249 1) 78 200mg
ICEEI H&EHM

REMICERH SNEFERICRIEMRVABZTOEERELTRAT S X
NERASHICRERITHIOTHY, ZHRFEHRZEZEEFRLUND
ZEMEMICRAT LS LEFTEFEA,
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1.5 EEXFERORERUVFHAXEDOREE

1.5.1 EEXEIERORZEE

SEANMPE B 23 SIS 2 — 5, B e Pt SEOBR IXAD B & 0, A (AMR)
HRITBRAOREL 72> T D, MHEREKGEICRTT 26070 FERO—21F, M7 8isibiE
HOEHiTHY, FHPIEEORREZREMBAICED, RERNEEZ T Z ENEFICEETH
%, ENTIE, 2014 FICHEERBEOLIENVEZFFZ T2 6 FRIBSVHEEIND 0L, FHPIEE
FARITBREOBE L LTIV MENRTWD DIBEEDOHIEICHIT - 6 Fa12S, 2014],

Clostridium difficile (C. difficile) 1%, BEt&M:27 7 LAGHEFRESEE TH Y, RN 3E
B AORRKEE LTHOLNTWD, EEEGCIE, HEtEERFEIBE, BsE, HEbE 2z
R T D7 EBFERRIRREL b 720 5 5, KEER THEREE L #— (CDC) TiE, 3474
U—EThRbmy A L2 LL OB O & 2MAEY) 120 EhTnws [CDC,2013],

C. difficile J&YSE (CDI) OFIERIUZDOWNT, KETIE, 2000~2008 4FIZH T, CDI EE N
2.3 1% (3.82 5 8.75 JERI/1000 iBFEEFE) (ZHML TR Y [#EH, 2016], F—1 v 3TlX, 2008
~2009 F-OFIA T, FAEFEN 4.1 EFI/1 T ABEEE/R &5 ST [FEH, 2016, ENTIE,
0.8~3.11 SEMI/1 I ABEEFE/H (&, 2016] &, RCKE g LTS ST\ % CDIFSSESRIZD
72UNA3, CDI & EYNZZMT S TWZRVEBINSFAET 5 & S TH Y [Mori et al, 2015], 5
B CDI BIERIT LV mWEeEx b D, £72, B 54EM (2011~20154) 7215 T, ENT
BHECDIDOT U b7 LA 7 R ST 5 [fElifh, 2016; HEAM, 2016; B, 2016; #74%, 2015;
VERRASEAN, 2014; PERESTEEAD, 2014; ZRAS, [MIRF, 2013; AETEE, BRI, 2012; $mAcftl, 2012],

CDI B#SE T 3RE, I —nr v /3T 88% [#EH,2016], CDIF&JEM% 30 H AN DL =T, BK
KZ N 9%~38% & DENH D [Mitchell & Gardner, 2012], [EIPN O CDI 4% 30 H AN D
I HIT 6.9%~15.1% [Mori et al, 2015; Honda et al, 2014; Takahashi et al, 2014] & #45 S Tu
%, CDIEBE O RIE, MENZHEVENT 5 Z E08HE S TE Y [Miller et al, 2010], EHND
75 LA ISR B3 Y A7 3@\ [Takahashietal, 2014] Z & 2K F 2 5 &, A TRLEW
mE b (27.3%, 2016 4 ; NEIF) O BARIZEWT, CDLITELIZMEICRV G B 20
D

C. difficile DIXFEMNI72 VR 2 A 7" (RT) (X [E - Hdsk = &, 72 0BERIC L0 e 5, AT,
RTO18 D/yBEAERE 23 & <, RTOISIZ XL 27 7 b7 LA 7 Bt X T\ [#, 20151, RTO18 I,
binary toxin % PEAE L7218, toxin PEAEEDNZ Y, FREZR LTV, AL T W, (mRELS
TV, PIEEA~OEBIMERH D L Voo RHE R L, SlE CORENZ MG S TBY
[Barbanti & Spigaglia, 2016; Baldan et al, 2015], [EWN/CRIEL 72> T 5,

CDLIIHHEIEDHEHANRFHER L 72> TNDH Z L RZ N, ETHATOHEEREL T ILT5Z &
DHERERS N TS, L, BEEREMEREZGIFL TV 2 enE <, EROBKRIE T,
IO PN EEERGE 2, CDIEROPIEIE L LT, ENTIERA hr=4Y =L kN
NoasA TR, BKTIEINOLIZMR, 747X YA T UPRERINTN D, FRINERRR
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AEMBYESFS (ESCMID) OH A RZA > (2014 4£) [Debast et al, 2014] TiX, #IFEOIEHEIE
BIZIEA =Y —)b, FIROEEGNII AN a~v A, 1EE KO 2 EHLEORIICIE
NoawA I T7 4 XXV~ VoS TW D, KETIE, KERYIET S (IDSA)
DIEGeME THRIEIC T DA K7 A > (2017 &) [Shane etal, 2017] T C. difficile &Y<)iE (CDI)
DIRFRICER L, F1%8 - BR RO EEER O RBI 2 FH—BREEE LTARvav s vy, R E
LT74§%Y74VV BRI L L TR bu=F Y — RS TS, £72, 2018 4F
I[ZET 4072 IDSA R OCK[E EFRE 772 (SHEA) @ C. difficile \IZX3 570 A R4

[McDonald etal, 2018] TlX, FIHLOFHEH (1EH) ITE7 4 XXV~ KONy avw A v
URHER I TTWS, A b= — U EIRIERICBNT, NravAf RS S TnD D
ENHE SN TEY [Johnson etal, 2014], EIWEM & L THIMRRREERSY 2L 7 ¢ T LEERIS
EDEIR ERIE L 2o Tnd, Fie, i, KETIRESEMET, BN TG EsEo
C. difficile D3MEM L, 1EH T 2 A3 E S 40TV 5 [Snydman et al, 2015; Kelly & LaMont, 2008],
NravwA o0, KETESZEOK T NHE SN THY [Snydman etal, 2015], HATH £
TlEH DM, MEE RS TS [Igawaetal, 2016], /N> 2~ A 3 UMiPEGEE (VRE),
NyawA v UmtEsEea 7 RUERE (VRSA) SOMEL H Y, MOBYYERRLEO TN\va~
A COMIEERNFZOND L, Nra~va v ERHERENRD b, HREEREE LT
FIR S TWD, I HIT, FLEH AT FARRRIANZD, WM H A2 CDI OJRR & 72 0 155
Z L RIEF BN E~OEIENEN T &5 [Fekety, 19971, Mi3EH & HITHRENL <, RIGD
LN HD, BIECDHARRICH LARIZBW T EREN TS A =gy — Lo av s
T, FRIC OM®E% FERBNC T B0 72 iBHm R E AR LN TR 57, AMR EK
RFOBLRMNHIED <, ERIGIZEBW I 2IBEEIE A RO TV D

7 4 XXV~ A T E Dactylosporangium aurantiacum \Z 5 > CHEAE S FL, A RNA AR Y X T —
VIEERER T8I 7 ADHHEETHD, 748X/~ OREE LT, FLEAY
ML, IEHE e IENHIE R 2 #EL LIZ <\ 2 & [Tannock et al, 2010; Louie et al, 2009], ZffafE
AEPHES 5 Z & [Babakhani et al, 2012], FEMLIZEES L, HIROBEH K O toxin FEAEZ THIET 5
:k[ammamgm@,an@%%%ﬁﬁ,%ﬁ%T%@%ﬁ$%®CJﬁMwﬁ%mﬁﬁ,ﬂ
vawA e L TRE LA TS Z & [Housman et al, 20161, C. difficile |2 L D EREE1H Y%
B 5 Z & [Biswas etal, 2015], ZHXIZERINE W & [Watt et al, 2016; Gallagher et al, 2015]
NETFOEND, UbEXY, 74 7F%~A 0%, CDOIRHEEDOH -/l kL L CTER~DH
BOAHIFF SN TEY, BRTTZ 4 XY~ V2R ICEATHHRNERIIE N EBZ IO
Al

T4 EX YA, KET 201145 A2, BRINT 2011 4 12 A1 CDI ZiE)GE & L TR
i, 201842 HHIE, 55 DEEHUIKTERINL TS

1.5.2 BROERE
TAFF DR ORSEZ X 1.5- 1 KO 1.5-2 127,

7 AT T AR 3
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1.5.21 REBEICET HHER

T4 XA VRO EMERBRIC OV T, Wk 15 4 6 A 3 A FHEIREFEE 0603001 5

[ZEMRBRA A R 74 > oUE) 1c&S5%, 2] ) 7 &0 BREMRIERER, IHERER K OV Hi
R GREL, WL, JEMRE) 2980 L7z, RERARBRORER, KRIFFIT 36 @EH ML ETH T,

RURNTERMEOSEAI E LT T2 2 & & L, EWNHPFERA O RAIRR G R ORE TR OB %
Fffi UT-, BAIOLEMRERICOWTIE, R 154 6 H 3 BAIEIRERSE 0603001 522 &M
BRATA KT A4 L DBGEIZDOWNTY, WIS 9 45 A 28 HATSRSRSS 422 5 R M O Al
DHZEMRRATA K74 iconT) iciksE, 20 ] A &0 RSB, MdEEg o
R (R, W R OOVEIRES) 2 %80 U7z, RIIRAFRBRORER, AH1T 36 HH ML ETH -
7=

1.5.2.2 JERRIRICRET 55 5%

15221 EIFER

T4 L% A LD invito MAEYTEH T 0T 7 A VEWBNCT 570, 20 | A B 1E
FABEFEMRAT, PUEIEERBR A T o7, TO/RER, 744XV~ A VU ITMEDO RNA KR Y A 7 —F
IZd& D RNA A ZEL, ZTOHE ALY MU CTH Y, C difficile \ZFEIIERT 5 2
L, ROC. difficile DB ATLET D Z ARSIz, £z, invivo TOAMMEE, 20 4+
| 5 na 25 —C difficile BYET VA TIOC T LTz, ZORER, 714 4% Y~ A Vit
DG L7-L 25, BEBIEICHT 5 ER RS MR ST,

15222 |RIR, 77, KBH, BEHOFER

T4 BX A v OFEYEEEN T o, 20 E 7 SRR & OFE
IR A L CREx ORPENERBR A E L=, T b, UYE, A XX =7 4Pk
WT, 748X Y~A T ROEERE CThH LA Y TFINT 4 ZF% Y~ A (OP-1118)
O MSETIRE 2 RE L, EWEROKRG EIKFANE, KEREIC X2 ENERE~O K O A&
Bl E2DT7 48X~ A OIS A T XA T80T 0 (BA) Zfatliz, £72, 7+
XXV A v DEMERBRICK T 2BEELHEKRLT 5700, BEARISKR GREIZ OV THIKR
LTz, EBIZ, 748X ~A v ORFIEE#SIAZ A TR ARG L& & ORSREDIR &
OHE~OHRE b E LT, 72, 20 ) Ao 38k Ot b oskkh 2 v 7z in vitro {RE#FER
FOMHmR 2 Fh L C, 8l v OB TORE T 2 7 7 A L OFELL A K OFIE S & B 5 2
Wz L7z,

ZORER, Ty b, AXKPN=TAFNVICEBIT DT 4 XF Y~ A2 OfRIRITMEITARD T
<, b mEWIRBENGEOILCA XICBWTH 7 4 XXV~ A T DBAIT3%ARM CTh o7, 7 v

T AT T AR 6
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b, UHFROA XUEIRNE S LT & & O0MERITE L THRNBRAK 2 EL Y /hE<, 74
Zx <A OMBE~OBITHEIZRN B DN, 744X~ A v OFERBPRBEEIL, W
THOEBPFEIZIN TS OP-1118 ~DIKGIRAREH T o7, 7 4 X% Y ~ A 2 0 OB
BaA RO B Uiz & &, &5 LI ERED KER 33 P Pl S 7,

1.5.2.2.3 HMHHER

T4 Zx YA v OFBIRICE T 27T 27201, 20 A & waﬂ;@&@%‘r
AR (RO K OVHIRN) , KER DG EER, SEamtally, Atk Je
B % O O kiR 2 520 L7z, 2 COEE /2RI GLP @A s LT, Eiunf&r uitu%ﬁ
ETA RT7A4 LW HAKEU EEGHHIFIMERSTE ICH) T4 F7 A L THEM L
7=, Tiebb, WS | HRERB AT Qi =) ) iE 7y PEERRGEERER, 7o MR
Oz BT % 4 BRE R GEERR K OB EraRiR (ERERER, LEKRFE LT v b
IZRRER) DNERMS AL, BRRABRBIAA O 2 S M RR S e, EINE 3 ARakERBRAaET QO 4
H) £TIZE, TOIEIPOETORERNFEH S -,

ZORER, FRIZIBWTAIEIC L 2 \EERREMNNREL T 2 /RethidRV B2 b,

1.5.2.3 B RUVERIZE T LHEEKRHBROER
1.5.2.3.1 51 HEBRRVERKREERR

1.5.2.31.1 B4 5E 1 1HERKRE5ER [OPT-80 1A-SD]

WA DR N 2R RICT 4 X%V~ A2 100 mg, 200 mg, 300 mg K X450 mg % HA[ERE M
B 5 U T= D 22 2 R OSBRI B RE 2 et L 7=,
15.23.1.2 B4 E 1 HREKREGHER [OPT-80 1B-MD]

WA DR N 2R RICT 4 X%V~ A2 150 mg, 300 mg M X450 mg & S ER D& 5 L7
IRF D22 M B OSSR B E 2 F i L 7
1.5.2.3.1.3 B4 E 1 BEE - REH®REGHER [CL-3001]

AARANLOH NDOREERANBEEZRIZT 4 X%V~ A2 100mg (HARADH) K200 mg
Z AR OV R 15 U 7o RED 22 Ve Je OSSR Bh e 4 et L 72,
1.5.23.1.4 BEDOFEHE [OPT-80-005]

WS DRERERR N &2 R T 4 XX~ A 2200 mg % BRI G- L 7- RO Z2 20 K OSSR Eh R

ZH 1 BECHE LT, MBS O N 2RI 7 4 2% Y~ A 32 400 mg % ZEEI e OV T4 1 C B
B G LD 7 4 2%~ A 20 KT OP-1118 DIMBENAEIT 6 5 BHD M N2 5
2 BECRGET LTz,
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1.5.2.31.5 EYHEBEERFARE (2 0XK) ) [OPT-80-007]
WS DORERR AN 2RI T 4 XXV~ A v (PHEER [P-gpl HE) OFEYEREIZL
o AR Y 2 (P-gp IEH) OHEEENMIETEE, ZeMimit L,

1.5.2.3.1.6 EYHEERIR (3% >) [OPT-80-008]
WA DR N 2R RIc T (P-gp HEH) OIEMBNREIZ 7 4 XXV~ AV ODRERS
DRIETHE ettt L,

1.5.2.31.7 EYHRBERRBR (SFYSL, ATSY—I, JILT 7)) [OPT-80-009]

WS OFERERY N BYEAE 2T, I ¥ 5 A (CYP3A4/S HE), A7 5V —/L (CYP2C19 #£/5)
KOS U771 (CYP2CO FE) OFEWEREIL, T4 XXV ~A v DRERGENRIEFTE
B A RE LT,
1.5.2.31.8 EYHEBEERFE (DX/\X42F>) [CL-2003]

HEFN OfEFER N B VEZ X5, v AR 2 F o (LR PEE [ [BCRP], ZAliMEES# 2 [ [MRP]
2, MOEHT =4 iR Y <7F K [OATP] 2Bl S DLE) OIMBREICT 4 4%~ A1 v
VORERG N RIE T, et ERE L,

1.5.2.3.2 % 2 HAHE

WAL 2 #HFER [OPT-80-Phase 2A] 1%, THINA B, C. difficile D toxin A X% toxin B 235 H1
SN CDIBETDOT 4 XXV~ A 2 OFMNE, BeMEE G LI FE R TH Y,
T4 BEF YA T DY) R AR AR LT,

FEPR TR 28 2 B AL 7= BB 1E, 100 mg/ H BE 12/16 1] (75.0%), 200 mg/ H#f 13/16 1] (81.3%)

S TN 400 mg/ HEED 15/15 1 (100.0%) T > 7=, CDI DIERFEFND A 6 7= [BF OEIA 1L, 100 mg/

HHE 6/16 1 (37.5%), 200 mg/ H#E 8/16 1 (50.0%), 400 mg/H# 13/15 %1 (86.7%) TH YV, HiE
WARIE LT RRO LT, 74 XX~ A U ITHENEWIE E CDI OFEREER & O AR
BRARD 5N BFOEENEL, THWHAE COMMMBENZ LRS-, 72, CDIIC
XTDHT 4 HEX Y~ AT DOREFRAEIE, 400mg/H (200 mg, 12 BN A& b L TWn5b &
Hbr <z,

BEELGORBBIGICHERICEZA BN oTz (7 4 X%~ A 22 100 mg B : 26.7%,
200 mg #F : 26.7%, 400 mg £f : 6.3%), EHWEMIZETOERGEECTRE Loz, T OIBE
B, 748X~ A2200mgBET6.7%TH Y, 100 mg #E, 400 mg FETITHH LT,
BELAEFERZORREGIL, 7 4 4%V~ A 22 100 mg BET 13.3%, 200 mg £ T 20.0%, 400 mg
HECIEERAEFRIIRI L o7, BEEREWEMIIETOMNETRI LR, 188
HEHRICEST-HERFRIL, 74 XXV ~A 22 100 mg #ET 6.7%, 200 mg BET 6.7%TH U,
400 mg BECTITFIL L 720 1o R 5 P LI E > HRIER T2 COAER TREA L2 o 7,

T AT T AR 8
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1.5.2.3.3 I || D 15
ER=®

Fak ] =) 4 I 7z pvpa & o | e ) = | A

I - o< L, I | .

