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I. SIEICEY5EHE

1. FAfEOREE

Clostridium difficile (C. difficile) &4<iE (CDD 1%, T, FE, IEREOERKIERE 2L, EERIER TIE,
HEEMEE R ME., BUILE, TMEEZRILE DM T 25, BOERIRIEL b2V 5 5, FIED TR Y A7 R,
PEEOMH, M, W RREOEEE, RIARSLE SN TEY Y, %/, CDI f¥RomS%, CDI ARk E
DIEDFAET D2 OMBURTH VD | B RIS KO HAL TN D,
T4 XX~ A 2%, Dactylosporangium aurantiacum \Z X - CEA S, #lE RNA R Y 2 7 —FFHEEM
EHTDHER Y 7 AOHEETHD, 74 XX ~A 0L, P AT MBI 2 GNlFE S %
HFEL LI < 29, BRP et HESRBE G R OJFK & LT BT\ S C difficile \2%F L CHIEERZ R L, %
7oy AL Y O Toxin FEAE ¥ ZBHET D LW O RHEEZ R > TS 2 &, CDIJAREKE LTRSS,
KETIH20114FE5 Az, BN TIL20114E12 A2, e, [C difficileB5E TH#IE (CDAD) |, T Clostridium
difficile J&YiE (CDI) [BIFF : C. difficile B THIHE (CDAD) ]| ZiiiE & L CTHAGR S 7z,
CDI /BEOHIEIE L LCiE, ENTIEHA ha=F Y — L RO a<w A D URB, BKTIEIINOIZAZ, 744
F YA VUDAEREINT WD, BMNEERMAEYEYYEFS (ESCMID) OF A K71 (2014 45)° TiE, #)
FEOIEFIEFNNIA b =&V —)b PPEOFEFNZIT AN a~vA v, 1 REED 2 B HURBEOFERIZIZ N
A T XIET 4 BRI AV UPHER SN TN DT, Ei2 2018 45 2 HIZGET Sz IDSA K OSKI[E R R
prtgs (SHEA) @ C. difficile (25835 HA K74 2 D Cld, WIRLOERE 1 EH) KE7 4%~
FONy a~ A o PRI T 5™, 2018 4F 2 ABIE, 55 OE &M THAGREN T Y . CDI IAfKDIER
ED—oL7roTND, ZOXHWRIOF, 7TAT 7 AMFHASAHENENTOREEZED, ¥ 77 U 7
200mg 7%, NS KRNSO 7 v A WY DT L - T 7 4 b BE YRR ((BIREMERR R 2
Ete) | AMRESUIRIAR L LT, 20184F 7 AICRUENGEARR ST, 20Tk, B U 7HEE T MRS 2023 4
4 AICBGEIRGEAGRE T AT 7 ARG AR X 0 A&k LTz,
X1 2021 T HA RTA 038 HH & (van Prehn J. et al.: Clin Microbiol Infect. 27: S1, 2021.) . FPEEDIEHEIEFIDOF EHPEE LTT7 «
BRI A, WFEOTIEGIIIN a3~ A I T 4 Fx )~ A VPR ENTWS, F72, 1 BEOBERICOWTIL, #I5H
R awf VU UFA e =) — Ve LT E 7 1 XX Y~ A 2o, PRI T 4 XX~ A o m G LISAIE 7 4 4%
VA VI N A A AR I A T ORI MER STV B,
¥2: 2021 FFITH A KT A HEH S (Johnson S. et al.: Clin Infect Dis. 78 €1029, 2021.) . FPELOFH (1 [EIR) L7 4 X%V ~A
VUDMER S, N, VAR S,

2. RROABRPIFHE

(1) 18 BRRD~ 7 1T A NEHEROH LY 7 ADOHIHEIRT, MEDO RNARY 2 7 —VPEEZRT,
(24 ~N—TUBR)
(2)1 A 25T, C. difficile |\Z X 2 JEGMERG AR B TR L\ WA & IRiiER R 2,
(14 ~—TVB)
(3) B G5 ORNUIERD TR HEERNTIERT 5 £ B2 bihvd,
(30, 32~33 2—THHR)
(4) P AT MU T, C. difficile {25 LEERNCIER L, 1ZE A ED T T AEMEEICR L ClIbt@EiEtEs
YA AN
(24~29 _—THH)
(5) C. difficile DHNIER & BAET 2D (in vitro),
(24~29 N—TE )
(6) [ENFHIFHFRBRIZISV T, 104515 961 (8.65%) 12 15D EIWER TR Hiviz, FHLUIZEIERIX, &ifi,
DS, MEEIERG, TR, L. B, WEM, FEENMED E OV, B BB, RE NEL L UXE, At
VBN, RE, ' r Y R LS T AEEERE A IKAGE (B 16) THY ., WITHORWER & RBUH
1% 0.96% CThH -7, (R
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I. &£FFICREd HIEHE

