELEY—D U DREIX. HERFBRTICRHELRBICHEAT D)

FHEv—T

.

~

HEER

7L
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FHtv—v

v

The historical data support the

appropriateness of noninferiority trials for

e The

suggested
should not exceed -12.5% in studies

non-inferiority margin

FEEE L

HERDRER & BITDFRIZDOLTIL,
HERBAIRRTICRE T A2 &, HEDE

54 K54 > | the HABP/VABP indication (see the | confined to VAP or HAP or including both BN EEBICENH D E LIZHEIC
RERE Appendix). For example, using a survival | HAP and VAP patients. X, TOEEZH/RET DO+ LER
endpoint, a noninferiority margin of 10 HhzETEHZ &,
percent can be supported by the
historical evidence, which supports a
reduction in mortality by effective therapy
of about 20 percent. A 10 percent
noninferiority =~ margin  supports a
preservation of a meaningful fraction of
that effect. Sponsors should discuss with
the FDA the selection of a noninferiority
margin greater than 10 percent.
EATE Sample size should be discussed with regularly agencies.
Master GEBISITIRFN LD EHEHT 5.)
protocol &
a5 % L
FHEER
S (451 2% B.Specific Efficacy Trial Considerations BB ROITEH Y. o HE|ZHELL
4 K54 > | 11. Statistical Considerations c. Sample 3.1. EEERIAER
Eammm | 578 Considerations &Y c B4 DRERI=H 15 BEIMI= DT

*In one example of a sample size
calculation, approximately 268 patients
per group is estimated for the ITT
analysis population based on the rate of
all-cause mortality of 15 percent in the
control group and a noninferiority

margin of 10 percent. The trial will rule

(X, RfEAIREMFZEZR L. MITH
EAEEMERMFRESHBLARL
LT, RET D EMNHE SN D,
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EEAE 5 2% (#E
&)

out a greater than 10 percent inferiority
of the investigational drug to control
drug (an upper bound of the two-sided
95 percent confidence interval for the
difference in the rates of all-cause
mortality of the control drug minus the
investigational drug).

A General Considerations 4. Safety
Considerations & Y
In  general, we
preapproval  safety
approximately 500 patients. If the same

recommend a
database  of

or greater dose and duration of therapy
for treatment of HABP/VABP were used
in clinical trials for other infectious
safety
information from those clinical trials can

disease indications, the
be part of the overall preapproval safety
database. For new drugs that have an
important clinical benefit compared to
existing smaller
preapproval safety database may be
sufficient. Sponsors should discuss with

therapies, a

the FDA the appropriate size of the
preapproval safety database during
clinical development.
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S—ry k Acute Bacterial Skin and Skin Skin and soft tissue infections &Eﬂﬁﬁﬁiﬁﬁfﬁﬁzj$fﬁﬂ%w—
7 Structure Infections (ABSSSI) (SSTI) PRTETE B 8 R4 a Mm%;& -
WNEREM : | [HREE]
Master - BERKR. A, ME. BE. FIRE. RBBRELT 5.

protocol (%)

(HREHE] :

S. pyogenes/L U HHRER. S. aureus (MRSA &), KBBE. JLIPISER. ToTFANI2A—R. KBE. NV TOATRARE/JT5 L
BEMHE. RIX LT bavhRET S,

HRER : K | [HRHEB] : cellulitis/erysipelas | [MRHERB] : Acceptable types of | [MRER] : REMREREE | [HRER]: G- RIERUF
BEEIF (¥ 5 2¢//3%) , wound infection (&l | infection for study include | E HBlSE D — Rk
B F) |, and major cutaneous | cellulitis (¥ %) ,erysipelas (4
abscess (HISIRE) #) , wound infections (traumatic | [XMREHE]: 7 FHORER. L | [HRERE]: 7 FHORER. X
(84%) orpost-surgical (i) ) | Vo HHERF BE. VJLIPISE. TUT
[ x & & & ] : Streptococcus | and major abscesses. anNss—Rg. RB&E. N7 T
pyogenes and Staphylococcus A TRAESF
aureus including  methicillin- | [RREFHE] :
resistant S. aureus. Less common
causes include other
Streptococcus species,
Enterococcus faecalis, or Gram-
negative bacteria.
HKEDTEE/ | BACKGROUND &Y Patient selection criteria & Y HHRER : WRES :
¥&EM : 7 | Common bacterial pathogens causing | Acceptable types of infection for | JRFETER EREE M5 - BERUFHEIZED R
14 K54 V8 | ABSSSI are study include cellulitis (B & %) | R
BARE erysipelas (&) , wound infections | R EFE :