[ IS AN ] 0000 |

I, — - - L

o 0 =0

p=11]

1.5.2.3.4 % 3 EE

1.5.2.3.4.1 @55 3 #8558 [101.1.C.003]

WEANE 3 FHEREBR [101.1.C.003] 1X, N a~A L AW RICCDIBRETOT 4 X%~ A
DA, ZEMEHR LT X M _EHERHEFLEGEBR TH Y, &G THRO CDI O
FhrFIEIMEEB & LTI 4 XF <A DN avw A kT 2SR REE LT,

IRBRISEE I EI S LB (PP) TOREHRIL, 744X~ A VRO a~v A v
VHETENEIN 922% K TN 89.6%TH Y, 7 4 XXV~ A T UREDIREFRII N a~v A URELD
RRE oI, BREDE (T 48X~ A VR a~ A VR 2D 95%EHEX M
2.5% (2.4%, 7.3%) ToH-ol=, IBRRDED 95%EFEX M D FIRMEIZ-10%% LAl - 7=, Modified
Intent-to-Treat 221 (mITT) THREEROFERDBO LNz, ZNHORERLY, 74 8%V~ A2
YO A A AT DI ST,

P EEM O BRI IT L7 PP (PP-R) TOMRRIL, 74 XXV~ A TV UFERON
A A VU TENEN 131% KN 242%THY, 74 XXV~ A U HOFRRIIN a~v A v
VHEL VR o T, BREEOE (T4 XX AV URENV A A VU & D 95%EEX M
I3-11.1% (-182%, —3.7%) TH Y, FIFEDZED 95%EHXMH O LIRIEIX 0 2 TEl>7-, F&
FEAT DRGSR, SEEHHINCAH B2 2203580 b v, BRI O BB A I M2 AT L 72 mITT (mITT-R)
THRIBRDFE R MDD BTz,

PP COIRIEHERFRIL, 74 XXV~ A VRO a~v A Vo TERENTT.6% K T67.1%
THY, 748XV~ AU HEOIBREHERFRII AN a~v A VUL Y Eo 7o, IBEHERFR D
(T4 BxXI AR a~ A, T URE) LD 95S%EHEXMEIL 10.5% (3.0%, 17.8%) TH
D, IBEHERFROZED 95%EHE X O FIRMEIL 0 2 LEl - 72, TR OME, HaHcaE R
ZZNFD BT, mITT THREROFEEI RO b7,

T4 XXV A U E CDI DIERRICIBN TRy v A VAT T 2B MERRIES LD L &
HIZ, HREREF AV IS L VELS, BEERRII AN A KD EP T,

AEFSR, BWER, EERATFREOERERGETILICE > AEFLZORBES 1K G
M CH B EIT o T,
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1.5.2.3.4.2 5% 3 #5ER [101.1.C.004]

WESNE 3 FERER [101.1.C.004] 1%, VAN 3 fHRER [101.1.C.003] L[FALL, Nrawf v
ZXHIZ CDLEE TO T 4 XXV~ A v ORE, Zeatziat Lc 7 v % Sk E SRR
EGBRCTH Y, BEGETRFO CDI O 42 FEFMEHEA L LT XX/~ A D a
~ A KT DIELEEERRGE LT,

PP TOIRERIT, 74 XXV~ VRO a~w A v U HETENEN 91.7%K% 1 90.6% T
HY, T4 AV UBEOIEERIIN A Y URER D ORE o T, IBEEROE (7 4
B~ AR rva~v,f VURE) LD IS%IETERMEIL 1.1% (—4.2%, 64%) THol-, 1A
FRDED 95%FHEX M O FIREIZ-10%% Ll > 72, mITT THREEEOFERNEO Sz, T
LOFERLIY, 748XV~ DR a2 AT DL RENT,

PP-R TOFRHEIL, T4 XX/ ~vA VRO a~v A VU HETENTIL12.7%K& TN 25.4%
ThHY, 74 XXV~ AV UBOFERRIIN a~v A VULV T-, FREEOE (744
XFYIATV AN AT AT URE) D S%EHEXMIT-12.7% (-20.6%, —4.6%) THY,
FROZED 5%EHXM O EREIX 0 %2 TRlo7e, £, 744X~ A DR yavfy

(X A EE R HT-, mITT-R TH RO EAED bz,

PP COIRIEHERFRIL, 74 XXV~ A VRN a~v A VU HETEREILT.7%K T 65.4%
THY, 74 EF Y~ AU HEOIREHERFRII AN a~ A VUL Y Eo 7o, IBEHERFR D2
(T4 ZX I~ AR A~ VR LD IS%EEXRI 14.3% (6.1%, 223%) ThH
D, JERHERFROZED 95%EHEIX MO FIREIZ 0 & ERlo7-, £, 748XV~ DR
A~ A T ATKTT HEEFES H7e, mITT TH REROFE R GRO Bz,

T4 EF Y~ A AL CDI DIEERICB N T I~ A AT DL NI SN D & &
B2, BB ONEBHEERICBW T o~ A 2 T D EEENRD i,

AEEL, BWEN, BEELRAEFRENRBIER G P IIICE > A EFEROBIR SR G
W CH D2 2T e o Tz,

1.5.2.3.4.3 ERNE 3 ER [CL-3002]

EW%3mﬁﬁ[aamﬂ X, NravA v ERBICCDIEETO 7 A FF Y~ D
AR, ZEMEemit LT o4 MEZEERERIILERR TH 0, REIEHIR TR OIREHER?
4%35%%“@259 ELTTAER YA DR a~v, i AIkT HIELMEEREEL 72,

BR ORI REEM (FAS) TOWRBHEEFRIL, 744XV~ A VBRI a~ A VBt
TEZENLI 673% K 65.7% T -7, CDI DEEED A S JF & L 72 Mantel-Haenszel % A 7' OH#E
EEEHANEZEEORME (T4 XF Y~ A VBN a~vf U UR) LZ20 95%EHEX ML
12% (-11.3%, 13.7%) ThoT-, IHEHFRFRIE 7 A XX~ A VDO RE»>T-b 0D, 1R
BHERFRDZD 95%EFEXM O TIRMEIF-10%% L > Tk b9, 74 ¥ F Y~ DRy a~w
A AT DIELVEIIMREE S R0 o 1o, IRTEHERF R 2 513 2 108 I M F B 5 ISl & L 7o %t
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LAEM (PPS-G) TOWRMHEFFRIL, TNEN 74.1% K N 69.5% Th o7, /N a~vA T Rk
RTpEX <A BETEL, CDI OBEFEOF L& & L 7= Mantel-Haenszel % 1 7" DHEE &
AWz & X OREMZE L 2O 95%EEIXIIL 3.9% (-9.1%, 16.8%) TH Y, 95% 5 #H XD FIRAHE
13-10%% EBl-> 7,

FAS TOIRERIT, 74 XXV ~A VRO a~w A VU BETENEI 83.7%K 1 88.0%
ThHY, NravA VU7 4 XX Y ~v AV URETORRN o 72, CDI OB EDOH % &
& L7z Mantel-Haenszel % A 7 OHEEEZ FA V- L X ORERZE (T4 XX~ A VU aw
AR LED S%IEHEXMIT44% (-13.8%, 5.0%) ToH-o7z, PPS TOIRMRIT, T <
AU 89.0%M N 91.7% TH Y, FAS DFER LAk, N a~vA P VIR T 4 XXV~ A VBT
LMK o 7=, CDI OEFOH M4 & &~ L7~ Mantel-Haenszel % A 7 OHEE B % AW & & ORERH
75 & 2D ISUAFHXIL2.6% (—11.3%, 6.0%) ThH-o7z,

BRI £ COMIBERLTMT R OMITREN] (FAS-R) TOFERIL, 74 X%V
A VUK OO aw A VURETENEN 19.5% KL DN 253% TH Y, Nraw A T URETHEAR
T4 ZX A UBHETIERD 272, CDI OBEEOF ML & L7~ Mantel-Haenszel % A 7 DOHEE &
WL ZORME (T4 XX~ A VRN av A VR & D I5%IEFXMIZ-4.9%
(-16.7%, 7.0%) T >7-, PPS-R TOHRHEIL, ZNEN 16.0%KN24.1%THY, N aw
A URRHART o X~ A VTR o 72, CDI OBEEDO A A B & L 7~ Mantel-Haenszel
B A4 T OHETE B E - & & ORI ZE & 2 D 95%IF X EIE-6.6% (-18.6%, 5.4%) ThH -1z,

AR CIE, TR REM TH D FAS TIHMGRIRGEICE S 72> 72 b DD, PPS-G TD
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

DIFICID (fidaxomicin) tablets, for oral use
Initial U.S. Approval: 2011

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

--------------------------- INDICATIONS AND USAGE
DIFICID is a macrolide antibacterial drug indicated in adults (>18 years of
age) for treatment of Clostridium difficile-associated diarrhea. (1.1)

One 200 mg tablet orally twice daily for 10 days with or without food (2)

--------------------- DOSAGE FORMS AND STRENGTHS----------n-memeeeem
Film-coated tablets: 200 mg (3)

CONTRAINDICATIONS
Hypersensitivity to fidaxomicin (4)

1.6
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----------------------- WARNINGS AND PRECAUTIONS ------m--mmmmmmmmeeem

. DIFICID should not be used for systemic infections. (5.1)

e Acute hypersensitivity reactions (angioedema, dyspnea, pruritus, and
rash) have been reported. In the event of a severe reaction, discontinue
DIFICID. (5.2)

. Development of drug-resistant bacteria: Only use DIFICID for infection
proven or strongly suspected to be caused by C. difficile. (5.3)

ADVERSE REACTIONS
The most common adverse reactions are nausea (11%), vomiting (7%),
abdominal pain (6%), gastrointestinal hemorrhage (4%), anemia (2%), and
neutropenia (2%). (6)

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

----------------------- USE IN SPECIFIC POPULATIONS ---—-----meemmeemeee
Pediatrics: The safety and effectiveness of DIFICID has not been studied in
patients <18 years of age. (8.4)

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 12/2015
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

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

1.1 Clostridium difficile-Associated Diarrhea

DIFICID is a macrolide antibacterial drug indicated in adults (=18 years of age) for treatment of Clostridium
difficile-associated diarrhea (CDAD).

2 DOSAGE AND ADMINISTRATION
The recommended dose is one 200 mg DIFICID tablet orally twice daily for 10 days with or without food.
3 DOSAGE FORMS AND STRENGTHS

200 mg white to off-white film-coated, oblong tablets; each tablet is debossed with "FDX" on one side and "200" on
the other side.

4 CONTRAINDICATIONS
Hypersensitivity to fidaxomicin.
5 WARNINGS AND PRECAUTIONS

5.1 Not for Systemic Infections

Since there is minimal systemic absorption of fidaxomicin, DIFICID is not effective for treatment of systemic
infections.

5.2  Hypersensitivity Reactions

Acute hypersensitivity reactions, including dyspnea, rash pruritus, and angioedema of the mouth, throat, and face
have been reported with fidaxomicin. If a severe hypersensitivity reaction occurs, DIFICID® should be discontinued
and appropriate therapy should be instituted.

Some patients with hypersensitivity reactions also reported a history of allergy to other macrolides. Physicians
prescribing DIFICID to patients with a known macrolide allergy should be aware of the possibility of
hypersensitivity reactions.

5.3 Development of Drug-Resistant Bacteria

Prescribing DIFICID in the absence of a proven or strongly suspected C. difficile infection is unlikely to provide
benefit to the patient and increases the risk of the development of drug-resistant bacteria.

6 ADVERSE REACTIONS

6.1  Clinical Trials Experience

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

The safety of DIFICID 200 mg tablets taken twice a day for 10 days was evaluated in 564 patients with CDAD in
two active- comparator controlled trials with 86.7% of patients receiving a full course of treatment.

Thirty-three patients receiving DIFICID (5.9%) withdrew from trials as a result of adverse reactions (AR). The types
of AR resulting in withdrawal from the study varied considerably. Vomiting was the primary adverse reaction
leading to discontinuation of dosing; this occurred at an incidence of 0.5% in both the fidaxomicin and vancomycin
patients in Phase 3 studies.
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Table 1: Selected Adverse Reactions with an Incidence of >2% Reported in DIFICID Patients in Controlled

Trials
System Organ Class %{IEISCJ‘I)) Vig:lci)srggf)c mn
Preferred Term n (%) n (%)
Blood and Lymphatic System Disorders
Anemia 14 2%) 12 2%)
Neutropenia 14 2%) 6 (1%)
Gastrointestinal Disorders
Nausea 62 (11%) 66 (11%)
Vomiting 41 (7%) 37 (6%)
Abdominal Pain 33 (6%) 23 (4%)
Gastrointestinal Hemorrhage 20 (4%) 12 2%)

The following adverse reactions were reported in <2% of patients taking DIFICID tablets in controlled trials:
Gastrointestinal Disorders: abdominal distension, abdominal tenderness, dyspepsia, dysphagia, flatulence, intestinal
obstruction, megacolon

Investigations. increased blood alkaline phosphatase, decreased blood bicarbonate, increased hepatic enzymes,
decreased platelet count

Metabolism and Nutrition Disorders: hyperglycemia, metabolic acidosis

Skin and Subcutaneous Tissue Disorders: drug eruption, pruritus, rash

6.2  Post Marketing Experience

Adverse reactions reported in the post marketing setting arise from a population of unknown size and are voluntary
in nature. As such, reliability in estimating their frequency or in establishing a causal relationship to drug exposure
is not always possible.

Hypersensitivity reactions (dyspnea, angioedema, rash, and pruritus) have been reported.
7 DRUG INTERACTIONS

Fidaxomicin and its main metabolite, OP-1118, are substrates of the efflux transporter, P-glycoprotein (P-gp), which
is expressed in the gastrointestinal tract.