1. 54

(1) 4%
&7 7 U 7 %E 200mg

(2) *4
Dafclir® Tablets 200mg

(3) BMD A%
difficile % clear ™2 EMAIAD Tidk LT,

2. —@4&

(1) ¥4 (@d%)
T4 FEY< A (JAN)

(2) #& (@Wa%)
Fidaxomicin (JAN)
fidaxomicin (INN)

(3) RT4Ls (stem)
Micromonospora J& DA D EAT D HIAEMWE © -micin

3. EEXXETRHER

4. FFARUSFE

7% 1 Cs2HraCl2O1s
{1 : 1058.04

5 {L##& (MAik) XIEFE

b4 (IUPAC)

(AAA4)

(3E5HE8S9E11S12R13E15E185)-3-({[6-F 4% +-4-0-(35-F 7 na-2-=F/L-4,6-Pt RFuFi oA
N)-2-0-AF N~ D<) T ) N F XU AF)-12-{[6-F A F-5-C- A FN-4-0-(2- A FNT 18 ) A
)= BD-lyxo-~F¥ YV ET ) L] AF L) -11-mF -8k RaFi-18[(1R)-1-k Re¥ i mF/1]-913,15- F 1
AFNFXY 7 aA s 25 H-3,5,9,13,15-0 X T -2-F



0. &9 HIEH

(F4)

(BEHESS9E11S12R 13E15E,18S5)-3-(1[6-Deoxy-4- O -(3,5-dichloro-2-ethyl-4,6-dihydroxybenzoyl)-2- O -
methyl- #-D-mannopyranosylloxy}methyl)-12-{[6-deoxy-5- C-methyl-4- O -(2-methylpropanoyl)- 5 -D-Iyxo-
hexopyranosylloxy}-11-ethyl-8-hydroxy-18-[(1£)-1-hydroxyethyl]-9,13,15-trimethyloxacyclooctadeca-
3,5,9,13,15-pentaen-2-one

6. A%, AA. S, E5ES

BH¥ZE 5 : OPT-80, PAR-101, OPT-40, OP-1441, ASP2819
Bll44 : Difimicin, Lipiarmycin As, Clostomicin Bi, Tiacumicin B
&5 FDX
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SVER - MK
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TR RaT7Iy, DAFINANKFY REDRA Y ) —)VEITOT <, T8 ARt T<eod <, Bk
TFN, =H =)L (99.5), rmaua A X KkOTE = b U USRORREITIZS K, A4 Y 7R ) — U
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WIEE A ETRIT RV,

WiT %
FAXHZEE 0~95% DAL (T THGRMEZ R S 720, (BRI RZ SIS TE)

e (DR, R, BES
e 0 177~180°C
FIEE AR TEL

pKa : 9.31 (5iR)

HERRE
Log P=3.7 (1-A 2 %/ —)IK)

ZOMDEGRIEE
BEHHE (o]} @ +20~+37 (BAMICHE L7260 058, AT L ALARFY K, 50mL, 100mm)

BRSO EEHTICBITIREN

i rYez RAFIRE (AT IR P
IREBEREERY =F Lo 2 BEAY
B g LY B sory | FRMEOMMARD SR, AR
KR T = 1A SR Lamn, HEEORINTH -7,

ERER)ZF LRI A

IRBRER Y =F Lo 2 BN
U T ERFE ORMMFED B3, AEH

TN =MLY HEWD, BEOHENTH ST,
EBER) TFLL FT A

NmdEABR 25°C. 60%RH

FEME OYEINASTRO DT A, AIHR
HED, HEOHFHNTH -T2,

RREFICE R L, 15%EREDOIK T 23
LA, JRRES L Te o7, FEBWE M
AR, BRI L 2ot e
IR TEE 258D 7228, BN TH -7z,
ZOMOTEHIZZEGITEED T, BN T
HoT,