BACKGROUND & Y
ABSSSI include cellulitis/erysipelas

(traumatic (B4) or post-surgical (fif
#) ) and major abscesses. The

T FOB%ER. LUYKERS

HREE
JFOKER. XB&E. VL7

1
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Acute Bacterial Skin and Skin
Structure Infections (ABSSSI)

Skin and soft tissue infections
(SSTI)

B E R s R

REER R BRAE

MG - RERUVFHAIFO=
P ES

(4B K/F13) , wound infection (&l
&) | and major cutaneous abscess

(KIEE%E) and have a minimum
lesion surface area of approximately
75 cm?.

DEVELOPMENT

PROGRAM/General

Considerations/Definitions of

Acute Bacterial Skin and Skin

Structure Infection & Y

1) Cellulitis/erysipelas (# & %/
%) : A diffuse skin infection
characterized by spreading areas
of redness, edema, and/or
induration

2) Wound infection (BI&%#) : An
infection characterized by
purulent drainage from a wound
with surrounding redness,
edema, and/or induration

3) Major cutaneous abscess (FE&
%) : Aninfection characterized
by a collection of pus within the
dermis or deeper that is
accompanied by redness,
edema, and/or induration.

extent of the infection should be
documented, taking into account that
the acute infection may surround a
chronic lesion (e.g. a varicose ulcer)
that will likely remain unchanged by
systemic antibacterial therapy. A
minimum area affected (e.g. area of
erythema (#IBf) , wound dimensions
(BlDKZEX) ) or estimated size of
abscess should be stated in the
protocol. A minimum area affected
(e.g. area of erythema, wound
dimensions) or estimated size of
abscess should be stated in the
protocol.
The proportion of patients enrolled
with abscess should be limited (e.g.
up to approximately 30% of the total
patients) and the protocol should
specify a time window within which
drainage should occur.
Patients should demonstrate a
protocol-defined minimum number of
signs and symptoms associated with
an ongoing acute infectious process.

VISR, IVTANYZ—
B. #BHE. XTrX LT K
AvHARRE. NI TRATRRE
*
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B—ify Acute Bacterial Skin and Skin Skin and soft tissue infections &Eﬂﬁﬁﬁﬁiﬁﬁtfﬁ&zjifﬁﬂ%w—
7 Structure Infections (ABSSSI) (SSTI) PRI BT 8 R = "Mm@% -
BREE . | BRERICOVLTIE, RRFDAAKRRET S 72cm? LT 345, AREBEICRRERFE CSPICRBLAKT S ETEALT B,
Master

protocol (%)

BIREHE . H#
BEIE

BEE. S5, AIRRE. KBRS

R, FE. MM, RARE,
L

BR%. As

ME. RE. BIRR

BINEAE : #
1 K548
HAE

BACKGROUND &Y

ABSSSI include cellulitis/erysipelas
(¥ E X/F1%) , wound infection, and

major cutaneous abscess (K EIEE)

and have a minimum lesion surface

area of approximately 75 cm? .

DEVELOPMENT
PROGRAM/Specific Efficacy Trial
Considerations/Clinical Trial
Designs, Populations, and Entry
Criteria & Y

The clinical trial population for efficacy
trials should include male and female
patients with a mixture of the ABSSSI
disease entities (e.g.,
cellulitis/erysipelas, wound infection,
major cutaneous abscess) described
in section 1ll.A.1., Definitions of Acute
Bacterial Skin and Skin Structure
Infection. Because surgical incision

If patients with infected burns are to
be enrolled the maximum extent and
thickness should be specified in the
inclusion criteria and the protocol
should set a limit on the proportion of
patients with burns that are enrolled.
It is preferred that efficacy in patients
with diabetic foot infections is
evaluated in separate dedicated
studies.