7.1 Cyclosporine

Cyclosporine is an inhibitor of multiple transporters, including P-gp. When cyclosporine was co-administered with
DIFICID, plasma concentrations of fidaxomicin and OP-1118 were significantly increased but remained in the
ng/mL range [see Clinical Pharmacology (12.3)]. Concentrations of fidaxomicin and OP-1118 may also be
decreased at the site of action (i.e., gastrointestinal tract) via P-gp inhibition; however, concomitant P-gp inhibitor
use had no attributable effect on safety or treatment outcome of fidaxomicin-treated patients in controlled clinical
trials. Based on these results, fidaxomicin may be co-administered with P-gp inhibitors and no dose adjustment is
recommended.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category B. Reproduction studies have been performed in rats and rabbits by the intravenous route at
doses up to 12.6 and 7 mg/kg, respectively. The plasma exposures (AUC,.,) at these doses were approximately 200-
and 66-fold that in humans, respectively, and have revealed no evidence of harm to the fetus due to fidaxomicin.
There are, however, no adequate and well-controlled studies in pregnant women. Because animal reproduction
studies are not always predictive of human response, this drug should be used during pregnancy only if clearly
needed.

8.3  Nursing Mothers

It is not known whether fidaxomicin is excreted in human milk. Because many drugs are excreted in human milk,
caution should be exercised when DIFICID is administered to a nursing woman.

8.4  Pediatric Use

The safety and effectiveness of DIFICID in patients <18 years of age have not been established.
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8.5  Geriatric Use

Of the total number of patients in controlled trials of DIFICID®, 50% were 65 years of age and over, while 31%
were 75 and over. No overall differences in safety or effectiveness of fidaxomicin compared to vancomycin were
observed between these subjects and younger subjects.

In controlled trials, elderly patients (=65 years of age) had higher plasma concentrations of fidaxomicin and its main
metabolite, OP-1118, versus non-elderly patients (<65 years of age) [see Clinical Pharmacology (12.3)]. However,
greater exposures in elderly patients were not considered to be clinically significant. No dose adjustment is
recommended for elderly patients.

10 OVERDOSAGE

No cases of acute overdose have been reported in humans. No drug-related adverse effects were seen in dogs dosed
with fidaxomicin tablets at 9600 mg/day (over 100 times the human dose, scaled by weight) for 3 months.

11  DESCRIPTION

DIFICID (fidaxomicin) is a macrolide antibacterial drug for oral administration. Its CAS chemical name is
Oxacyclooctadeca-3,5,9,13,15-pentaen-2-one, 3-[[[6-deoxy-4-O-(3,5-dichloro-2-ethyl-4,6-dihydroxybenzoyl)-2-O-
methyl-B-D- mannopyranosyl]Joxy|methyl]-12-[[6-deoxy-5-C-methyl-4-O-(2-methyl-1-oxopropyl)-p-D-lyxo-
hexopyranosyl]oxy]-11-ethyl-8 -hydroxy-18-[(1R)-1-hydroxyethyl]-9,13,15-trimethyl-,
(3E,5E,859E,115,12R,13E,15E,18S)-. The structural formula of fidaxomicin is shown in Figure 1.

Cl
»|I||O
OH

HO Cl

Figure 1: Structural Formula of Fidaxomicin

DIFICID tablets (200 mg) are film-coated and contain the following inactive ingredients: microcrystalline cellulose,
pregelatinized starch, hydroxypropyl cellulose, butylated hydroxytoluene, sodium starch glycolate, magnesium
stearate, polyvinyl alcohol, titanium dioxide, talc, polyethylene glycol, and lecithin (soy).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Fidaxomicin is an antibacterial drug [see Clinical Pharmacology (12.4)].

12.2 Pharmacodynamics

Fidaxomicin acts locally in the gastrointestinal tract on C. difficile. In a dose-ranging trial (N=48) of fidaxomicin
using 50 mg, 100 mg, and 200 mg twice daily for 10 days, a dose-response relationship was observed for efficacy.
12.3 Pharmacokinetics

The pharmacokinetic parameters of fidaxomicin and its main metabolite OP-1118 following a single dose of 200 mg
in healthy adult males (N=14) are summarized in Table 2.
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Table 2: Mean (= Standard Deviation) Pharmacokinetic Parameters of Fidaxomicin 200 mg in Healthy Adult

Males
Parameter Fidaxomicin OP-1118
N Value N Value
Cuax (ng/mL) 14 5.20+2.81 14 12.0 £ 6.06
Tonax (h)* 14 2.00 (1.00-5.00) 14 1.02 (1.00-5.00)

AUC. (ng-h/mL) 14 483+ 18.4 14 103 £39.4
AUC.. (ng-h/mL) 9 62.9+19.5 10 118+43.3

ti (h) 9 11.7+4.80 10 11.2+3.01

* Thmax, reported as median (range).
Cinax, maximum observed concentration; Ty, time to maximum observed concentration; AUC,., area under the concentration-time curve
from time O to the last measured concentration; AUC,..., area under the concentration-time curve from time 0 to infinity; t;/, elimination
half-life

Absorption

Fidaxomicin has minimal systemic absorption following oral administration, with plasma concentrations of
fidaxomicin and OP-1118 in the ng/mL range at the therapeutic dose. In fidaxomicin-treated patients from controlled
trials, plasma concentrations of fidaxomicin and OP-1118 obtained within the Tpgx window (1-5 hours) were
approximately 2- to 6-fold higher than Cpyax values in healthy adults. Following administration of DIFICID 200 mg
twice daily for 10 days, OP-1118 plasma concentrations within the Tax window were approximately 50%-80%
higher than on Day 1, while concentrations of fidaxomicin were similar on Days 1 and 10.

In a food-effect study involving administration of DIFICID to healthy adults (N=28) with a high-fat meal versus
under fasting conditions, Cjax of fidaxomicin and OP-1118 decreased by 21.5% and 33.4%, respectively, while
AUC(-t remained unchanged. This decrease in Cpax is not considered clinically significant, and thus, DIFICID
may be administered with or without food.

Distribution

Fidaxomicin is mainly confined to the gastrointestinal tract following oral administration. In selected patients (N=8)
treated with DIFICID 200 mg twice daily for 10 days from controlled trials, fecal concentrations of fidaxomicin and
OP-1118 obtained within 24 hours of the last dose ranged from 639-2710 ug /g and 213-1210 pg /g, respectively. In
contrast, plasma concentrations of fidaxomicin and OP-1118 within the Tyax window (1-5 hours) ranged 2-

179 ng/mL and 10-829 ng/mL, respectively.

Metabolism

Fidaxomicin is primarily transformed by hydrolysis at the isobutyryl ester to form its main and
microbiologically active metabolite, OP-1118. Metabolism of fidaxomicin and formation of OP-1118 are not
dependent on cytochrome P450 (CYP) enzymes.

At the therapeutic dose, OP-1118 was the predominant circulating compound in healthy adults, followed by
fidaxomicin.

Excretion

Fidaxomicin is mainly excreted in feces. In one trial of healthy adults (N=11), more than 92% of the dose was
recovered in the stool as fidaxomicin and OP-1118 following single doses of 200 mg and 300 mg. In another trial of
healthy adults (N=6), 0.59% of the dose was recovered in urine as OP-1118 only following a single dose of 200 mg.

Specific Populations

Geriatric

In controlled trials of patients treated with DIFICID® 200 mg twice daily for 10 days, mean and median values of
fidaxomicin and OP-1118 plasma concentrations within the Tinax window (1-5 hours) were approximately 2- to 4-
fold higher in elderly patients (=65 years of age) versus non-elderly patients (<65 years of age). Despite greater
exposures in elderly patients, fidaxomicin and OP-1118 plasma concentrations remained in the ng/mL range [see
Use in Specific Populations (8.5)].

Gender
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Plasma concentrations of fidaxomicin and OP-1118 within the Tpax window (1-5 hours) did not vary by

gender in patients treated with DIFICID 200 mg twice daily for 10 days from controlled trials. No dose
adjustment is recommended based on gender.

Renal Impairment

In controlled trials of patients treated with DIFICID 200 mg twice daily for 10 days, plasma concentrations of
fidaxomicin and OP-1118 within the Tyax window (1-5 hours) did not vary by severity of renal impairment (based
on creatinine clearance) between mild (51-79 mL/min), moderate (31-50 mL/min), and severe (<30 mL/min)
categories. No dose adjustment is recommended based on renal function.

Hepatic Impairment

The impact of hepatic impairment on the pharmacokinetics of fidaxomicin has not been evaluated. Because
fidaxomicin and OP-1118 do not appear to undergo significant hepatic metabolism, elimination of fidaxomicin and
OP-1118 is not expected to be significantly affected by hepatic impairment.

Drug Interactions

In vivo studies were conducted to evaluate intestinal drug-drug interactions of fidaxomicin as a P-gp substrate,
P-gp inhibitor, and inhibitor of major CYP enzymes expressed in the gastrointestinal tract (CYP3A4,
CYP2C9, and CYP2C19).

Table 3 summarizes the impact of a co-administered drug (P-gp inhibitor) on the pharmacokinetics of fidaxomicin
[see Drug Interactions (7.1)].

Table 3: Pharmacokinetic Parameters of Fidaxomicin and OP-1118 in the Presence of a
Co-Administered Drug

Parameter Cyclosporine 200 mg + Fidaxomicin Fidaxomicin 200 mg Alone Mean Ratio of
200 mg* (N=14) (N=14) Parameters
With/Without
Co-Administered
N Mean N Mean Drug (90% CI")
No Effect =1.00
Fidaxomicin
Cmax (ng/mL) 14 19.4 14 4.67 4.15(3.23-5.32)
AUC(.o (ng-h/mL) 8 114 9 59.5 1.92 (1.39-2.64)
OP-1118
Cmax (ng/mL) 14 100 14 10.6 9.51 (6.93-13.05)
AUC(.o (ng-h/mL) 12 438 10 106 4.11 (3.06-5.53)
* Cyclosporine was administered 1 hour before fidaxomicin.
i CI - confidence interval

Fidaxomicin had no significant impact on the pharmacokinetics of the following co-administered drugs:
digoxin (P-gp substrate), midazolam (CYP3A4 substrate), warfarin (CYP2C9 substrate), and omeprazole
(CYP2C19 substrate). No dose adjustment is warranted when fidaxomicin is co-administered with substrates
of P-gp or CYP enzymes.

12.4 Microbiology

Spectrum of Activity

Fidaxomicin is a fermentation product obtained from the Actinomycete Dactylosporangium aurantiacum. In vitro,
fidaxomicin is active primarily against species of clostridia, including Clostridium difficile.

Mechanism of Action
Fidaxomicin is bactericidal against C. difficile in vitro, inhibiting RNA synthesis by RNA polymerases.

Mechanism of Decreased Susceptibility to Fidaxomicin

In vitro studies indicate a low frequency of spontaneous resistance to fidaxomicin in C. difficile (ranging from <1.4
x 10™ to 12.8 x 10”). A specific mutation (Val-1143-Gly) in the beta subunit of RNA polymerase is associated with
reduced susceptibility to fidaxomicin. This mutation was created in the laboratory and seen during clinical trials in a
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C. difficile isolate obtained from a subject treated with DIFICID who had recurrence of CDAD. The C. difficile
isolate from the treated subject went from a fidaxomicin baseline minimal inhibitory concentration (MIC) of
0.06 pg/mL to 16 pg/mL.

Cross-Resistance/Synergy/Post-Antibiotic Effect

Fidaxomicin demonstrates no in vitro cross-resistance with other classes of antibacterial drugs. Fidaxomicin and its
main metabolite OP-1118 do not exhibit any antagonistic interaction with other classes of antibacterial drugs. /n
vitro synergistic interactions of fidaxomicin and OP-1118 have been observed in vitro with rifampin and rifaximin
against C. difficile (FIC values <0.5). Fidaxomicin demonstrates a post-antibiotic effect vs. C. difficile of 6-10 hrs.

Susceptibility Testing

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

Dilution Techniques
Quantitative anaerobic in vitro methods can be used to determine the MIC of fidaxomicin needed to inhibit the
growth of the C. difficile isolates. The MIC provides an estimate of the susceptibility of C. difficile isolate to
fidaxomicin. The MIC should be determined using standardized procedures.{1} Standardized methods are based on
an agar dilution method or equivalent with standardized inoculum concentrations and standardized concentration of
fidaxomicin powder.

Susceptibility Test Interpretive Criteria

In vitro susceptibility test interpretive criteria for fidaxomicin have not been determined. The relation of the in vitro
fidaxomicin MIC to clinical efficacy of fidaxomicin against C. difficile isolates can be monitored using in vitro
susceptibility results obtained from standardized anaerobe susceptibility testing methods.

Quality Control Parameters for Susceptibility Testing

In vitro susceptibility test quality control parameters were developed for fidaxomicin so that laboratories
determining the susceptibility of C. difficile isolates to fidaxomicin can ascertain whether the susceptibility test is
performing correctly. Standardized dilution techniques require the use of laboratory control microorganisms to
monitor the technical aspects of the laboratory procedures. Standardized fidaxomicin powder should provide the
MIC with the indicated quality control strain shown in Table 4.

Table 4: Acceptable Quality Control Ranges for Fidaxomicin
Microorganism MIC Range (ng/mL)

C. difficile (ATCC 700057) 0.03-0.25

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term carcinogenicity studies have not been conducted to evaluate the carcinogenic potential of fidaxomicin.

Neither fidaxomicin nor OP-1118 was mutagenic in the Ames assay. Fidaxomicin was also negative in the rat
micronucleus assay. However, fidaxomicin was clastogenic in Chinese hamster ovary cells.

Fidaxomicin did not affect the fertility of male and female rats at intravenous doses of 6.3 mg/kg. The exposure
(AUC,.) was approximately 100 times that in humans.

14  CLINICAL STUDIES

In two randomized, double-blinded trials, a non-inferiority design was utilized to demonstrate the efficacy of
DIFICID® (200 mg twice daily for 10 days) compared to vancomycin (125 mg four times daily for 10 days) in
adults with Clostridium difficile-associated diarrhea (CDAD).

10
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Enrolled patients were 18 years of age or older, and received no more than 24 hours of pretreatment with
vancomycin or metronidazole. CDAD was defined by >3 unformed bowel movements (or >200 mL of unformed
stool for subjects having rectal collection devices) in the 24 hours before randomization, and presence of either C.
difficile toxin A or B in the stool within 48 hours of randomization. Enrolled patients had either no prior CDAD
history or only one prior CDAD episode in the past three months. Subjects with life-threatening/fulminant infection,
hypotension, septic shock, peritoneal signs, significant dehydration, or toxic megacolon were excluded.

The demographic profile and baseline CDAD characteristics of enrolled subjects were similar in the two trials.
Patients had a median age of 64 years, were mainly white (90%), female (58%), and inpatients (63%). The median
number of bowel movements per day was 6, and 37% of subjects had severe CDAD (defined as 10 or more
unformed bowel movements per day or WBC >15000/mm”*). Diarrhea alone was reported in 45% of patients and
84% of subjects had no prior CDAD episode.

The primary efficacy endpoint was the clinical response rate at the end of treatment, based upon improvement in
diarrhea or other symptoms such that, in the investigator's judgment, further CDAD treatment was not needed. An
additional efficacy endpoint was sustained clinical response 25 days after the end of treatment. Sustained response
was evaluated only for patients who were clinical successes at the end of treatment. Sustained response was defined
as clinical response at the end of treatment, and survival without proven or suspected CDAD recurrence through 25
days beyond the end of treatment.

The results for clinical response at the end of treatment in both trials, shown in Table 5, indicate that DIFICID is
non-inferior to vancomycin based on the 95% confidence interval (CI) lower limit being greater than the non-
inferiority margin of -10%.

The results for sustained clinical response at the end of the follow-up period, also shown in Table 5, indicate that
DIFICID is superior to vancomycin on this endpoint. Since clinical success at the end of treatment and mortality
rates were similar across treatment arms (approximately 6% in each group), differences in sustained clinical
response were due to lower rates of proven or suspected CDAD during the follow-up period in DIFICID patients.