RRIFIZE AL, 20%EREOIK T 23
> — LB B, B L e oT, R ICHIN
eRes) I 23R, BRI L 7r ot FEEEIC
Ty — LB+ TR T 278D 7208, BN TH -T2,
(KT HED) FOMOTEBIZAITERD T, BN T
HoT,

mE | 25°C. 75%RH A Ry, Bk 3 H

A 50C A My, Bl 2 &

FBHE

HIEHR - VRIR, B, SREL RO, KS. BUERIIRE (REIREFRER, SRR . Kok XArmr (RilRiR)

a)

ICH Q1B A KT A AZHEV, S FRHREE & LC 120 5 Ix-hr PLER OSSITERIM = %L — & LT 200W - h/m2 DL L Y6z LTt
BRa1T o7,
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1. #l®
(1) FIRORZ
T4V —T 4 T EE
(2) HFIDOHERUEIR
Al = TR Er——
= S A
A et S © —
T4 TBE e
[EX2S =X i
£ £ 13.1mm ., )
S 49 7.0mm #15.1mm #) 360mg
(3) #HAa—F
7P17
4) HEIOME
PR
(5) ZDih
Y L
2. SFIOHMRK

(1) BHES GEMERS) OES=RUEHME
MU OFEEIZEIT 2 H LA DEIZOWT) (ER 13410 A 1 B HIGE%E 712 5) WONS TEHMS
W OEICEE T2 H TR LALE] OFEHEZOWT] (FRt 14453 A 13 B BEERE 170 5) (3%

(2)

3

3. BRfBREAOHMRUEE

BINANZ OV TR LTz, IIFIIILL T L B0,

ARk (1 EEF)

VS

T4 XXV~ A 200mg

fEhtEra—2 AT LT 7—{bTF o7, B ke Fuirkilo—x, T
YTV A=NEES NI UL, ATT Y UM IRV A, bR A=A v mA—
b, BbTFH o, 2y sk, B = TRk

EREEDEE
BARAA

3E
BARAR

BARAR

balil

BRI L
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VT ) THEE LOBRS L,

d) R MVEREROT AVIENSIM H L, R M BEERIZIY H L, ¥y — VORI 1 BIZERIZIE, B 7 vs (7
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%Y L7
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1. PEEX IR
GEIEE)

AFNBRMEDIOR MY OOL - T4 T4

GREIE)

BEMEX BIREXBXEST)

2. PREXIHRICEHET HFE

5 MEEXIIRRICEEET HFE
BYERGR (BRI R E &) ~OERICHT-> Tk, HUEMIEEEHOTS XY 23l L, i
RS G- OMENEZ | L7z 1T AFOFRG @) & Hr Sh D EaIckE+52 L,

()

SAEZEHE 0327 O 1 SIRAEF BRI « AR fA RIESR L AXIRR RS CFRk 30 4F 3 A 27 A THifsdw
o MR EOER] OUGETIZOWT] IZHE, RE LT,

3. RERUVAE

(1

(2)

RiZR UHAEDME:R

WE, RACIZ T 4 4%~ A LT 1IE200mg % 1 H 2 BEREA#EEST5,

(fiFEas)

TEERR N 2RI T 4 X% V<A 2 400mg & 22 R OVBHRICHERR &G L, 740 XX Y~ A v KN
FEW OP-1118 DOIEWENREIZ KT T RFOMBEL T LR, SIEEN T %Y~ A v KO OP-
1118 DEHRERICKITTHEIIRE S 2N LR EN, FELOHEIZE L TRFIZET 2 Fepl 72 iR 4
RIDLET RN EEZLNEZY, (VL1 4) 1) BFEOFE WMNEAT—%)] OHEBMR)