1) %75, ER. BRESFOR
FAEKA BRI B E

2) 2BMBREMR Tafkid
(M 7E:E>37°C). b.A Mk
(>EHEE. <EEE).
c.CRP (CIE&HE) ] DA%k
KEH1D2F2FTHEE

BRFAR (a.FFF. b.BRE/IE
. C.iKEN. d.BRTEARL. e fEAR
IEfE. LERARE®R) D 6I1ER
D56, 2 BEULEZRES.
NIZMAEBMEREMR la.
KB (HE:E>37°C). b.AMmEk

(>IEE{E. <IE&{E).c.CRP (>
EEE) ] OLGECEL 1 OF
59 58F
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(&1 B ) and drainage might
influence treatment outcomes among
patients with major cutaneous
abscesses, patients with major
cutaneous abscesses should not
comprise (& @) more than 30
percent of the clinical trial population.

B ot 2
Master
protocol ()

- ARE. (MEN) Bk, EREBRUBRENBO TERTHEROBRKRFMICES VMRS, MEHELURBPHEREZLRET D
ERCERERBREZRT HIBEIRNT 5,
- FDA [ZHELBEARERMIZERN T 5,
- BERER SFMATIC ABSSSI Df=®(Z 24 BEULOFERHTRERZEZFERAL TLWIEE, TOBEZRNT S,

BRoVEZE : K
EER

BEEse. BiniE R % BRE%. MUMAETERIET 2. HEDSF | FRE%. BfiR, EREABRUBRIENBO TERTHEROE
MEFUEREZFMNERZLELT S | KEESESSLES : BX
ERGREBREEZERILEELE




FREREERH A FS 4 2 (REREBEMBREE/SSS) ERR ()

Al S

FDA H4 &> X (Oct. 2013)

EMA Guideline
(Addendum ; Oct.2013)

REROBKIEAEICET I2H1 FS14 Y
(FERE 29 £ 10 A 23 BftIT REREER 1023 85F 3 8)

S—ry k Acute Bacterial Skin and Skin Skin and soft tissue infections &Eﬂﬁﬁﬁiﬁﬁfﬁ&zj$fﬁ§u%w—
Structure Infections (ABSSSI) (SSTI) PRI BT 8 R = "Mm@% -

Bx5 & # . /| DEVELOPMENT Patients with suspected (£:LY) or | 1) B, BREUEHROEH

4 K54 Ui | PROGRAM/Specific Efficacy Trial | confirmed (F#:2) osteomyelitis (F | 2) EMRETIREMEINLEVEGS

HAE Considerations/General Exclusion | 8#%) orseptic arthritis (BXMEMERS | 3) LML ES
Criteria & ¥ g1 % ) and those with severe | 4) EREBRUBREEINEBOH CEECTHEEDERKEFMIES
Recommended general exclusion | necrotizing infections that require HWMES

criteria include the following:
Patients with medical conditions
that would alter the interpretation
() of a primary endpoint
(e.g., patients with neutropenia)
Patients with suspected or
confirmed osteomyelitis (‘B&&4)
Patients with suspected or
confirmed septic arthritis (Bt JE
PERE &I 2¢)
Patients who have received more
than 24 hours of effective
antibacterial drug therapy for
treatment of the current episode
of ABSSSI (see section 1l1.B.4.,
Prior Antibacterial Drug Therapy)

Antibacterial Drug Therapy & Y

Ideally, patients enrolled in an
ABSSSI clinical trial would not have
received prior antibacterial drug
therapy because such therapy can
have a number of potential

specific surgical and pharmacological
management should be excluded.
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consequences for a clinical trial. Prior

antibacterial drug therapy could:
Obscure any potential treatment
differences between an
investigational drug and control
drug and therefore bias toward a
finding of no difference (i.e., a
bias toward noninferiority)
Influence the evaluation of
efficacy findings based on an
endpoint earlier in therapy (48 to
72 hours)

DEVELOPMENT

PROGRAM/Specific Efficacy Trial

Considerations/Prior

However, a complete ban on prior

antibacterial therapy could have

adverse consequences, including
Exclusion of all patients who
received prompt administration
of antibacterial drug therapy
because of the severity of their
disease could result in a patient
population with lesser severity of
illness and greater potential for
spontaneous  recovery; trial
results could therefore be biased
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toward a finding of no difference
between treatment groups (i.e., a
bias toward noninferiority)
Certain trial sites may not
participate in the clinical trial
because of concerns regarding
standard-of-care treatment.