Table 5: Clinical Response Rates at End-of-Treatment and Sustained Response at 25 days Post-Treatment

Clinical Response at End of Treatment Sustained Response at 25 days Post Treatment
DIFICID Vancomycin Difference DIFICID Vancomycin Difference
% (N) % (N) (95% CI)* % (N) % (N) (95% CI)*
Trial 1 88% 86% 2.6% 70% 57% 12.7%
(N=289) (N=307) (-2.9%, 8.0%) (N=289) (N=307) (4.4%, 20.9%)
Trial 2 88% 87% 1.0% 72% 57% 14.6%
(N=253) (N=256) (-4.8%, 6.8%) (N=253) (N=256) (5.8%, 23.3%)
* Confidence interval (CI) was derived using Wilson's score method. Approximately 5%-9% of the data in each trial and

treatment arm were missing sustained response information and were imputed using multiple imputation method.

Restriction Endonuclease Analysis (REA) was used to identify C. difficile baseline isolates in the BI group,
isolates associated with increasing rates and severity of CDAD in the US in the years prior to the clinical trials.
Similar rates of clinical response at the end of treatment and proven or suspected CDAD during the follow-up
period were seen in fidaxomicin-treated and vancomycin-treated patients infected with a BI isolate. However,
DIFICID did not demonstrate superiority in sustained clinical response when compared with vancomycin

(Table 6).

11
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Table 6: Sustained Clinical Response at 25 Days after Treatment by C. difficile REA Group at Baseline

Trial 1

Initial C. difficile Group DIFICID Vancomycin Difference
n/N (%) n/N (%) (95% CI)*
BI Isolates 44/76 (58%) 52/82 (63%) -5.5% (-20.3%, 9.5%)
Non-BI Isolates 105/126 (83%) 87/131 (66%) 16.9% (6.3%, 27.0%)
Trial 2
Initial C. difficile Group DIFICID Vancomycin Difference
n/N (%) n/N (%) (95% CI)*
BI Isolates 42/65 (65%) 31/60 (52%) 12.9% (-4.2%, 29.2%)
Non-BI Isolates 109/131 (83%) 77/121 (64%) 19.6% (8.7%, 30.0%)
* Interaction test between the effect on sustained response rate and BI versus non-Bl isolates using logistic regression (p-values: trial 1:

0.009; trial 2: 0.29). Approximately 25% of the mITT population were missing data for REA group. Confidence intervals (CI) were
derived using Wilson's score method.

15 REFERENCES

1. Clinical and Laboratory Standards Institute (CLSI). Methods for Antimicrobial Susceptibility Testing of
Anaerobic Bacteria; Approved Standard - 7" edition. CLSI document M11-A7. CLSI, 940 West Valley Rd.,
Suite 1400, Wayne, PA 19087-1898, 2007.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
DIFICID® tablets are white to off-white film-coated, oblong tablets containing 200 mg of fidaxomicin; each tablet is
debossed with "FDX" on one side and "200" on the other side.

DIFICID tablets are supplied as bottles of 20 tablets (NDC 52015-080-01).

16.2 Storage
Storage: 20°-25°C (68°-77°F); excursions permitted to 15° - 30°C (59° - 86°F).

See USP controlled room temperature.
17  PATIENT COUNSELING INFORMATION

17.1 Administration with Food
Patients should be informed that DIFICID tablets may be taken with or without food.

17.2 Antibacterial Resistance

Patients should be counseled that antibacterial drugs, including DIFICID, should only be used to treat bacterial
infections. They do not treat viral infections. Patients should be counseled that DIFICID only treats Clostridium
difficile-associated diarrhea and should not be used to treat any other infection. When DIFICID tablets are
prescribed, patients should be told that, although it is common to feel better early in the course of therapy, the
medication should be taken exactly as directed. Skipping doses or not completing the full course of therapy may (1)
decrease the effectiveness of the immediate treatment and (2) increase the likelihood that bacteria will develop
resistance and will not be treatable by DIFICID or other antibacterial drugs in the future.

Manufactured for: Merck Sharp & Dohme Corp., a subsidiary of
MERCK & CO., INC., Whitehouse Station, NJ 08889, USA

Manufactured by: Patheon Inc.
Mississauga, Ontario, LSN 7K9, Canada

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

12
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e FRRBR IC IV, Al (65 ikl ) o fidaxomicin M ONEEEAHM OP-1118 o ifn ffErh
WA BT (65 A LV Mot [ESFEMH 123) M), LrL, SmEEICs!
2 TR B OMINIEG R TRV &l Sz, @lmRE BT 2 HEREIEHER S v,

10 BERE
bk ClIAMEE ER G OREFITHE STV RV, Fidaxomicin 884 9,600 mg/H (KE#HE TE

NHE® 100 (5EIZFHY) OFE T3 I AMES LA X THLEWICEE L -AEERITRO L
Nignoiz,

11 R
DIFICID (fidaxomicin) 1%, O EHD~7 0T 4 FRIFEETH D, CASKITLLFD LB
DThHD,

Oxacyclooctadeca-3,5,9,13,15-pentaen-2-one, 3-[[[6-deoxy-4-O-(3,5-dichloro-2-ethyl-4,6-
dihydroxybenzoyl)-2-O-methyl-3-D-mannopyranosyl]oxy]methyl]-12-[[6-deoxy-5-C-methyl-4-O-
(2-methyl-1-oxopropyl)-B-D-lyxo-hexopyranosyl]oxy]-11-ethyl-8-hydroxy-18-[(1R)-1-hydroxyethyl]-
9,13,15-trimethyl-, (3E,5E,8S,9E,11S,12R,13E,15E,18S)-T& 5, Fidaxomicin D&% ¥ 1 12~
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OH
Cl
QO
OH
O
HO Cl

1 Fidaxomicin M &&=

DIFICID #& (200mg) 17 4 /v Aa—REETH Y, W E L TRESRELE—R, T T 57—
77y, eRa¥vraitin—2, 7FLe Fady hrxy, Frrvrya—u
rhY oL, ATTV U~ R TL RYVE= AT Vva—, BbF&r, 217, KU
TFL 7Y a— LV EkORKELV VT U EEAT 5,

12 EHMEE

12.1 e
Fidaxomicin IZHiRE I T D [FEprE 12.4) 2/,

12.2 EhHE

Fidaxomicin |ZiH{L4 P T C. difficile IZ{F/H 3%, Fidaxomicin % 50 mg, 100 mg, 200 mg ® M
®T1H2[M 10 AL Lo HERERER (N=48) ([ZRBWT, AMECHELISERRZRD
iz,

12.3 EYEhiE

fERER A B (N=14) (2 200 mg % B[ 5 L7 & & o fidaxomicin } O'EE A OP-1118 @
HRENEE R T A — 2 DER 23 2 |TRT,
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=2 R A B I fidaxomicin 200 mg 1% 5 L1z & EDEMEIRE/NS A —F DFHYIE

(tBERE)
NS A—4 Fidaxomicin OP-1118
N E N {[E}

Cmax (Ng/mL) 14 5.20 + 2.81 14 12.0 + 6.06
Tmax (N)* 14 2.00 (1.00-5.00) 14 1.02 (1.00-5.00)
AUCo (ng-h/mL) 14 483+ 184 14 103 £39.4
AUCo., (ng-h/mL) 9 62.9 + 19.5 10 118 +43.3
ti2 (h) 9 11.7 £ 4.80 10 11.2+3.01

* Trmax 1% ':Py%1ﬁ (%ﬁ@) IR L/fio
Crax=15 B EE 5 Tmax=1ic il L BEERE R AUCo=E 1 IR 570> & JITE AT RE 732 i L 0D I 28 IRF P 3 7C oD i B IR i i
TR 5 AUCo-="8 1 IR 20> & HERRICIRE ] 3 ~C 0D iR BE WGP ] iR T 5 tao=TH 2 20

S

& 1 5-1% @ fidaxomicin D2 G WL Z <KL, IBEHA R Z 5 L 7= & % o fidaxomicin & O}
OP-1118 ™ A 2 AE 13 ng/mL #2FE D&IFHN T - 7=, Heigse FRFRER 0 fidaxomicin #5-8#F 128
T, Tmax DFEFHN (1~5 BffE]) T fidaxomicin } U8 OP-1118 o it o #2 B 1 34 B A A\ @ Crnax
DH)2~6 5T 7=, DIFICID200mg % 1 H 2[5 10 HREJEE L7z & & D T DEIFHANTO
OP-1118 DI AEF AL 1 H H D#9 50%~80% CTd > 7-73%, fidaxomicin O#EEIX 1 HH & 10 HE
TRREE CTH -7,

fER N (N=28) Zxi% s U CRillei BB I UTZEERFIZ DIFICID 2% 45 L CREOZEL
Fat L7=3kBRIZ B\ T, fidaxomicin & U8 OP-1118 0 Crax 1ZZ 7V 21.5% K 1) 33.4%(K T L 7273,
AUCo (2T A B LIe o 72y 2D Coax I FIXERRAICEE Theu &l S 415 72, DIFICID
XEFICEFRRSEGET L ENHRERTH D,

oKl

A 5-1%, fidaxomicin IXFITTHLE 1T 0T 5, Helgoct FEER T DIFICID 200 mg # 1 H 2 [A]
10 Hf#E Lc—EH o BHE (N=8) 1B\ T, mm&& 5% 24 K LINICHIE S 417 fidaxomicin
KON OP-1118 DFEHFEEE L, TN EH 639~2,710 pg/g K (¥ 213~1,210 pg/g TH-720 — 77, Tmax
OFPHN (1~5 FE) To fidaxomicin & 8 OP-1118 DIt 1%, Zh 2 2~179 ng/mL K
W10~829 ng/mL ThH - 7=,

]

Fidaxomicin I%, F2A Y 7 F UL AT )L ONKSRIC X 0 EFROEYE 2 A3 5 T8
) OP-1118 ~Z5Hi X415, Fidaxomicin DU & Of OP-1118 DAERKIET k7 v 4 P450 (CYP) 431
FRIZ LD H DTN,

TR NICIRIFH EZ G L2 & &, o FepksrE OP-1118 TH Y, K\ fidaxomicin 723
%ol
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B

Fidaxomicin |X (23 HICHEM S 5, BERERR A (N=11) 55 & L 72385k T 200 mg A Of 300 mg
FHERE Lz b &, &580 2% fidaxomicin & OV OP-1118 & L CTHEHIZ[EIN X ju7z,
i (N=6) Z x5 & L 723l D7FklR T 200 mg A HiEl$ G- U7z & &1, #5800 0.59% 0 775 OP-1118
&L TRPICEIR S Tz,

HAl7GBEER
=EnE

DIFICID®200mg # 1 H 2 [A] 10 A& 5 L7 2 x5 & U7 ekt BRIz BV T, @il
FH (65 7% LA L) D Trmax D&EEFAN (1~5 FE[]) T fidaxomicin & OF OP-1118 o if 4 Fh i 0> -1
il e ONh R RIS R (65 meARTil) DRI 2~4 5 Tdh - 7-, mlinig CIRE I L7123,
fidaxomicin & UF OP-1118 o A F19i=2 13 ng/mL i BE DG N CTHERS L 7 [#F5 72 ZE[F~ D5 (8.5)
=M,

4 5

Fege st BEGEBR C DIFICID 200 mg % 1 H 2 [8] 10 A #5572 BEFIZBW T, Toax OFFHN (1~
5 IKff#]) T fidaxomicin & O OP-1118 D M AEFR IR EEIZ B 4221358 v 7=, MERINC L 5 H
S HETIHELE X7,

BieeiEE

DIFICID 200 mg # 1 H 2 [5] 10 H x5 L7 BF x5 & U7z Feisod FRERBR 12 36UV T, Tinex Dl
DA (1~5 Bf#]) To fidaxomicin & U8 OP-1118 D i #fE P i (213, BHRERE®E (7 L7 F =27
U7 Ty ACHSL) OEEESME [BE (51~79 mL/min), W45 (31~50 mL/min), =&
(30 mL/min LLF) ] IC X2 BITRD bNlehotz, BHERIC X 2 A &R S,

FFigaelEE

Fidaxomicin @M EhREIZ %7~ 5 JHEERERE T OB IMFT L Tuh 721, Fidaxomicin & OF OP-1118
I COBE R A2 Z T RN EB X BN D72, IFHREREE D fidaxomicin K& O OP-1118 i
RICELWEEBEZ KIFTZ Lidhene PHEID,

EMEEER
P-gp JL/, P-gp PHLESE ) ONVHAL A (28 BL9~ 5 72 CYP 43 1-#f (CYP3A4, CYP2C9 X (X CYP2C19)
DORAFEH L LT, fidaxomicin DEE T O WM AAEH Z G325 in vivo 3k 2 90 L7,
Fidaxomicin O IEWENREIZ X3 2 OF I (P-gp FHESE) DOFEBOME AR 3R T [(EYHEE
H(11) 24,
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%3 HAZEZR 5RO fidaxomicin T OP-1118 N EMENFE/NS A —4
45 BREY 2 200 mg+ . . R G, ERIREED
/gfidaxojn_icjin 200 mg ’ FId&X(ZﬁIT;;I;éOO mg /fg A—%5 0)1:[:0;115]11'5
IRTA—4 BHRIE 5> (N:;) (90% CI)
(N=14) &7 1L=1.00
N T4l N il
Fidaxomicin
Cmax (ng/mL) 14 19.4 14 4.67 4.15 (3.23-5.32)
AUCo-» (ng-h/mL) 8 114 9 59.5 1.92 (1.39-2.64)
OP-1118
Cmax (ng/mL) 14 100 14 10.6 9.51 (6.93-13.05)
AUCo- (ng-h/mL) 12 438 10 106 4.11 (3.06-5.53)

* fidaxomicin #¢ 5.0 1 FEfijaiflc > 7 v AR Y V2G5 LT,
+ CI={E X ]

Fidaxomicin |%, TRLOUFHIEDOEYERBIZE LWL RITI ooz vIx v (P-gp #&
H), IV 75 (CYP3A4 IE), L7571 (CYP2CO FE) R OA A7 F ' —/L (CYP2C19
FHE), Fidaxomicin % P-gp XX CYP 2 FREDFE & A& 54 2 E I3 BHMENI L EE 220,

12.4 WHEHF
FEHERARY ML

Fidaxomicin i%, /it Dactylosporangium aurantiacum OFEEEER) CTH Y, invitro TIXEEIZ
Clostridium difficile 21X U & 3% clostridium J& & 125 L CiEM 2R d,

1ER¥F
Fidaxomicin I, invitro TiZ RNA R U 2 5 —F|2 L % RNA &k A2 FHE LT C. difficile 122 E{E
iR N

Fidaxomicin BZHETOH#F

In vitro B2 X v, fidaxomicin (Zxf9" % C. difficile o> H SR B HBUAEE MKV (<1.4x1079~
12.8x107%) Z EDVRENTWAH,RNAKR Y AT —ED B-¥7 2= hOFEEDZ T (Val-1143-Gly)
25 fidaxomicin (23 D RZHEDOR FEEE L CTWD, Z OB, EREC/ERIN, BERAR
H11Z1% CDAD D FFEDFRD Hivi= Z & D& % DIFICID #5475 o C. difficile /3 ek TRt <
oo ZOEHBINE O C. difficile 4yBfEREIE, fidaxomicin O/ NEEBLIEREE (MIC) BAR—R 7
A I§1E 0.06 pg/mL Toh o728, 16 pg/mL £ TEH L7z,

Astellas Page 12 of 17
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R EM M. 18F4E A~ Post-Antibiotic Effect
Fidaxomicin |, invitro (ZBWTHLOD 7 T 2 DHIEHE & OAZZEMPEN 720N, Fidaxomicin M N
LA OP-1118 (X, oD 7 T A DFHIE DRI ) L THHL L 22\, Invitro (2350 T, C. difficile
\Z%f9° 5 fidaxomicin & TNOP-1118 & U 7 7 o &> K Utrifaximin OARFEAER 3580 5 Cu% (FIC
5 : 0.5 LLF), C.difficile {295 fidaxomicin @ post-antibiotic effect i% 6~10 K§[#] T&H %,

REZ AR

AR E IR A 1, 45 HUR D JplsE e ONZHR DXk T & 0 2 BUEHR O in vitro J&sz PR D
AR 2 BEN M O R EGSR IRIR DI ME 7 1 7 7 A v Zefiill LT e & & L CIRANICHR
T & TH D, ZOX D Wi EHITEMAE Y] 22 PUR FFRE 2 BN T DB D LB XD
o,