FERUVHAENERTERRE - 1R

CDI B %% L U CHEN L= T F-5R [OPT-80-Phase 2A] Ti% 100mg/HEE (1 [A] 50mg, 1 H 2
[[]) . 200mg/HEE (1151 100mg, 1 H 2[E) Xi% 400mg/HEE (1[81200mg, 1 H 2[E) ([T # kL, 7«
ExV~A %10 ARG U CHEUIRER &2 6t Lo, 1SRG T IRICERIRIIEIE S 7 D B
DOFEETL, 100mg/ HEE 12/16 B (75.0%). 200mg/ HEE 13/16 #1 (81.83%) KUY 400mg/ HRED 15/15 fl
(100.0%) ToH v, HEIKF LIZERRBD Hivdz, F7o, BS54 TRIZ CDI OSERERA A b i
BEOFEIEIEL, 100mg/ HEE 37.5%. 200mg/HEE 50.0%., 400mg/ B 86.7% CTh v, HEITKSAF L2 N
OO, SHIZ, THREKE CoMMoFfEix, 100mg/HEET 5.5 H, 200mg/ HAET 3.5 H. 400mg/
ATEC3.0 HTH Y, HENEWIZE FHIEAE COMMMPE S 7 o EmAA B,

WEAMEIAHRER [101.1.C.003] K OMBIAMEMIAHRER [101.1.C.004] TiX7 4 ¥ ¥V ~A T 400mg/H (1 [A]
200mg. 1 H2[E) % 10 RS L7BEOA LI SN T, IBRICIBW T I~ A 2 ATk ISR
BRES I, & BICHRERFE OVERHEEFR OB CIE, v a~A VAT D bR Sz, ERNEIHE
B [CL-3002] TiINvawA st 2IELMHITMFETE o720, ZOHETOENIT N o~
A v X0 IRIEHERRR NS < . BRRME o7, Fo. LeMRCRIEIR AR 0,

4. RERUVAERICEEY IR

1. ABERUVRAEICEEY R
AANOEGHFEIFFERIE LT 10 AFTHY . ZoMEzBX THIT56, 71 v b VAT %25
JE L CTHREGOfkE 2 IR EIHWT 5 2 &,

(FiEsot)

RSN IFRRER 112 R OVENSTIARRER Y CHE L7253 10 BEITHY . 10 AR 10 B2
LGB T DN E N HERE LT,



V. AEICEET 5IEH
5. ERPRRGHE
(1) BBRT—2/\vH5—
PR
sy | Mk %ﬁfﬁn s RERT A R
Y =2
FE PN 45 AR BR CDI 4 212 i EJiiressr] B (VCM (25
[CL-3002] % FDX # 104 1 F 2 H ML 5 IHHMEDIRFE)
BIAE | EN VCM ## 108 1] TR et
“EHEM P &)
A TRER] b
WESMEE T FREE] - A | BAS AfERERR A 24 51, AN reealis
e 53 A fRERERR A 12 4] 75 & R SRMEIRE
[CL-3001]'61 THEER 59/ 2
JH
BREORAGER R 34 il AN reealis
[OPT-80-005]" IEEM P &)
282 o A — R—
FEWAH BRI TR 14 1] AT N4 v aARY A FDX
[OPT80-007]"® IFE® DHNHE R
QREQW Y 1 AF— N — | FeebE
%14 SRYIFH AL E B fEERRR A 14 1 IEEMR FDX oIk o3
[OPT-80-008] " B 0 A4 —3— WIEhREIC I E 3R
et
SRR H AR fEHERR A 24 11 HFEH FDXBUALT 7 U,
[OPT-80-009]%" HREY 0 A4 —3— FAF T =V R R
2T KOOI
VAESE %
24N reealis
FEWAH B E R TR 26 1] N4 FDX 230 A RALF-L D
[CL-2003]%" IFE® HYEIRE KT R
W2/ v A A — N— | ot
TR AR CDI 4 48 # Edien Bk
ot [OPT-80-Phase 2A]% T N4 preeeii
HeEh SEERE
3 FHENA THER] b HEDHRTE
TR AR CDI & 629 #l [ 2 it 2 (7] B (VCM 12t
[101.1.C.003] - 229 FDX % 306 {3l N4 5 IELPEDREE)
VCM # 323 f4l FEHET R reealis
“HER
ST A THRER Heis
IS ARRABR CDI % 535 fil EBEZ Rk 3R it (VCM (2%9
[101.1.C.004] 22429 FDX #¥ 271 44 N4 LI PEDREE)
VCM #f 264 14 FEHEF R reealin
THEHEHR
A TRER] b
FDX: 74 4% Y~Avr  VCM: RravAfw
SEER
| s Noal T R S8 F
SN T FHE RS- fEEERR A 16 1 AN et
b FDX ¥ 12 # _EHEM SERE
[OPT-80 1A-SD]%® 75 B REE 4 15 7T B RRIIR
" . F ity
AU WY s b | o 24 B SV INT Tt
b FDX % 18 % _EHEM SERE
[OPT-80 1B-MD]%* 75 & R 6 75 RxHR
JH &