A pragmatic approach to these
concerns is to: (1) encourage prompt
enrollment procedures so that
patients can receive the clinical trial
treatment initially, with no need for
other antibacterial drug therapy; and
(2) allow enrollment of some patients
who have received a single dose of a
short-acting antibacterial drug within
24 hours of enrollment (e.g., ideally
there would be few such patients, and
they could be limited to 25 percent of
the patient population). This would
allow patients in the trial to receive
prompt antibacterial drug therapy if
that was clinically necessary,
consistent with the standard of care.
The results in the subgroup of
patients (i.e., the majority of patients)
who did not receive prior effective
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antibacterial drug therapy will be
important to evaluate and the primary
analysis can be stratified by prior
therapy to assess the consistency of
the results across the two subgroups
(i.e., patients who received prior
therapy and those who did not receive
prior therapy).

There are other circumstances in

which patients who received prior

antibacterial drug therapy can be

eligible for clinical trial entry

- Objective  documentation of
clinical progression of ABSSSI
while on antibacterial drug
therapy (i.e., not by patient
history alone)
The patient received an
antibacterial drug for surgical
prophylaxis and subsequently
develops ABSSSI

DEVELOPMENT
PROGRAM/Specific Efficacy Trial
Considerations/Concurrent
Antibacterial Drug Therapy & Y
Ideally, concurrent antibacterial drug
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therapy should be avoided. However,
certain patients with ABSSSI could
receive additional empirical
antibacterial drug treatment,
preferably treatment that has no
overlapping antibacterial activity with
the investigational drug. For example,
a patient who has a new diagnosis of
ABSSSI while in the hospital (e.g.,
wound infection) might require
empirical antibacterial drug therapy
that treats both Gram-positive and
Gram-negative bacterial pathogens;
such a patient could enroll in a trial for
an investigational drug that has only
Gram-positive antibacterial activity,
provided that the concurrent empirical
antibacterial drug for Gram-negative
treatment does not have overlapping
Gram-positive antibacterial activity
with the investigational drug.

DEVELOPMENT
PROGRAM/Specific Efficacy Trial
Considerations/Adjunctive
Therapy & Y

The following adjunctive therapy is
often used in ABSSSI treatment:
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Daily dressing changes

Use of topical solutions including

nonspecific antimicrobial drugs

such as povidoneiodine

Debridement

Hyperbaric oxygen treatments

Surgical interventions planned at

the initiation of treatment
Sponsors should specify which
adjunctive therapies are to be
permitted in the clinical trials. With
proper blinding and randomization,
both the investigational drug group
and control group should have
comparable use of these adjunctive
therapies. Sponsors should analyze
the clinical outcomes stratified by the
presence or absence of adjunctive
therapies (e.g., daily debridement).
Topical treatments with specific
antibacterial activity should not be
used as adjunctive therapy in ABSSSI
clinical trials.

10




Al S

FREREERH A FS 4 2 (REREBEMBREE/SSS) ERR ()

FDA H4 &> X (Oct. 2013)

EMA Guideline
(Addendum ; Oct.2013)

REROBKIEAEICET I2H1 FS14 Y
(FERE 29 £ 10 A 23 BftIT REREER 1023 85F 3 8)

S—ry k Acute Bacterial Skin and Skin Skin and soft tissue infections &Eﬂﬁﬁﬁiﬁﬁfﬁﬁzj$fﬁﬂ%w—
7 Structure Infections (ABSSSI) (SSTI) PRI BT 8 R = "Mm@% -
REfEER : | -TOC: NaRRTHAD 7-14 Bl LRET D
Master  EOT : FDA H'E#& ¥ % 48-72h] LEHT D

protocol (%)