HBMAE

C. difficile 7y Bk D FEE Z FHLIET 2 72 124 F 72 fidaxomicin @ MIC ZIET 5 729121, HiA
PR 265 & L7 E &7 invitro B2 WD 2 & 75§T“’a° %, MIC I, fidaxomicin (Zxfd % C.
difficile Z7BERR DIRZMEDHEEE & 72 %, MIC OREITITEE(L SN FIEEZ WD Z & {1}, 15
Hefb s FiEICE, (L éﬂf:%@(}ﬁ&&()\%ﬁ{héhf: fidaxomicin ¥y K DOPE % v 7=
FRAEXNTEN EREOFERFA S TND

U EHEBROYIERE
Fidaxomicin @ in vitro &z Ml O & FEHEI LT D H LTV 2L, Invitro (23815 5 fidaxomicin
@ MIC & C. difficile 2 BfiE 12 %135 fidaxomicin O & RN 5O BHRIZ DU T, FERE(L S 7=

P DR MHRBRIEN L E LD invitro JEZMRBRE R ZHWCTE=X U U 7 T5Z LM TE 5,

RZMHBROBEEENZIA—4

C. difficile 53 Btk D fidaxomicin 5z 1 % I E 3 2 M e ik A3 sz PERBRIZ D\ Tl b1z Fe i <
T DNENERERTE 5 X 9, fidaxomicin [Z%F L C in vitro &Sz HERBRIG LB BL ST A — X %
BAFE L7z, (L SNTAIETIE, MAFIEOEMNMNEZE=2Y 7T 570D, MmAER
RN AT 5 MR & 5, AL S 47z fidaxomicin FyARIZ, R 4 ([ZFRak DR E B
BECTRIED MIC 27T & &2 HiLd,

=4 Fidaxomicin QD AFEE & FH
MEY MIC D#iE (ug/mL)
C. difficile (ATCC 700057) 0.03-0.25
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13 FEERERRETEEAER

13.1 AARYE EERUERUVZRENET

Fidaxomicin ® 723 A A #at 2 R #S AJRMERRBR I L 20 L Tuvig Ly,

Fidaxomicin K Tf OP-1118 (%, W7 4ut Ames skl CEREJFNEZ 7R 727> - 72, Fidaxomicin {22
WTIiE, 7y MERBTCTHLEETH o2, 2721, fidaxomicin (35 ¥ A =— AN LA X —FIE
MR CY AR A R LT,

MEfEZ ~ M 6.3 mglkg ZERMNFR G- L7- & &, fidaxomicin 1352 JRAEIC A RIE S 2o T2,
g (AUCoy) 1t MRFEEOK 100 {5 ThH o7,

14 BRERAAE

EAEA L B SR 2 BRICEB VT, CDAD O NBHE x5 & L CIELHERBRT 1 1
£ v DIFICID® (200mg1 H 20110 Hf#) ofFEE v a~A > (125mgl H 4610 AH)
& R ET L7,

18 LA ET, Noa<A v NI A b= Y — )LORi#EGHFD 24 BERI LT O EBF 2/ 2
ATz, SR B AT 24 FEE]C 3 [\l 288 2 25 MR8 (SRS FA B8 2 205 F 38 T 200 mL
A HIEIAE) BNH Y, BIEABIMITRIO 48 FEEILLANIC C. difficile toxin A X B W3 40—
Fosfi Si=86 % CDAD & E# LT, 7=, 87 3 7 A LINIZ CDAD OREfEA 221 /> CDAD
DIFERFE BRI 1 F DI T o T2 BE LA, Ema G DT YYE /BERGYE, K
J£, BAEPES = > 7, BEIEHREER, BEE A B SUIH BB KIS O & 5 BE 1T 50 HER
L7z,

AN ST BH O N AR FRRE L OV — 2 F A > D CDAD O 2 3B ClRIBET
bolo, BFIL, FROTIREN 64ETHY, EITHAN (90%), it (58%), ABiEFE (63%)
Tholz, 1 HOYEREELOHTIAEIL6 [ TH Y, 37%DHEREICEE D CDAD (1 H 10 [HLL E
DEETLAE & 2 7> WBC 723 15,000/mme LL E D36 & EFR) it ed biviz, 45%DHEHE TILTHO
D S, 84%D MR 111 1T CDAD OFERNIEHL L= Z & e hno Tz,

BRINEO FEFHE L, BEETRICRIT SIER L L, IRBRETEMIZ LY CDAD IZxd
DB LEE 22 LI S e FREDOTER OUGEIZ RS EFHMEi L7z, £72, & T 25
H ORI A ZEOFMIAE & Uiz, TRBHERFIC OV T, BGHET R OB 0 7 2 k52
ELUTHMI L7z, G TRICIRED RO b, &5 T% 25 H £ T CDAD O3 (fEFI X
TRV ZEDTICAER L TV DIRIEE TR & ER LT,

KSR TEBY, MRBROEGHE TREOIRBOMEIZ LY, 95%EFXMHE (C) o FRMAIE
HE~v—T 2 (-10%) % ERl>TW5A Z &5, DIFICID I3y a~A Ak LTIELETH
HZEMRESNTND,
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ARSI T LB, BUFHAEBBKE TROIBEHER ORMRIC LY, ZOFHMEEBIZOW
TlENva<wA A% d % DIFICID OB R STV 5D, BEGE T REOTER & OSEC$ T
B GREECIRIFREE (K FE0 6%) Th o7-720, IRMHERFO 2T BHREA SR H > CDAD (flE B
SUTEENME]) DFEEZRD DIFICID TR o722 L I2 LD b D ThH o 72,

x5 BRERTHROBERRVRESKR TR 25 BOREMEFER

BERTROBRE BE5#T% 25 BOAEHF
DIFICID |[/\>avq4y = DIFICID |/ avA4oy =
% (N) % (N) (95% CI) * | % (N) % (N) (95% CI) *
. 88% 86% 2.6% 70% 57% 12.7%
A (N=289) (N=307) (-2.9%, 8.0%) | (N=289) (N=307) (4.4%, 20.9%)
sh88 2 88% 87% 1.0% 72% 57% 14.6%
B (N=253) (N=256) (~4.8%, 6.8%) | (N=253) (N=256) (5.8%, 23.3%)

*fFHEIXEH (CD (T Wilson D2 a 7RI X DR Uiz, 5Bk, SREGHED, 7— 2 OF) 5%~9% CIAMHERE
BT DERAKREIL CWele®, ZERANEICE Y MiTE LT,

il BRI ALY (REA) 2 W, BRREBRATOEAER] TREICI VT CDAD OFAR K Y
FIEED FH & B L TV 0B TH 5 Bl 74— 7o C. difficile X— 2 T A 4 Bk A TR L
726 Bl Z 0 —7 D45 BERRIZIEGS U 7= fidaxomicin & 5-HBF LN a~ A VUG EEICBWT, #&
B T B O TRHR K OSEBRR AT I 1 0 CDAD DA 3= (e i 51 U386V VBl IX[FIFRE T - 72,
LU, IRIEHERFICBI L ClE, N~ A %7 5 DIFICID OEBEITRE S hvie o 7o (&
6).

& 6 ‘5K TH 25 BORERFR (R—X 54 VO REA (X % C. difficile ® ' )L— T 3l)

B 1

R—254 UED DIFICID RO, =

C. difficile ® 5 JL—F nIN (%) nIN (%) (95% CI) *

Bl 5 IL— T D5 Btk 44]76 (58%) 52/82 (63%) ~5.5% (—20.3%, 9.5%)
Bl ¥ )L— T LIS D 5 Bl bk 105/126 (83%) 87/131 (66%) 16.9% (6.3%, 27.0%)
HE& 2

R—254 UED DIFICID LSO =

C. difficile ® 5 JL—F n/N (%) nIN (%) (95% CI) *

Bl 5 IL— T D5 Btk 42/65 (65%) 31/60 (52%) 12.9% (—4.2%, 29.2%)
Bl ¥ )L— T LIS D 5 Bk bk 109/131 (83%) 77/121 (64%) 19.6% (8.7%, 30.0%)

* a0 PRAT 4w 7 AR E RO IR R RO T A B L Bk 7 v—7 (Bl XX Bl LISL) OXEEHAOBE
(p il : 3Bk 1, 0.009 ; #&BR 2, 0.29), mITT EHDKI 25% T REA I X 5 7L —F I 5 F —Z B3 RHAI LT
7=, {EIEXRE (CI) X Wilson D2 a7iEEZHWWTER L,
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1.

Clinical and Laboratory Standards Institute (CLSI). Methods for Antimicrobial Susceptibility Testing of
Anaerobic Bacteria; Approved Standard — 7" edition. CLSI document M11-A7. CLSI, 940 West Valley Rd.,
Suite 1400, Wayne, PA 19087-1898, 2007.

16 ftiafik

S8/ RTER UVELY R0
fHiafz g

78

16.1

e - =1

DIFICID®#E(%, fidaxomicin 200 mg #&H 3 2% Ha~sE A, 7ZHE, 7 4 v ha—  NETH
%, #EEANE, Rl TFDXJ, fthiEmlc 1200 SIS TV 5b,
DIFICID $g D5 TE el

Y2082 A0 /R FL (NDC 52015-080-01) Td 5,
16.2 BTi%

fiik : 20°C~25°C (68°F~T7°F), 15°C~30°C (59°F~86°F) MDZHHi%
USP EHIRIR 2SO = &

k=110

"ET 5,
17

BEADUEY) VYIZET 15
17.1 B#ES5

DIFICID $813 B F TR IRATAZ ENAREETH DL Z L 2 BEAICHAT L Z L,
17.2 HEEMmMM%E

DIFICID % &, Bl ITMEMERGEDIRIFRICOMEH T 5 X o BEICHIEST52 L, HiA
HTIX T A IV AVERRYYIE D TEIEIL T X 720, DIFICID 1% CDAD OB OIMEHT A EDTH Y,

MO EGYEOIRIFIZIIFEA L L 5 BEICBIE 35 2 &, DIFICID $€2 4L F A BRI21E, 169
R Hh O BE R

HANRL 2D Z 813 HD0, KT REBYVIELSRMT 2 L o8&

WEmz2 b2 &, RAZE WY, IBEZRTTRDZ095L, (1) ERIOBEO R T L,
(2) MBENMNIEAZ S LT, ZD7% DIFICID 21X U & T 2 TOIRIEN R AHE L 72 5 Al RE
PENEL R DGE 08B 5,
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252 7t : Merck Sharp & Dohme Corp. (Merck & Co., Inc. 7-2=%1:) (Whitehouse Station, NJ 08889, USA)
fly& 5T« Patheon, Inc. (Mississauga, Ontario, L5N 7K9, Canada)
FEFE ISV T - www.merck.com/product/patent/home. html

Copyright® 2015 Merck Sharp & Dohme Corp. (Merck & Co., Inc. +-=4t)
T AT

uspi-mk5119-t-1512r000
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DIFICLIR 200 mg film-coated tablets

Summary of Product Characteristics Updated 07-Sep-2016 | Astellas Pharma Ltd
1. Name of the medicinal product
DIFICLIR 200 mg film-coated tablets

2. Qualitative and quantitative composition
Each film-coated tablet contains 200 mg of fidaxomicin.
For the full list of excipients, see section 6.1.

3. Pharmaceutical form
Film-coated tablet.

Capsule shaped tablets of 14 mm, white to off-white in colour, debossed with “FDX” on one side and “200” on the
other side.

4. Clinical particulars
4.1 Therapeutic indications

DIFICLIR is indicated in adults for the treatment of Clostridium difficile infections (CDI) also known as C.
difficile-associated diarrhoea (CDAD) (see section 5.1).

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

Posology
Adults and elderly (=65 years of age)

The recommended dose is 200 mg (one tablet) administered twice daily (once every 12 hours) for 10 days.

Special populations

Renal impairment

No dose adjustment is considered necessary. Due to the limited clinical data in this population, DIFICLIR should be
used with caution in patients with severe renal impairment (see sections 4.4 and 5.2).

Hepatic impairment

No dose adjustment is considered necessary. Due to the limited clinical data in this population, DIFICLIR should be
used with caution in patients with moderate to severe hepatic impairment (see sections 4.4 and 5.2).

Paediatric population

The safety and efficacy of fidaxomicin in children aged below 18 years has not yet been established. No data are
available.

Method of administration

DIFICLIR is intended for oral use.

DIFICLIR can be taken with or without food.

4.3 Contraindications

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

4.4 Special warnings and precautions for use

Hypersensitivity reactions including severe angioedema have been reported (see section 4.8). If a severe allergic
reaction occurs during treatment with DIFICLIR, the medicinal product should be discontinued and appropriate
measures taken.

Some patients with hypersensitivity reactions reported a history of allergy to macrolides. Fidaxomicin should be used
with caution in patients with a known macrolides allergy.

Due to limited clinical data, fidaxomicin should be used with caution in patients with severe renal impairment or
moderate to severe hepatic impairment (see section 5.2).
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Due to limited clinical data, fidaxomicin should be used with caution in patients with pseudomembranous colitis,
fulminant or life threatening CDI.

There are no data in patients with concomitant inflammatory bowel disease. Fidaxomicin should be used with caution
in these patients due to the risk of enhanced absorption and potential risk of systemic adverse reactions.

Co-administration of potent P-glycoprotein inhibitors such as cyclosporine, ketoconazole, erythromycin,
clarithromycin, verapamil, dronedarone and amiodarone is not recommended (see sections 4.5 and 5.2).

4.5 Interaction with other medicinal products and other forms of interaction

Effect of P-gp inhibitors on fidaxomicin

Fidaxomicin is a substrate of P-gp. Co-administration of single doses of the P-gp inhibitor cyclosporine A and
fidaxomicin in healthy volunteers, resulted in a 4- and 2-fold increase in fidaxomicin Cmax and AUC, respectively and
in a 9.5 and 4-fold increase in Cmax and AUC, respectively, of the main active metabolite OP-1118. As the clinical
relevance of this increase in exposure is unclear, co-administration of potent inhibitors of P-gp, such as cyclosporine,
ketoconazole, erythromycin, clarithromycin, verapamil, dronedarone and amiodarone is not recommended (see
section 4.4 and 5.2).

Effect of fidaxomicin on P-gp substrates

Fidaxomicin may be a mild to moderate inhibitor of intestinal P-gp.

Fidaxomicin (200 mg twice daily) had a small but not clinically relevant effect on digoxin exposure. However, a larger
effect on P-gp substrates with lower bioavailability more sensitive to intestinal P-gp inhibition such as dabigatran
etexilat cannot be excluded.

Effect of fidaxomicin on other transporters

Fidaxomicin does not have a clinically significant effect on the exposure of rosuvastatin, a substrate for the
transporters OATP2B1 and BCRP. Co-administration of 200 mg fidaxomicin twice daily with a single dose of 10 mg
rosuvastatin to healthy subjects did not have a clinically significant effect on the AUCi. of rosuvastatin.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no data available from the use of fidaxomicin in pregnant women. Animal studies did not indicate direct or
indirect harmful effects with respect to reproductive toxicity. As a precautionary measure, it is preferable to avoid the
use of DIFICLIR during pregnancy.

Breast-feeding

It is unknown whether fidaxomicin and its metabolites are excreted in human milk. Although no effects on the
breastfed newborns/infants are anticipated since the systemic exposure to fidaxomicin is low, a risk to the
newborns/infants cannot be excluded. A decision must be made whether to discontinue breast-feeding or to
discontinue/abstain from DIFICLIR therapy, taking into account the benefit of breast-feeding for the child and the
benefit of therapy for the woman.

Eertility
Fidaxomicin had no effects on fertility when evaluated in rats (see section 5.3).

4.7 Effects on ability to drive and use machines

DIFICLIR has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

The most common adverse reactions are vomiting, nausea and constipation.

Tabulated summary of adverse reactions

Table 1 displays adverse reactions associated with twice daily administration of fidaxomicin in the treatment of C.
difficile infection, reported in at least two patients, presented by system organ class.