FDX: 74 ¥%Y~A v




V. ‘amIcEid SHIEE

(2)
1)

2)

(3)

ER PRI ER

PR

AARNBERRABYE 9 BT 4 %V ~A 22 100mg XIE 200mg IR 6 Fllc 7 7R %, A NERRAS
P9 BT 4 XXV ~A T 200mg XUiEA 8 Bl TR %, BREHEERRAOKLG L&, AEFGLELT
B (HARANT 4 XY ~A 2 100mg Bf) . TH (BARNT Z2RE) ROEMMERER (A7 4 4%V
~A 2 200mg B NROIL, ZhH0 9 B FRISEIWER &l S,

F7-. BARMNMEFRBABNE 9 iz 4 X%V ~A 3 100mg Xid 200mg XiFE 6 Hlic 7R %E, [ A
RANFBIE QBN T 4 XV~ A 2 200mg XILFR 3 FINCT TR % 1 B 2EBKICKEROZEG L&, A
EHELGL U GRINE (HEAANT 4 4%V ~A 2 100mg BELHANT 7B RED) KOBUE (AANT 4 #%
V<A 200mg ) MAELIL, WINLEIWEH LTSz, TRTOFEFLIIVTNLRETHY
T4 XV~ A 100mg XIE 200mg % A X IIE THG LTz & & O R OEAMEITIRG Th 721017,

) ABNOERSNI-AELOHEX HEF, RAE 7 4 F XY~/ LT1[A200mg % 1 H 2 [FEREAOEST 5, |
ThHDd,

QT/QTc FHiEER

MR L

<HE>

In vitro ZEMSRFTRBROFER NS, 7 4 XF Y~ A Vo R OERH OP-1118 iX & b ether-a-go-go B
T (hERG) T v RNV OEEMEEZ RS oo 722 &7 RO 4 XXV~ A v ORI TIRN E B 2 5
N=Z e, ERICRBOTREER A 2342 & L7 Thorough QT #REBRITFNHiET, [ENEBITFHRER D54
MR 351 D P SRR & Fridericia fIEXTHIIE L72 QT (QTcF) FEREDOS—2F 1 L ovb D%k
& (JQTeF) & OBRMIEEZRRIICHG LTz, TOfER. AQTeF \Zxt3 b MfEh 7 4 ¥¥ Y~ A KD
OP-1118 IEEDHZX X, WFN L AR TRN-12 %,

Dbk, 740 8%FY~A 2 KO0OP-1118 ® QT 4R U A 7 13D TR E & 2 bz,

BERICEERAER

WM TTAHRER [OPT-80 Phase 2A]1%2% [fgst5— 2]

H By | CDI BB ZRRITHME. etk OHEREICET 2 PRb 7R 217 5

RERT VA v | ShakdE, 7o ¥ b, FEERRR

xt G | BN SR CDI B 48 5]

TR YE | - LTFOTERICAET 2ENSPEED CDI ICRELTRY ., ARSI COIRFED alREMN 5
% 18 WB D H &

< T BEEEEAE L L, 24 FEREILINO IR EOHEERSS 3 [B12LE 1T 36 REREILAPN O#R{E

I IAAERE DB 6 Bl & 2 5 Z &
 fEFIZ C difficile ® Toxin A X% Toxin B B3I S b Z &

T bR LU | - EENIIAEMEE )T CDLICRE L WA EE

« CDI \ZBHEN 22V VEM Z & T T EEARRBICRE L QWA BHE

LT OEREHEH L WD BE
cRNvavA vy, ARa=gY b AN RT Uy ([ENAER) UXEISICBE T B 3EA,
7272 L, VRS EERAMES Toxin MAORER A 52 ANIRRZBIAT 2 2 & AEERICMAT
HDHEEZERITIE, A o= — IR T A oD 3 BRI 24 LN O#% 5
13RI & L,
- CDI i a B L L7385
« FOMOHEWE