FE@AFHA - & | TOC:7-14 day TOC: 7-14 day TOC: 7-14 day

BEIE

% 5 %1 R /58 | DEVELOPMENT Primary analysis BERME - 5%

{fi B 3/ %h B | PROGRAM/Specific Efficacy Trial | Clinical outcome documented at a | R 5 2. k5MMR. REHBICOVNTIE, BERLKLS LT 54
$IFEDEH : | Considerations/Efficacy Endpoints | test of cure (TOC) visit timed from | FiBEZEDFBIZHELVRET 5, REIE LT, 2L ELRID 3
514 K54 > | and Timing of Assessments & Y randomization so that it occurs within | B [EHBZIMEE &R L TIRE LI-BEITEEMNROFIE LT
B AR ES - Primary efficacy endpoint of lesion | a window of approximately 7-14 days | g€& % %,

response at 48 to 72 hours

Clinical response should be based on
the percent reduction in the lesion
size at 48 to 72 hours compared to
baseline, measured in patients who
did not receive rescue therapy and
are alive. Secondary endpoint
considerations

Resolution of ABSSSI evaluated at 7
to 14 days after completion of therapy
should be a secondary endpoint.

DEVELOPMENT
PROGRAM/Specific Efficacy Trial
Considerations/Trial Procedures

after the last day of treatment would
be an acceptable primary endpoint.

SRR
5 BT : RS BIARICHS U TIE, 4 ANKEICH Uil
YEBBRETHE - LERRT 5.

11




Al S

FREREERH A FS 4 2 (REREBEMBREE/SSS) ERR ()

FDA H4 &> X (Oct. 2013)

EMA Guideline
(Addendum ; Oct.2013)

REROBKIEAEICET I2H1 FS14 Y
(FERE 29 £ 10 A 23 BftIT REREER 1023 85F 3 8)

A=y b

Acute Bacterial Skin and Skin
Structure Infections (ABSSSI)

and Timing of Assessments & Y
[Entry visit]

At this visit, sponsors should collect
appropriate demographic information,
history and physical examination
findings, lesion size measurements,
microbiological ~ specimens, and
safety laboratory tests.

[ On-therapy visit at approximately
48 to 72 hours]
At this visit, sponsors should evaluate
the lesion size in the same manner as
at the entry visit, as specified by the
protocol. Safety and laboratory tests,
as appropriate, should be evaluated.

[End-of-therapy visit])

At this visit, sponsors should evaluate
the lesion size in the same manner as
at the entry visit, as specified by the
protocol. Safety and laboratory tests,
as appropriate, should be evaluated.
Assessment of whether
discontinuation of antibacterial drug
therapy is appropriate also can be
made.

Skin and soft tissue infections
(SSTI)

B E R s R

. MG - RERUVFHAIFO=
REER R BRAE R

#5RtE 3 B (dayd) : % 5Rth 3 HROEBE(E, HE%E
BREICKDABBEDAIEERET H-DICEETHD. IE
K BIEROREAZDOOSNENERIZIX, BEDFEZ+H
[CZEL. BERARZPLELMONEEREICOYEZ S
&, ABRIBYEEMAEYICHIET 5,

#ERR 7 B% (day7) : #E54ME s HULIZERT 515
BIFRE/ME 7 BRIEEDPOBADHRZITS,

R 54 TH Endoftreatment (JR5#TH~2 B%) : H5#
THOEMNERUVREMHZFMET 5. . BEPLERXIE
BE-HEBICIYVAELYELLEVARTEREZRTTIHE
24, BERTHICERT 2EBHET 5,

BEFIERF Test of cure (&5#T 7~14 B#) : O
[ZHREENABBELE-NENEZHITET S,

HEEE -

fEAR - BT R : SMARHICHRE L-BRBICE UL TER. iR
DEEEITS5,
MEMZHRERADOIRER | RE5FBEICREME (BREE
fhsDBERER. BtE) ZEFEIML. @R, Eak
BEZTL., BRIMRBREERTIENEFELL, REK
BNGEE. BERMEECOVEIR—2 a3 DBKRICES
SNTWST=®, RELZBEICEH. R ITLUNOBE L AE
(8tR51%) ICTHRAZERT 5, £, BEIIRLTYT S
LEBEERT D,
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[After-therapy visit)
This visit should correspond to a visit
within a window of approximately 7 to
14 days after the last day of therapy.
Sponsors  should assess the
maintenance of clinical response and
any new safety effects or safety
laboratory tests, as appropriate, at
this visit. A day-28 all-cause mortality
assessment is recommended.
FEFMIE | - FDADEET S 48-72h (EOT))] TEEFMEL Z5EET 3.
B : Master
protocol ()
FEFMIE | HL
B : #EFE