The frequency of adverse reactions is defined as follows: very common (=1/10); common (21/100 to <1/10);
uncommon (=1/1,000 to <1/100); rare (=1/10,000 to <1/1,000); very rare (<1/10,000), not known (cannot be estimated
from the available data). Within each frequency grouping, adverse reactions are presented in order of decreasing
seriousness.
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MedDRA system
organ class

Common

Uncommon

Frequency not known

Immune system
disorders

rash, pruritus

hypersensitivity reactions
(angioedema, dyspnea)

Metabolism and
nutrition disorders

decreased appetite

Nervous system
disorders

dizziness, headache, dysgeusia

Gastrointestinal
disorders

vomiting, nausea,
constipation

abdominal distention, flatulence,
dry mouth

Hepatobiliary
disorders

alanine aminotransferase
increased

Description of selected adverse reactions

Acute hypersensitivity reactions, such as angioedema and dyspnea, have been reported during post-marketing (see
section 4.3 and 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued
monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any
suspected adverse reactions via the Yellow Card Scheme at: www.mhra.gov.uk/yellowcard.

4.9 Overdose

No adverse reactions for acute overdose have been reported during clinical studies or from post-marketing data.
However, the potential for adverse reactions cannot be ruled out and general supportive measures are
recommended.

5. Pharmacological properties
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antidiarrheals, intestinal antiinflammatory/antiinfective agents, antibiotics, ATC code:
AO7AA12

Mechanism of action

Fidaxomicin is an antibiotic belonging to the macrocyclic class of antibacterials.

Fidaxomicin is bactericidal and inhibits RNA synthesis by bacterial RNA polymerase. It interferes with RNA
polymerase at a distinct site from that of rifamycins. Inhibition of the Clostridial RNA polymerase occurs at a
concentration 20-fold lower than that for the E. coli enzyme (1 uM vs. 20 yM), partly explaining the significant
specificity of fidaxomicin activity. Fidaxomicin has been shown to inhibit C. difficile sporulation in vitro.

Pharmacokinetic/Pharmacodynamic (PK/PD) relationship

Fidaxomicin is a locally acting drug. As a topical agent, systemic PK/PD relationships cannot be established, however
in vitro data show fidaxomicin to have time-dependent bactericidal activity and suggest time over MIC may be the
parameter most predicative of clinical efficacy.

Breakpoints

Fidaxomicin is a topically acting drug that cannot be used to treat systemic infections; therefore the establishment of a
clinical breakpoint is not relevant. The epidemiological cut-off value for fidaxomicin and C. difficile, distinguishing the
wild-type population from isolates with acquired resistance traits, is 21.0 mg/L.

Antimicrobial spectrum

Fidaxomicin is a narrow spectrum antimicrobial drug with bactericidal activity against C. difficile. Fidaxomicin has an
MICgo of 0.25 mg/L versus C. difficile, and its main metabolite, OP-1118, has an MICgy of 8 mg/L. Gram negative
organisms are intrinsically not susceptible to fidaxomicin.

Effect on the intestinal flora
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Studies have demonstrated that fidaxomicin treatment did not affect Bacteroides concentrations or other major
components of the microbiota in the faeces of CDI patients.

Mechanism of resistance

There are no known transferable elements that confer resistance to fidaxomicin. Also no cross-resistance has been
discovered with any other antibiotic class including B-lactams, macrolides, metronidazole, quinolones, rifampin, and
vancomycin. Specific mutations of RNA polymerase are associated with reduced susceptibility to fidaxomicin.

Clinical efficacy

In the pivotal clinical trials the rate of recurrence in the 30 days following treatment was assessed as a secondary
endpoint. The rate of recurrence (including relapses) was significantly lower with fidaxomicin (14.1% versus 26.0%
with a 95% CI of [-16.8%, -6.8%]), however these trials were not prospectively designed to prove prevention of
reinfection with a new strain.

Description of the patient population in clinical trials

In the two clinical trials of patients with CDI, 47.9% (479/999) of patients (per protocol population) were 265 years of
age and 27.5% (275/999) of patients were treated with concomitant antibiotics during the study period. Twenty-four
percent of patients met at least one of the following three criteria at baseline for scoring severity: body temperature
>38.5°C, leukocyte count >15,000, or creatinine value 21.5 mg/dl. Patients with fulminant colitis and patients with
multiple episodes (defined as more than one prior episode within the previous 3 months) of CDI were excluded in the
studies.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with fidaxomicin in one or
more subsets of the paediatric population in enterocolitis caused by C. difficile (see section 4.2 for information on
paediatric use).

5.2 Pharmacokinetic properties

Absorption

The bioavailability in humans is unknown. In healthy adults, Cnmax is approximately 9.88 ng/ml and AUCy. is 69.5
ngehr/ml following administration of 200 mg fidaxomicin, with a Tmax of 1.75 hours. In CDI patients, average peak
plasma levels of fidaxomicin and its main metabolite OP-1118 tend to be 2- to 6-fold higher than in healthy adults.
There was very limited accumulation of fidaxomicin or OP-1118 in plasma following administration of 200 mg
fidaxomicin every 12 hours for 10 days.

Chmax for fidaxomicin and OP-1118 in plasma were 22% and 33% lower following a high fat meal vs fasting, but the
extent of exposure (AUCy.) was equivalent.

Fidaxomicin and the metabolite OP-1118 are substrates of P-gp.

In vitro studies showed that fidaxomicin and the metabolite OP-1118 are inhibitors of the transporters BCRP, MRP2
and OATP2B1, but were not found to be substrates. Under conditions of clinical use, fidaxomicin has no clinically
relevant effect on the exposure of rosuvastatin, a substrate for OATP2B1 and BCRP (see section 4.5). The clinical
relevance of MRP2 inhibition is not yet known.

Distribution

The volume of distribution in humans is unknown, due to very limited absorption of fidaxomicin.

Biotransformation

No extensive analysis of metabolites in plasma has been performed, due to low levels of systemic absorption of
fidaxomicin. A main metabolite, OP-1118, is formed through hydrolysis of the isobutyryl ester. In vitro metabolism
studies showed that the formation of OP-1118 is not dependent on CYP450 enzymes. This metabolite also shows
antimicrobial activity (see section 5.1).

Fidaxomicin does not induce or inhibit CYP450 enzymes in vitro.

Elimination

Following a single dose of 200 mg fidaxomicin, the majority of the administered dose (over 92%) was recovered in the
stool as fidaxomicin or its metabolite OP-1118 (66%). The main elimination pathways of systemically available
fidaxomicin have not been characterized. Elimination through urine is negligible (<1%). Only very low levels of OP-
1118 and no fidaxomicin was detectable in human urine. The half life of fidaxomicin is approximately 8-10 h.

Special populations

36
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Plasma levels appear to be elevated in the elderly (age = 65 years). Fidaxomicin and OP-1118 levels were
approximately 2 times higher in patients = 65 years compared to patients < 65 years. This difference is not considered
clinically relevant.

Limited data from patients with an active history of chronic hepatic cirrhosis in the Phase 3 studies showed that
median plasma levels of fidaxomicin and OP-1118 may be approximately 2- and 3-fold higher, respectively, than in
non-cirrhotic patients.

Limited data suggest that there is no major difference in plasma concentration of fidaxomicin or OP-1118 between
patients with reduced renal function (creatinine clearance < 50 ml/min) and patients with normal renal function
(creatinine clearance = 50 ml/min).

Limited data suggest that gender, weight and race do not have any major influence on the plasma concentration of
fidaxomicin or OP-1118.

5.3 Preclinical safety data

Nonclinical data revealed no special hazard for humans based on conventional studies of safety pharmacology,
repeat dose toxicity, genotoxicity, and reproductive toxicity.

Reproductive and fertility parameters showed no statistically significant differences in rats treated with fidaxomicin at
doses up to 6.3 mg/kg/day (intravenous).

6. Pharmaceutical particulars
6.1 List of excipients
Core tablets:
Microcrystalline cellulose
Pregelatinised starch (maize)
Hydroxypropyl cellulose
Butylated hydroxytoluene
Sodium starch glycolate

Magnesium stearate

Coating:
Polyvinyl alcohol

Titanium dioxide (E171)
Talc

Polyethylene glycol
Lecithin (soy)

6.2 Incompatibilities

Not applicable.

6.3 Shelf life
3 years.
6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container
100 x 1 film-coated tablet in alu/alu perforated unit dose blisters.
20 x 1 film-coated tablet in alu/alu perforated unit dose blisters.
Not all pack sizes may be marketed.
6.6 Special precautions for disposal and other handling
Any unused product or waste material should be disposed of in accordance with local requirements.

7. Marketing authorisation holder
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Astellas Pharma Europe B.V.
Sylviusweg 62

2333 BE Leiden

The Netherlands

8. Marketing authorisation number(s)
EU/1/11/733/003-004

9. Date of first authorisation/renewal of the authorisation
Date of first authorisation: 05/12/2011

Date of latest renewal: 22/08/2016
10. Date of revision of the text
22/08/2016

Detailed information on this medicinal product is available on the website of the European Medicines Agency
http://www.ema.europa.eu.

Company Contact Details
Astellas Pharma Ltd

Address Telephone
2000 Hillswood Drive, Chertsey, Surrey, KT16 ORS, +44 (0) 203 379 8700
UK

Medical Information Direct Line

Fax 0800 783 5018
+44 (0) 203 379 8820

Stock Availability
Medical Information e-mail +44 (0) 203 379 8721

medinfo.gb@astellas.com
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Astellas Pharma Europe B.V.
Sylviusweg 62
2333 BE Leiden
The Netherlands
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EU/1/11/733/003-004
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WIEKZEH 2011412 A 5 H
BHTEHH 2016458 H 22 H

10 AXHETH
2016 -8 H 22 H

ITBEEEM I E OB - THIETHZ L,
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RS EIFR
Astellas Pharma Ltd
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2000 Hillswood Drive, Chertsey, Surrey, KT16 ORS,
UK

Fax
+44 (0) 203 379 8820

Astellas
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+44 (0) 203 379 8700

Medical Information D EEH =
0800 783 5018

Stock Availability
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OP-1118
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figitumumab

(3E,5E,8S,9E,11S,12R,13E,15E,18S)-3-{[(6-deoxy-
4-0-(3,5-dichloro-2-ethyl-4,6-dihydroxybenzoyl)-2-O-methyl-
B-D-mannopyranosyl)oxy]methyl}-12-{[6-deoxy-5-C-methyl-
4-0-(2-methylpropanoyl)-p-D-lyxo-hexopyranosyljoxy}-11-ethyl-
8-hydroxy-18-[(1R)-1-hydroxyethyl]-9,13,15-trimethyloxacycloocta-
3,5,9,13,15-pentaen-2-one

(3E,5E,8S,9E,11S,12R,13E,15E,18S)-3-({[6-déoxy-
4-0-(3,5-dichloro-2-éthyl-4,6-dihydroxybenzoyl)-2-O-méthyl-
B-D-mannopyranosyl]oxy}méthyl)-12-{[6-déoxy-5-C-méthyl-
4-0-(2-méthylpropanoyl)-p-D-lyxo-hexopyranosyljoxy}-11-éthyl-
8-hydroxy-18-[(1R)-1-hydroxyéthyl]-9,13,15-
triméthyloxacyclooctadéca-3,5,9,13,15-pentaén-2-one

3-{[(6-desoxi-4-O-(3,5-dicloro-2-etil-4,6-dihidroxibenzoil)-2-O-metil-
B-D-manopiranosil)oxilmetil}-12-{[6-desoxi-5-C-metil-
4-0O-(2-metilpropanoil)-B-D-lixo-hexopiranosil]oxi}-11-etil-8-hidroxi-
18-[(1R)-1-hidroxietil]-9,13,15-trimetiloxacicloocta-3,5,9,13,15-
pentaen-2-ona

Cs2H74Cl2018

CHs
OH H3CO
00
HO
cl cl
OH

immunoglobulin G2-kappa, anti-[Homo sapiens insulin-like growth
factor 1 receptor (IGF-1R, CD221)], Homo sapiens monoclonal
antibody;

gamma2 heavy chain (1-450) [Homo sapiens VH (IGHV3-23*01
(93.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG2*01, CH3
K130>del (126-450)], (139-214")-disulfide with kappa light chain
(1'-214') [Homo sapiens V-KAPPA (IGKV1-17*01 (95.80%) -
IGKJ2*04) [6.3.9] (1'-107") -IGKC*01] (108'-214'"); (227-227":228-
228":231-231":234-234")-tetradisulfide dimer

immunoglobuline G2-kappa, anti-[Homo sapiens récepteur du
facteur de croissance analogue a l'insuline 1 (IGF-1R, CD221)],
Homo sapiens anticorps monoclonal,

chaine lourde gammaz2 (1-450) [Homo sapiens VH (IGHV3-23*01
(93.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG2*01, CH3
K130>del (126-450)], (139-214")-disulfure avec la chaine légére
kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-17*01 (95.80%) -
IGKJ2*04) [6.3.9] (1-107") -IGKC*01] (108'-214'); dimere (227-
227":228-228":231-231":234-234")-tétradisulfure

248
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 36
(Informacién Farmacéutica OMS, Vol. 10, No. 3, 1996)

p. 147 suprimase insertese
fasidotril fasidotrilo

Recommended International Nonproprietary Names (Rec. INN): List 58
Dénominations communes internationales recommandées (DCI Rec.): Liste 58
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 58

(WHO Drug Information, Vol. 21, No. 3, 2007)

p. 255 methylnaltrexonii bromidum

methylnaltrexone bromide

replace the chemical name by the following one
(17RS)-17-(cyclopropylmethyl)-4,50-epoxy-3,14-dihydroxy-17-methyl-6-oxo-
14B-morphinanium bromide

Recommended International Nonproprietary Names (Rec. INN): List 62
Dénominations communes internationales recommendées (DCI Rec.): Liste 62
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 62
(WHO Drug Information, Vol. 23, No. 3, 2009)

p. 248 fidaxomicinum
fidaxomicin
fidaxomicina

replace the chemical name by the following one

sustitiyase el nombre quimico por el siguiente
(3E,5E,8S,9E,11S,12R,13E,15E,18S)-3-{[(6-deoxy-4-0O-(3,5-dichloro-2-ethyl-4,6-
dihydroxybenzoyl)-2-O-methyl-B-D-mannopyranosyl)oxy]methyl}-12-{[6-deoxy-5-C-
methyl-4-O-(2-methylpropanoyl)-B-D-lyxo-hexopyranosyl]oxy}-11-ethyl-8-hydroxy-18-
[(1R)-1-hydroxyethyl]-9,13,15-trimethyloxacyclooctadeca-3,5,9,13,15-pentaen-2-one

(3E,5E,8S,9E,11S,12R,13E,15E,18S)-3-{[(6-desoxi-4-O-(3,5-dicloro-2-etil-4,6-
dihidroxibenzoil)-2-O-metil-B-D-manopiranosil)oxi]metil}-12-{[6-desoxi-5-C-metil-4- O-
(2-metilpropanoil)-B-D-lixo-hexopiranosil]oxi}-11-etil-8-hidroxi-18-[(1R)-1-hidroxietil]-
9,13,15-trimetiloxaciclooctadeca-3,5,9,13,15-pentaen-2-ona