CTEIEPERIB R XL v — RO TR AT 5 B

<% 3 H AL, BEIE CDI /% L2 &5 8% (1 BOBRITTE)

Yiring

e

=10

R OB B 74T ~A T 100mg/ BRE (50mg & 12 BRI Z &), 200mg/ HAE (100mg % 12 B2 &) KO
400mg/HAEE (1 [A] 200mg % 12 R L) 2R E L. BEEZNTNWOOREEHZT & MTEID

. 10 AfERE- L=, (ERRE] . 7 4 %Y ~A 2> 50mg B 7EL)




V. AEICEET 5IEEB

FEFMER | <G>

- BRERITRRE
TR ERTIZ X 2 IR0 s O E

« CDI OJEIR OFEFN
TAEX A% 10 H B ETICRE, BEA OB IEkE EA e E oA T B S
DT e, 1 BOPHEREN 3R E 2D 2 L EFR LT,

BIKFEAMGIE B | <B2hME>

T4 XY~ A B 6 BRI ORERAI SRS
1 B 3RS (RIS OPEEL> C difficile Toxin A X% Toxin B OHRRAT SR
DEETHDZ L EEFR LT,

« THIHEIE TOHAMH]

- IR 2~ DR

< k>

- BEFS, WA, FHAERITR, S Zt A v 12 FFELER]

(RlgRAs AR
<HRhE>
(FEFHmEH)

- ERARAOTEE
100mg/ H#E 12/16 f31 (75.0%). 200mg/H#E 13/16 1 (81.3%) K O* 400mg/ H#ED 15/15 5] (100.0%)
\ZHERAGTRI N 2 H v, HEIRIE L2 R—O bz,

+ CDI DfEIRDFEFN
EMH Y EHEINZEEL. 100mg/ HEET 6/16 1 (37.5%). 200mg/ HEET 8/16 5] (50.0%) KN
400mg/ HHET 13/15 #i] (86.7%) T o7z, I bIRNALNIZDIE 400mg/ HFETH Y . HEIIKFL

CINRDRD BTz,
(RIREHEE H )

- BRI
100mg/ HHET 10 H B ETITHEMH D LHIESNTBEDO I B, HRBALNIZOIE 1 6] (16.7%) DI
T. 200mg/ HEETHENRELNTZEEITIW e o7z, £72. 400mg/ HEECTHERLLNIZDIL 1 #
(1.7%) OHTH-T=,

« FHFVHK £ TOHIMH]
THRIERE COFMOFIEIZ, 100mg/ HEET 5.5 H, 200mg/HAET 3.5 H, 400mg/HAET 3.0 HTH
0. HEOHEINZE> TEDT 2N A D, FEGHEO THTER E TOHRICOWT, HEHFRIC
HREBRETIA LN -T2 (p=0.1912, —fi%{t Wilcoxon FE),

- PRI s~ D 2
T4 BX ARG RN S HES NI 46105 B, 200mg/ HEED 1 61T C. difficile Toxin 73
G, 200mg/ BEED 1 41K T 100mg/ BEED 2 BT C. difficile Toxin 23&MECTH -7, C. difficile Toxin
Btk T T2 BETIL, 74 XXV~ A VUGN E N E RS C difficle 3 STZ3, 3
B H OFHGZRITERR S =R S C difficile |3 Sz noTz, C. difficile Toxin 3 aMETH -7
F 3BTl M) &I S v BRI ES 230D C. difficile 1 3R S 472 o T2,
BENBLN 20 TIE, 74 X%V~ A Y RERNIHRIRE N TN 6 C. difficile H3HHH S L7273,
10 H BICEERENTZEF NS C difficilel3H S N7eihnotz, LovL, FAREHIERESNZE NG C
difficile R STz,



V. ‘amIcEid SHIEE

<ZEefE>
AR CIIEWERIIRBL L 2o T,
HERAT, 9B 21 FOFFEFEMPRBL LT, FRGHOAFE %%@%Efﬁil (X, 100mg/ HH#ET 25.0%
(4/16 ). 200mg/ HEET 25.0% (4/16 fi) . 400mg/ HEET 6.3% (1/16 i) T. HHEFELOFBUHEK
JEMEEAR DR o T, 2 < OFFFROFRE TR I IHEE T, Er;@ﬁ;ﬂ%%& T 2 BICOBRIEH LT,
CDI &7 4 X%V~ A % 100mg/H. 200mg/H XiZ 400mg/H % 10 HEF#H G L1z & & 0B MEX
WTNOBEGETHRIFChoT,