13
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* Z 5 {fi I§ | DEVELOPMENT Primary analysis ERERZIR -
B : 4 K5 | PROGRAM/Specific Efficacy Trial | Clinical outcome documented at a | 1) &5#THEBOEKME (End of Treatment)
4 VEE#ASE | Considerations/Efficacy Endpoints | test of cure (TOC) visit timed from | x5 BERIMN SR SR TH - PItEBFEF TORERFTRED#E®LRZ L

and Timing of Assessments & Y
Primary efficacy endpoint of lesion
response at 48 to 72 hours

Clinical response should be based on
the percent reduction in the lesion
size at 48 to 72 hours compared to
baseline, measured in patients who
did not receive rescue therapy and
are alive. A clinical response in a
patient generally is defined as a
percent reduction in lesion size
greater than or equal to 20 percent
compared to baseline.® Alternative
metrics of lesion response should be
discussed with the FDA before
initiation of clinical trials.

randomization so that it occurs within
a window of approximately 7-14 days
after the last day of treatment would
be an acceptable primary endpoint.

EITHET B,
2) GAEHEROFEMEEFE (Test of Cure)
BEHERICUTOREI L YEDHHEEZITS.
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B : Master

protocol (%)

- FDA W\$dE 9 5 2 HEDEREETELFRFEMEHICED 5.
 EENZIRIZFIRFMER & L TE@ET 5.
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&l 2 % {fi 1§ | DEVELOPMENT E =
B : PROGRAM/Specific Efficacy Trial ™ N
., e . . . . B fEAK - BURDVE & LB RIEE
54 K54 > | Considerations/Efficacy Endpoints L TR - BIRAVER DS NEHEL . UENRKE
HEHAR and Timing of Assessments & Y (Cure) [CXT HMBAEICKDABENDEGREHIB L
Resolution of ABSSSI evaluated at B
7 14 f leti f N - _ ot -
to 14 days after completion o AEET - K - BEATERS SV EELLEEE
therapy should be a secondary -
endpoint. (Failure) - MFEEBEBERZEWICEMOMBEREEEZITS
Refinement of the clinical outcome 1-5E
assessments in ABSSSI trials (e.g.,  HEERICLYFELEES
lesion size measurements other than — - — . —— —
length times width) can be FIEREE : - BEHERITEREAGWG E, FEK - TR OER
considered.10 In addition, symptoms, NRIWLTWBI5E
including pain, caused by ABSSSI - ER - FRRDEE D AV IIHENEH SNT-HY.
[ I A o
can be important to evaluate BREHEREFTICHREBUNCH L THEER
(25%E5) 558
MEMEHBR :

BEFRIALBRERTRICETAREEDERELY .. AA/F
4 VD& 15 TMAEYFHIETRE] ISERL THES 5,

ELET—T
> : Master
protocol (%)

- 10%&9 3 (FDA/EMA IZH#S)

EEBT—T
v HEBEIE

10%

10%
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DEVELOPMENT
PROGRAM/Specific Efficacy Trial
Considerations/ Statistical
Considerations & Y

A noninferiority margin of 10 percent
for the primary efficacy endpoint
based on a reduction in lesion size at
48 to72 hours (defined in section
[11.B.7., Efficacy Endpoints and Timing
of Assessments) is supported by the
historical evidence (see the
Appendix).t? Sponsors should
discuss the selecton of a
noninferiority margin with the FDA in
advance of trial initiation, particularly
for a proposed margin of greater than
10 percent or for a margin using an
endpoint other than lesion response
based on the reduction in lesion size
(i.e., the proportion of patients
achieving at least a 20 percent
reduction in lesion size).