320
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Process Validation Report for Fidaxomicin (OPT-
3.2.8.2.5-2 | MGR-11-006 |80) Drug Substance - Upstream, Resin Separation 2(.415' | Optimer Pharmaceuticals, Inc. S M R
and Downstream
Process Validation Batch Report for Fidaxomicin . . - =
3.2.8.2.5-3 | MGR-12-006 1.2m Column Bulk Process Validation at Biocon — 2(.44:' H Optimer Pharmaceuticals, Inc. sk A A
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Susceptibility study of Clostridium difficile for H~ J Infect e e
4.2.1.1-1 1 2819-PH-0001 ASP2819 (fidaxomicin) _ 200 -l H - B Chemother FFAEY
42.1.1-2 | 2819-PH-0003 Proﬁllﬁg of OPT-80 versus anacrobic and acrobic )i~ Optimer Pharmaceuticals, Inc. HESL - AT R
bacteria and yeast 2 A
Antimicrob
Effe f pH ridi iffici tibilit N - )
42.1.1-3 | 2819-pH-0004 |ETect Of PH on Clostridium difficile susceptibility h Optimer Pharmaceuticals, Inc. WS Agents Ak
testing with PAR-101 (OPT-80)
Chemother
Effect of calcium and magnesium concentrations on Antimicrob
B _PH- ; ; i S 515 )
4.2.1.1-4 | 2819-PH-0005 PAR-101 (OPT-80) susceptibility testing _ Optimer Pharmaceuticals, Inc. 15k Agents iz
Chemother
Antimicrob
Effect of Clostridi ifficile i 1 i N - )
42.1.1-5 | 2819-pH-0006 |Fiicct of Clostridium difficile inoculum density on Optimer Pharmaceuticals, Inc. 248 Agents A
PAR-101 (OPT-80) susceptibility testing
Chemother
4.2.1.1-6 | 2819-PH-0007 [OP-1118 profiling vs gastrointestinal organisms _ Optimer Pharmaceuticals, Inc. S — R
Killing kinetics of fidaxomicin and its major . . N J Med e e
4.2.1.1-7 2819-PH-0009 Opti Ph ticals, Inc. { FEA AR
metabolite (OP-1118) vs. Clostridium difficile - pimer tharmaceutica’s, inc A Microbiol AFAlEDR
4.2.1.1-8 | 2819-PH-0011 |OPT-80 mode of action studies _ Optimer Pharmaceuticals, Inc. A+ — RRiiegss
4.2.1.1-9 | 2819-PH-0012 [Rate of resistance development toward OPT-80 - Optimer Pharmaceuticals, Inc. HES- - BT
Antimicrob
4.2.1.1-10 | 2819-PH-0013 |Cross-resistance studies with OPT-80 Optimer Pharmaceuticals, Inc. HESL Agents AT R
Chemother
Comparisons of fidaxomicin, rifaximin and Antimicrob
4.2.1.1-11 | 2819-PH-0014 pariso S e Optimer Pharmaceuticals, Inc. sk Agents SR B
vancomycin mutation frequencies in C. difficile
Chemother
42.1.1-12 | 2819-pH-0015 |Seauencing RNA polymerase of C. difficile clones - Optimer Pharmaceuticals, Inc. sk - !
with reduced fidaxomicin susceptibility
Comparative efficacy of OPT-80, metronidazole,
4.2.1.1-13 | 2819-PH-0016 |and vancomycin in the hamster model of _ Optimer Pharmaceuticals, Inc. WEsk — A R
Clostridium difficile -associated diarrhea
42.11-14 | 2819-pH-0017 |Effect of fidaxomicin and its major metabolite (OP- Optimer Pharmaceuticals, Inc. s Clin Infect A
1118) on sporulation in C. difficile Dis
Susceptibility of Clostridium species to fidaxomicin H~ = e e
42.1.1-15 | 2819-PH-001 DR X I Ed - Ralil=gs
3 819 0018 and its major metabolite OP-1118 2 A _ - = AR
Post-antibiotic effect of fidaxomicin against H~ e e
4.2.1.1-16 | 2819-PH-0019 e - AT R
Clostridium difficile - 2 A _ - =R FFAEY
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Mutation prevention concentration of fidaxomicin

2 ~ . . ; -
4.2.1.1-17 | 2819-PH-0020 against C. diffcile _ Zﬁ B Optimer Pharmaceuticals, Inc. HEs - AR R
Effect of fecal matter on the MIC of fidaxomicin _ 2 ~ . . [ o S
4.2.1.1-18 | 2819-PH-9002 (OPT-80) and its main metabolite, OP-1118 ;&%H Optimer Pharmaceuticals, Inc. o STk
Evaluation of fidaxomicin and OP-1118 interaction 2 N
4.2.1.1-19 | 2819-PH-9003 |with drug product excipients as measured by _ z(l% H Optimer Pharmaceuticals, Inc. WEs — A R
Clostridium difficile in vitro susceptibility
Effect of fidaxomicin and OP-1118 on transcription 2l 4 ~ . . Ny S
2.1.1- -PH- . . i — FEA AR
4.2.1.1-20 | 2819-PH-9011 by wild-type and mutant RNA polymerase F ;&% 7 Optimer Pharmaceuticals, Inc s AT Rk
] 4 Sez TH S
4.21.3 TEMFEEHER
N T % - - R -
0. LS ZA v EH S Jii H FH AR FE Nt 35 (EWN, Mo Pollss
Evaluation of the effects of PAR-101 and OP-1118 20 A~
42.1.3-1 1176-014  |on cloned hERG channels expressed in human Z(I A sk - FEAT R
embryonic kidney (HEK293) cells
Cardiovascular effects of PAR-101 (OPT-80) — 20+ H ~ _ o ~ b e
4.2.1.3-2 1176-02 . . . i - SEEH
3 76-020 administered intravenously in the Beagle dog 2 A s SERH
Cardiovascular assessment of orally administered 2 N
4.2.13-3 -609004 PAR-101 in conscious radiotelemetry-implanted _ (21,!' H _ WEs — A R
naive male and female Beagle dogs
An acute central nervous system pharmacological 2 .
42134 | Q609009 [and toxicokinetic study of OPT-80 in rats using o [N 21% T st - et
functional observational battery
OPT-80:Respiratory assessment following SOl ]~
42.13-5 -609008 intravenous administration to plethysmograph- (21 A sk - FEAT R
restrained male Sprague Dawley rats
Sz 4 ih B sE =
4214 FEHFHEYHEEERHAR
i e R L MG E - BEG
CTDNo. | Wi#ES 5o ba 8 e IR BT i PR BT L (A
Examination of OP-1118 and fidaxomicin (OPT-80) >l ¢ N Antimicrob
4.2.1.4-1 | 2819-PH-0008 |[interaction with other classes of antimicrobial agents ;&q;!l 7 Optimer Pharmaceuticals, Inc. WEs Agents M R
using the checkerboard method Chemother
Sz ez
422 FEYEEEHR
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CTD No.

Wil ER S

ZA b

RERENMHTT

A
(HW, 1)

EEL T

FHE R - 2B
BRI

4.2.2.1-1

015351-1

Method Validation of an Analytical Method for the
Determination of OPT-80 in Rat and Monkey
Plasma

st

Al R

422.1-2

1176-001

Validation of an LC-MS/MS Assay for OPT-80 and
OP-1118 in Rat EDTA Plasma

sk

FAMG R

422.1-3

1176-016

Validation of an LC-MS/MS Assay for OP-1118 in
Rat Plasma with K;-EDTA

sk

422.1-4

TSLR08-453

Quantitative Determination of OPT-80 and OP-1118
in Rat Plasma by LC/MS/MS

sk

FAMG R

422.1-5

MCI11B-0017

Validation of a Method for the Determination of
Fidaxomicin (PAR-101) and OP-1118 in Rat
Intestinal Homogenate using High-Performance
Liquid Chromatography with Mass Spectrometric
Detection

sk

FAMG R

4.2.2.1-6

1069-003

Validation Transfer of an LC-MS/MS Assay for
OPT-80 and OP-1118 in Rabbit Plasma with
K;EDTA

sk

FAMG R

4.22.1-7

1069-015

Validation of an LC-MS/MS Assay for OP-1118 in
Rabbit Plasma with K3EDTA

st

Al R

4.22.1-8

1069-004

Validation Transfer of an LC-MS/MS Assay for
OPT-80 and OP-1118 in Dog EDTA plasma

s+

Al R

4.2.2.19

1069-014

Validation of an LC-MS/MS Assay for OP-1118 in
Dog Plasma with K;-EDTA

st

e v

4.2.2.1-10

TSLRO7-117

Quantitative Determination of PAR-101 and OP-
1118 in Dog Plasma by LC/MS/MS

st

Al R

4.2.2.1-11

102867

Validation of a Method for the Determination of
Fidaxomicin (OPT-80, PAR-101) and OP-1118 in
Dog Plasma (K,EDTA) by Liquid Chromatography-
Tandem Mass Spectrometry (LC-MS/MS) and
Demonstration of the Equivalency of the
Bioanalytical Method for Regular and Pup Dog
Plasma

s+

At R

4.2.2.1-12

MC07B-0195

Validation of a Method for the Determination of
PAR-101 and OP-1118 in Dog Feces using High-
Performance Liquid Chromatography with Mass
Spectrometric Detection

-

st

Al R

422.1-13

FB-2003-92

Validation of an LC/MS/MS Assay used to Isolate
OPT-80 from Monkey Plasma

200 A A ~
2 H
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sk

et
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Syl

RERENHTT

A
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Collection of Samples for the Determination of S -
42221 1176-008  |Pharmacokinetics of OPT-80 in Male Rats ;&% n b(iZ4N - A
Following a Single Intravenous Administration
A Pilot Toxicokinetics and Tolerance Study of >l - N
4222-2 | TK-1176-012 |Escalating Doses of Intravenous PAR-101 (OPT-80) _ %H Optimer Pharmaceuticals, Inc. b(iZ4N - A
in Beagle Dogs—Toxicokinetic Report
Investigation of Pharmacokinetics of OPT-80 in the 2 ~ - - =
42.2.2°3 014584 Rat Following a Single Oral Administration r ;&% A _ w5t AHBE R
Excretion, Pharmacokinetics, and Tissue T
4.22.2-4 1176-011 Distribution in Dogs Administered a Single Oral ;&q;!l " _ YA _ SRR
Dose of [’H]-OPT-80
A Pilot, Randomized, Incomplete Block Design,
Single-dose, Pharmacokinetic Study of Five Sl 5l A~
42225 1069-019  [Prototype Oral Solution Formulations of PAR-101, r Z(I H ] ZaN - FEAT R
Compared with an Intravenous Formulation of PAR-
101 In Male Beagle Dogs
A Single Ascending-dose Oral (Gavage) > ¢ -
42226 TK- 609001 |Toxicokinetic and Toxicity Study of PAR-101 in _ ;&q;!l " Optimer Pharmaceuticals, Inc. s - FEAT R
Beagle Dogs —Toxicokinetic Report
A Pilot 14-Day Repeated-dose Oral (Capsule) 2 N
42227 TK-609005 Toxicity Study of PAR-101 in Beagle _ (21/!' A Optimer Pharmaceuticals, Inc. HES- - AT & R
Dogs—Toxicokinetic Report
A 14-Day Repeated-dose Oral (Capsule) SO - -
4222-8 | TK 609007 | Toxicity Study of PAR-101 in Beagle % A Optimer Pharmaceuticals, Inc. HES — FEA B
Dogs—Toxicokinetic Report
4.2.2.3 9
i e R L MG E - BEG
CTDNo. | wisaEs v i S ) BRI R T i PR BT L (A
Protein Binding Study of Fidaxomicin (PAR-101) 2 N
4.22.3-1 MC11M-0001 |and OP-1118 in Rat, Rabbit, Dog and Human (21/!' A A+ — PR R,
Plasma by Ultrafiltration
4224 KB
i o A e L RAEH sz |REMEE - 2EE
CTDNo. | s 5q b B JeHaI BRI 57 | s |5
L ] L , N
42241 XT100016 Characterlzatlpn of OPT-80 Metabolites in Human 2 s B S
and Dog In Vivo Samples 2 |
Determination of the Potential Metabolites of OPT- >l ¢ N
42242 MC04107 |80 using Intestinal and Liver Microsomes from Rat, ;&% n HES- — BT B

Dog, Monkey and Human
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Characterization of OPT-80 and OP-1118 S - -
4224-3 XT100005  |Metabolites in Human and Dog Microsomes and % " sk - FEAT R
Hepatocytes
422.4-4 | TSLDR09-144 |Investigation of the Fidaxomicin "shoulder" peak 2(21/!* HN _ HES — FEALE R
4225
i o S 48 RAH sap  |REAERL - ZEE
CTDNo. | #i#H S 5q b B JeHaI BRI a7 | s | PO S
A Single-Dose Oral (Capsule) Metabolism and >l £ -
4225-1 | 609012 |Excretion Study of Fidaxomicin (OPT-80, PAR- ;&% " sk - FEAT R
101) in Bile Duct Cannulated Beagle Dogs
= |4 =+
423 EHMHRER
& X e
4231 HERESEHEHER
e, S s i e L AR FHBE R - 25
CTDNo. | #is#E 5 5o ba 8 e IR T i PR BT L (A
200 4 ~ e . ,
4.23.1-1 015353 OPT-80: An acute oral toxicity study in rats _ ) Hﬂ _ sk — FEAT
423.1-2 015386 OPT-80: An acute intravenous toxicity study in rats — 22 HHN — sk - FEAT R
A single ascending-dose oral (gavage) toxicokinetic 2 ~ e g
4.23.1- 1 - ! i - SEEH
313 -60900 and toxicity study of PAR-101 in Beagle dogs 208 4 A w5t kot
A pilot toxicokinetic and tolerance study of S - -
423.1-4 1176-012  |escalating doses of intravenous PAR-101 (OPT-80) % " sk - BE R
in Beagle dogs
p == S
4232 REESHHHER
e e HFRFE FHE R - 285G
CTDNo. | #is#E 5 5o ba 8 e IR BT i PR BT L (A
4.2.3.2-1 015352 OPT-80: A 28-day oral toxicity study in rats _ sk — FEAT
42329 1003-2571 OPT-80: A 14-day intravenous toxicity study in s B SR
Sprague Dawley rats Canada
42323 1004-0901 OPT—?O: A 14-day intravenous infusion toxicity WSk _ BEE
study in Sprague Dawley rats Canada
42324 1176-003  |OPT-80:A 2-week intravenous toxicity study in rats - 5 - DB
A pilot 14-day repeated-dose oral (capsule) toxicity e ~ i
4.23.2- . i - BEEE
325 -609005 study of PAR-101 in Beagle dogs s SERR
42326 -609007 A 14-day repeated-dose oral (capsule) toxicity study _ — s B SR

of PAR-101 in Beagle dogs
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A 14-day repeated-dose oral (gavage) toxicity study 2 ~ . B T—

42327 | 600002 of PAR-101 in Beagle dogs Y 48 AT A

A 3-month repeated-dose oral (gavage) toxicity 2 N
4.23.2-8 -609003 study of PAR-101 in Beagle dogs with a 28-day (21,!' H sk — FEAT
recovery period
A 3-month repeated-dose oral (capsule) toxicity > ¢ -
42329 | 602006 |study of PAR-101 in Beagle dogs with a 28-day ;& " sk - FEAT R
recovery period
- - — — y —
423210 2002-4923 OPT—SO. A 28-day oral toxicity and toxicokinetics 2 H WSk _ BEE
study in cynomolgus monkeys 2 A Canada
veh J— = g =k
4233 EizEMHHR
4.2.3.3.1 In Vitroft5&
- " [ B v | FHIER - 2
P =) N e - o LT Ril Bt "

CTD No. S ZA bV EE it 391 FH AR FE M S5 T (EWN, i) PGS FrooR]
423311 | MOV S0 pacterial reverse mutation assay I I 5 - A
4.2.3.3.1-2 AcngN_[r\I}f'SOS' Bacterial reverse mutation assay — _ sk — FEAT
4233.1-3 AA64¥F\3.33 L In vitro mammalian chromosome aberration test _ — sk - FEAT R