Primary analysis
The suggested non-inferiority margin
is -10%.

R
EHGL

T @ 1 £ -
Master
protocol ()

LUTFICOWTIZRENLE .
(5T 4 {5 %]

* FDA D3RS 28 700 ALLEDEEDHIABRET —IR—AOMBEHET I ESH (EMA/BEREZHALL)
- FDA D332 9 5 Ph2 8 T 60 HURIT/MREHICE T 5FEVBRARICOVWTRHT IR EZHET 50 ESH (EMA/BREFHALL)
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FREpI% - | AL
WHRIF
FEEFI% : /7 | DEVELOPMENT
4 K54 > & | PROGRAM/Specific Efficacy Trial
BRE Considerations/ Statistical

Considerations & Y

An estimate of the sample size for a
noninferiority trial with 11
randomization is approximately 310
patients per arm based on the
following assumptions: (1) the
noninferiority margin is selected at 10
percent; (2) the type I error is 0.05; (3)
the type Il error is 0.10 (90 percent
power); and (4) 80 percent of patients
achieve clinical success with the
comparator drug.

Safety Considerations :

In general, we recommend a
preapproval safety database of
approximately 700 patients or more. If
the same or greater dose and duration
of therapy for the treatment of
ABSSSI were used in clinical trials for
other infectious disease indications,
the safety information from those

18
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clinical trials can be part of the overall
preapproval safety database. For new
drugs that have an important clinical
benefit compared to existing
therapies, depending on the benefit
demonstrated, a smaller preapproval
safety database may be appropriate.
Sponsors  should discuss the
appropriate size of the preapproval
safety database with the FDA during
clinical development.

Specific Populations :

Sponsors  should discuss drug
development in the pediatric
populations as early as is feasible.
The Pediatric Research Equity Act
(PREA), as amended by the Food and
Drug Administration Safety and
Innovation Act, states that initial plans
for the conduct of pediatric studies
(referred to as an initial pediatric study
plan) shall be submitted to the FDA
before the date on which required
pediatric assessments are submitted
under PREA and no later than: (1) 60
days after the end-of-phase 2
meeting; or (2) such other time as

19
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may be agreed upon by the Secretary
and the applicant.3 In most situations,
the course of the disease and the
effects of therapy for ABSSSI are
sufficiently similar in the adult and
pediatric populations. Accordingly,
under those circumstances, adult
efficacy findings for drugs to treat
ABSSSI may be extrapolated to the
pediatric population. Pharmacokinetic
(PK) and safety studies should be
conducted to determine dosing in the
pediatric population that provides
exposure similar to exposure that is
effective in adults and safety
information at the identified dose(s).
Drug development programs should
include a sufficient number of geriatric
patients (e.g., older than 65 years of
age and older than 75 years of age) to
characterize safety and efficacy in this
population.'4

Comparative
study OWRHE
& : Master
protocol ()

PMDA [CER%ZFRET 5,
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Comparative
study OWHE
% BRI

TL

Comparative
study OWHE

¥ HA4KS
4 VEEEHARE

DEVELOPMENT
PROGRAM/General
Considerations/Efficacy
Considerations & Y

Noninferiority trials are interpretable
and acceptable to support approval of
a drug for an indication of the
treatment of ABSSSI. A showing of
superiority to an effective control is
also readily interpretable and would
be acceptable.

If an indication for the treatment of
ABSSSI is the sole indication for
which the drug has been, or is being,
developed, then two adequate and
well-controlled trials generally are
recommended to provide evidence of
effectiveness. A single adequate and
well-controlled trial supported by other
independent evidence, such as a trial
in another infectious disease
indication  (e.g., treatment of
community-acquired bacterial
pneumonia), could also provide

EMA Guideline on the evaluation of
medicinal products indicated for
treatment of bacterial infections.
(15December 2011)IZiE&Ei s, K E
BICRBIN-LDETAHL,
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evidence of effectiveness in the
treatment of ABSSSI.®2 Sponsors
should discuss with the FDA other
independent confirmation that would
be used to support the findings from a
single trial in ABSSSI.
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