4.2.3.3.2 In VivoikB&
b e HARAE FHEE R - ZEE
SRS 3 Z it R I Hii ; 73 |
CTDNo. | #H&EHES 2 A bV EH e it 191 ) AR Tt 5 T (EW, #50) PGS Eroo R
AA64WW.125 . . 20 H ~ . _ = v
4.2.3.3.2-1 MBTL Mammalian erythrocyte micronucleus test _ %H _ 24N ATAG &t
Evaluation of tolerability and pharmacokinetics in . -
4.2.3.3.2-2 ACZIMW. 125N rats following oral administration of fidaxomicin 2 sk - BE R
GLP.BTL 2 |
(OPT-80)
In vivo comet assay in liver and duodenal cells
4233.2-3 AC29§/?]Y.423. following oral administration of fidaxomicin (OPT- 2(21/'!I A 7248 — FEAmE L
30)
4235 HEFESMHHER
==, gLL N - - =
42351 RRERERVERE TOMYEFEA(CEHT SHER
- I A e |FEIER - BB
SRS 3 Z it R I Kt ; it
CTDNo. | #W&EHES 2 A bV EH e it 191 ) AR T Nt 5 T (EW, #50) PGS Eroo R
PAR-101 (formerly OPT-80): A study of fertility 5 -
4.2.3.5.1-1 1069-013  |and early embryonic development to implantation in F m A — sk — FEAT
rats
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42352 HF-RRIBHAICET &5ER
TS S e e LEL T VR AR L SRS R - 222G
CTDNo. | i 5o ba 8 e IR BT i R BT L A
OPT-80: Range-finding study for effects on embryo- 200l H ~ o _ S
423521 1069-005 fetal development in rats _ 2 A _ 5 okl
423522 1069-007 PAR-101 (formerly OPT»SQ): Study for effects on 2 H~ — YES - AR
embryo-fetal development in rats 2 H
OPT-80: A range-finding study for effects on 5 -
4.2.3.5.2-3 1069-006 embryo-fetal development in New Zealand White m A i — HEEE
rabbits
PAR-101 (OPT-80): Study for effects on embryo- 200 £ ~ 5 - S e g
4.2.3.5.2-4 1069-018 fetal development in New Zealand White rabbits 2 | A A EDRE
42354 FHERZERAL-EHER
. S e e LEL T VR AR L SRS R - 2EE
CTDNo. | i 5o ba 8 e IR BT i PR BT L A
A 14 day dose range finding study by oral gavage 2 N
) e LT L o0 ; ﬁflﬂ': . _ BB
4.2.3.5.4-1 | 2819-TX-0003 fldmerlstratlon of fidaxomicin (OPT-80) in the _ (2&/ " F Y08 SR
juvenile Beagle dog
A 28-day study by oral gavage administration of SOl ~
4.2.3.5.4-2 | 2819-TX-0004 |fidaxomicin (OPT-80) in the juvenile Beagle dog sk - FEAT R
2 A Canada
with a 56-day recovery period
4237 ZDtoEMHHAR
e | == 4=+
42375 HKHEYDEEHAR
A - o I AR
CTD No. et F S ZA bV EE it 391 FH AR a5 P (EWN, dash)
423751 | NPNESO B pacterial everse mutation assay I B I s - A
4.2.3.7.5-2 AC29]\4_E331'B In vitro mammalian chromosome aberration test _ 22 H):JN _ sk - FEAT
== =
4.2.3.7.6 FTHYHDEMLHER
e S o SRS e |FHTE R - G
CTDNo. | st 55 5 hn 8 S IR 7 | s | PR S
Derek Analysis . 2 H~ 5 - P
4.2.3.7.6-1 2010 Derek for Windows consultancy report _ ;ﬂ " sk SEE R

4.3 SEE

EFE, Xiks4, RITHE, B H
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AR

FHEE R - 2 EE

CTD No. WEEE S 24 R~ EEH Syl RERENHTT (AN, 150 EET S BRI
5.2 — R R B — B — — — — — EAI
= NCER: T e
53 HERHmEERUBEEFR
Sz | Rk S
53.1 AWYERFIFARBESE
5311 NAATZRLSEYT 4 (BA) HBREBREE
P - o g R -
CTDNo. | #iE&EE ZA kv EE ESE] il IR SRS P (EA, #h) B#GE
A SINGLE CENTER, OPEN-LABEL,
RANDOMIZED, TWO-PERIOD, CROSS
OVER STUDY TO DETERMINE THE
PHARMACOKINETICS AND THE
53.1.1-1 OPT-80-005 [EFFECT OF FOOD ON THE BIOAVAILABILITY |Optimer Pharmaceuticals, Inc. pNEz| sk — FEAT R
OF OPT-80 IN HEALTHY SUBJECTS AND THE
PHARMACOKINETICS OF A LEAD-IN SINGLE
ARM OF 200 mg OPT-80 IN HEALTHY
SUBJECTS
=h N A 3 =
53.1.4 4AYEHRVEBLEZHOITERARES
% . 1= g ~ o H %/ o = '«Lgf\g Z} (LZI‘
CTDNo. | st 55 54 b BH SR BB | s | PR S
Validation of an LC/MS/MS Assay used to Isolate 2 H~ N -
- - - 3 _ 72333_( s
Validation of a Method for the Determination of
OPT-80 in Human Plasma using High-Performance 20l 4 ~ y w2
3142 | Mcost P ‘ ! I ‘ - BEUE
33 04186 Liquid Chromatography with Mass Spectrometric % | A TR
(MS/MS) Detection
Validation of a Method for the Determination of
OPT-80 and OP-1118 in Human Plasma using High- 20l 4 ~ N S
3.1.4- Lo . i — FEA AR
5:3.14-3 MC05071 Performance Liquid Chromatography with Mass % | _ A A EDRE
Spectrometric (MS/MS) Detection
Quantitative Determination of PAR-101 and OP- 2 H~ ‘\ - [P
53.1.4-4 TSLRO6-123 1118 in Human Plasma by LC/MS/MS 20 A _ s ek
Validation of a Method for the Determination of
OPT-80 in Human Urine using High-Performance 20 £ ~ y w2
3.1.4- MC0424 . . b - SHEEE
33 5 C04248 Liquid Chromatography with % A A TR
Mass Spectrometric (MS/MS) Detection
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Validation of a Method for the Determination of
PAR-101 and OP-1118 in Stabilized Human Urine 2 ~ - - =
3:3.1.4-6 MC09B-0192 using High-Performance Liquid Chromatography Z(l% A _ s RHAm R
with Mass Spectrometric Detection
Validation of an LC/MS/MS Assay used to Isolate 200l H ~ e e
- - - P — ;/; - %240
5347 | PB2003-11s [V aidation ofan LOMSMS % 1T st BEEH
Validation of a Method for the Determination of
OPT-80 and OP-1118 in Human Feces using High- 2 ~ e =0 e e
53148 |  MC04249 o . ] i - R
Performance Liquid Chromatography with Mass (2152!' H o RS
Spectrometric (MS/MS) Detection
Evaluation of the Extended Stability of PAR-101
and OP-1118 in Stabilized Human Urine using High 2 ~ e [
3149 | MeosB-o302 i - I | - | e
53 ? C09B-030 Performance Liquid Chromatography with Mass - (2152!' H o RS
Spectrometric Detection
Evaluation of the Extended Stability of PAR-101
and OP-1118 in Human Fecal Homogenate using 2 4 ~ N [
3.1.4- - . Lo . i — FEA AR
5:3.1.4-10  MC09B-0022 High-Performance Liquid Chromatography with - ;& | _ A A EDRE
Mass Spectrometric Detection
R- .. TATTA T 7—~ T v 7R
OPT-80%E 200 mg (Phase- g e , . 2 ~ - — . S e
3.1.4- - e ) = BET e — R T AT T A — v 7 R = - ATEA
5.3.14-11 PCAR11/32497O A OUEHEOSHEAY Fes g o BEEEL fi 2 — hn'EE PR >l TATIGA Ty—~ T v kat [Eskg A
B N - ;HZ Ll » ey H
532 E MEFEMZAV-EYBEREOHBRERES
5322 MARAHBHERUEYHEEAABREREE
b <A b AR oo | AHRERL - ZEE
DNo. | #rams 5 A - SN WA L [R5
C o W EE S HA T EH e Hite 191 ) RS T (EW, #50) E12Y ' Eroo Rl
Reaction Phenotyping of OPT-80 using Human 2 N
5.3.2.2-1 MC04212  |Intestinal and Liver Microsomes and CYP450- ) ] S+ — BEER
. . o 2 H
Specific Chemical Inhibitors
In Vitro Evaluation of PAR-101 and OP-1118 as 20+ H ~ N B
+3.L.m o b _ ST R
5:3.2.2-2 XT065019 Inhibitors of Human Cytochrome P450 Enzymes - Z(I A _ st FFAERY
In Vitro Evaluation of OP-1118 as an Inhibitor of 5 -
53223 XT095062 |Cytochrome P450 (CYP) 3A4/5 in Human Liver m A I S - FEA R
Microsomes
In vitro Evaluation of PAR-101 and OP-1118 as >l £ -
5.3.2.2-4 XT063006  [Inducers of Cytochrome P450 Expression in ;&‘2' " sk - FEAT R
Cultured Human Hepatocytes
P-gp Substrate and Inhibitor Assessment of 20 H ~ - S
3.2.2- PTIP. . . . . v - Balii=gs
33 5 %0 3 Fidaxomicin and Main Metabolite (OP-1118) 2 A s RHm R
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BCRP and MRP2 Substrate and Inhibitor
Assessment of the Customer’s Test Compounds,

2 ~ Wi _ Ead el
53226 HOPTIPIR1 Fidaxomicin and OP-1118, in Cell Monolayer (2152!' H o ey
Systems
In vitro Interaction Studies of Fidaxomicin and its Sl 5l A~
5322-7 Optimer-01-  |Metabolite OP-1118 with the Human Uptake %ﬂ% n sk - FEAT R
Transporter OATP2B1
5323 ot FERRHHERVHRBEE
. S o e 4L R ooy |FHIEE R - ZEE
I — 5 A - SN WA L [R5
C o W EE S HA T EH 5 i 441 9 AR T Nt 5 T (EW, #50) PGS Eroo
BCS Classification of Fidaxomicin and OP-1118 in 2048 A ~ " B
3231 | wormeiR — | - | e
3323 00 a Caco-2 Cell Monolayer System ﬁ % A s AR
A Single Center, Open-label, Ramdomized, Two-
period, cross over study to determine the
Phamacokinetics and the Effect of Food on the > ¢ -
53.2.3-2 | PK-OPT-80-005 [Bioavailability of OPT-80 in healthy Subjects and ||| | | N NEEE %ﬂl " K [E HES — FEA B
the Pharmacokinetics of a Lead-in single Arm of
200 mg OPT-80 in healthy
Subjects—Pharmacokinetic Report
Sz o =t
533 EREWBE (PK) RRHLE
R N oI M =4
5.3.3.1 RBERBEEHREICES|THPKRUMNARRERREREE
. S o e 4L R ooy |FHIEE R - ZEE
I — 5 A - SN WA L [R5
C o W EE S HA T EH 5 i 441 9 AR T it 5 T (EW, #50) PGS Eroo
A Phase 1, Randomized, Double-Blind, Placebo-
Controlled,Dose Escalation Study to Assess the
Safety, Tolerability and Pharmacokinetics of Single 201342 H ~ N y Clin Drug B -
5.3.3.1-1 | 2819-CL-3001 and Multiple Ascending Doses of Astellas Pharma Global Development, Inc 201345 PN HES- Investig. FEAM & Rk
Fidaxomicin in Healthy Male Japanese and
Caucasian Subjects
A PHASE 1A, SINGLE DOSE-ESCALATING Sl 5l A~ Antimicrob
5.3.3.1-2 | OPT-80 1A-SD [SAFETY STUDY OF Optimer Pharmaceuticals, Inc. 21 A KIE sk Agents BEY R
OPT-80 IN HEALTHY VOLUNTEERS Chemother
A PHASE 1B, MULTIPLE DOSE-ESCALATING 2 . Antimicrob
5.3.3.1-3 | OPT-80 1B-MD |SAFETY STUDY Optimer Pharmaceuticals, Inc. (21,!' H KE HESL Agents BEER
OF OPT-80 IN HEALTHY VOLUNTEERS Chemother
Determination of OPT-80 and OP-1118
Concentrations in Human Plasma in “A Phase 1B 2005423 H ~ o ;
5.3.3.1-4 MC05085 , . i — P ES ¥
Multiple Dose-Escalating Safety Study of OPT-80 200544 H st R
in Healthy Volunteers”
— 4 N o ik S
5332 FBEICEITHPKRUVHMHAIETEHARKRESE
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CTD No.

Wil ER S

ZA b

EE

2 it

RERENMHTT

AR
(HW, 1)

HBilEs

FHE R - 2B
BRI

5.3.3.2-1

2819-PK-0001

Subgroup Analyses for Pharmacokinetics of
Fidaxomicin

T AT 5 AWM AL

EH

Al R

5.3.34

NEMERZRE L-PKREREBEE

CTD No.

Wl ER S

A kv

E £

el

BN S 250

WA
(W, k)

FEAMRERE - 55
o]

5.3.3.4-1

OPT-80-007

A PHASE I, OPEN-LABEL, TWO-PERIOD,
RANDOMIZED CROSSOVER STUDY TO
EVALUATE THE EFFECT OF A SINGLE DOSE
OF CYCLOSPORINE ON THE SINGLE-DOSE
PHARMACOKINETIC PROFILE OF
FIDAXOMICIN (OPT-80) IN HEALTHY MALE
SUBJECTS

Optimer Pharmaceuticals, Inc.

sk

BRI

53.34-2

OPT-80-008

A PHASE I, OPEN-LABEL, MONOSEQUENCE
CROSSOVER STUDY TO EVALUATE THE
EFFECT OF STEADY-STATE FIDAXOMICIN
(OPT-80)

TABLETS ON THE SINGLE-DOSE
PHARMACOKINETIC PROFILE OF DIGOXIN IN
HEALTHY SUBJECTS

Optimer Pharmaceuticals, Inc.

sk

BRI

5.3.3.4-3

OPT-80-009

A PHASE I, OPEN-LABEL, MONOSEQUENCE
CROSSOVER STUDY TO EVALUATE THE
POTENTIAL FOR CYTOCHROME P450-
MEDIATED DRUG INTERACTIONS WITH
FIDAXOMICIN (OPT-80) IN HEALTHY MALE
SUBJECTS

Optimer Pharmaceuticals, Inc.

4

Al R

5.3.3.4-4

2819-CL-2003

A Phase 1, Open-Label, Randomized, Two-way
Crossover Study to Evaluate the Effect of Multiple
Doses of Fidaxomicin on the Single Dose
Pharmacokinetics of Rosuvastatin

in Healthy Male Subjects

Astellas Pharma Europe B.V.

kot

sk

FPA

535 HAMERUVZREUHBRBEE
FERY DEMIEICRE Y S B R EE

5.3.5.1

CTD No.

Wl ER S

2 A hv

E £

el

BN S R0

I
(W, k)

AP R - 225G
B

5.3.5.1-1

OPT-80-
Phase 2A

An Open-Label, Dose Ranging, Randomized
Clinical Evaluation of OPT-80 in Patients with
Clostridium difficile -associated Diarrhea (CDAD)

Optimer Pharmaceuticals, Inc.

-
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Chemother
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N Engl J
Med,

J Infect Dis,
J Am
Geriatr Soc,
Can J Infect

Dis Med
A Multi-National, Multi-Center, Double-Blind, icrobiol,
Randomized, Parallel Group Study to Compare the BM1J Open
AE ~
53.5.1-2 | 101.1.C.003 Csl‘l‘;e;ywi‘:s Efsﬁf;‘;yv(;iggl‘;jn})AR'IOI Taken 1 timer Pharmaceuticals, Inc. 2288;;5 fﬂ KE, HFH A Gasmiemem ik
Taken q6h for Ten Days in Subjects with Clin Infect
Clostridium difficile -Associated Diarrhea Dis,
Am]J
Nephrol,
J Clin
Oncol,
Antimicrob
Agents
Chemother
Lancet
Infect Dis,
J Infect Dis,
J Am
Geriatr Soc,
A Multi-National, Multi-Center, Double-Blind, Can J Infect
Randomized, Parallel Group Study to Compare the B S, LE— A EYT. TSR Dis Med
53513 101.1.C.004 Safety énd Efficacy of 200 mg PAR-101 Taken Optimer Pharmaceuticals, Inc. 200744 H ~ ’ ~ F\’/f v, X’\D’/f Y ’:r_ a0 Wik Microbiol, T
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