1) ARNOAGREINTZFIIL T1ETIC T A ZX )~ 200mg e AT D7 4V ha—T 4 78] THY, EBEh
TREROFEIE D@, RAIET7 4 4%~ L LT1E200mg % 1 B 2[EEA#KSE5T5, ] ThHa,

(4) WREIR9ERER
1) BYHEAREIHER
@ ERNEMMAEHER [CL-3002]

H # | Toxin B0 > PRIz E 9 CDLEFITHT D7 4 F %Y~ A L OFME DN T aw A v %)
U “EHBE R TR L 0 IR RRES D, FTo, REMERUFEMEIREIC SV TR 5,

RBRT YA v | ShEsdEE, BEAL, Nrav s v uoxtB ZEER, AT EERER

st 42 | Toxin PED D FHIZ£E S CDI A 21241 (7 4 X%V ~A VU RE1045], /S a~A 2 B 108 1)
(BAEfB%L 210 5] [ 105 %i])

FARRINFENE | - 20 RLL ROBF
* T OEFRIZAET S CDI DIEREH D5 ABiEE
- MEAEZ (LR 24 RERRICAPIC 4 [EIPL RS (RREAGII7ZRBICEERE 2 H L TV 53561213 >200
mL OHRIE) O TFHRBRHHILD Z &
- IEVEZ LT 96 FRERICANIZ(EHC Toxin #HH¥ > MZ XY C difficile ® Toxin A X% Toxin B 73
HonbI &
FERSANC 3% CDI Oipfias A& LTICHIER (Nra~va oy, A hr=g Y —u) g5
SN TWRWEE XIFREDISANC S 3% CDI OIgEEZ B E LTA hr=4>Y—/C3 BRLLEE
3=V A QUAY AN 7 SEDMAS &: R NSy WA~ E o3

AL

FERERAEYE | - AmEEH)T CDI JUIAER! CDI oz
R Lo 2 SRR EE ORI O B
FEIUSLAREIZ CDI OVREA B L LIcHiRSE (NravwA v r | A ha=xy —ufi) ZffHL
TWAHEE (=72, TRBRETER S LIRER 8 l:Efﬁﬁni%?R BRo eI Eéﬁ“é*ﬁﬁf“ﬁ%%ﬁuéﬁﬁ
\IRIRZ BT 2 2 L BRI HETH D LB X HATT. RIS, TEA/LETC
0= — VRO 3w A D 4RI 24 H?FWU\WOD%EE} BEPs Lto)
- FEBEND 7 H A2 T CDLIAH B LA OPIEIE OGS LI & TR I H BE
- JRBRHIEHIC, IRESE (mRT 3 ) OB B
VR PICT ~CHIO RV « HROEE R LI BH
VRIS, AT o AR O AL - FHEOETESNNE B
EEHERIGR UL v — RO UT AN H 5 B
. HEHX SH1 8 I ALINIZ 2 LA L CDI (A RIOFRIEITFRS) ZFAE LB




V. AEICEET 5IEEB

B F k| RO SRR O EHE

T AEX AV URATEI D T DN BEIE, T AR~ AV 8E (200mg) & 1A 1 EE 1
H 2 ERAFEGER NN a7 58R%E 1 H 4 BRAKRE L (BEORRICE U5
WL BM, 747XV~ AU 8EIAZE LTI, Ny a~vf o7 IvRITEZE L
T 6 ReftlfEl@E & L72),

s N VURHZEI T BN EREITT. T4 AT A VBT TR 11821 H 211
OB ROy av sl Utk (125mg) % 1 H 4 [BRO#ES Lz (BEORIUTES U= 5 HE
TN, T4 XX~ A VBT T RRIZAL E LTI2EHEERR, Nra~ A U UBIIARE L
T 6 WA & L),

FDX ¥ VCM
FDX §& VCM 7' Z k&R FDX §£7°7 &R VCM ##&
1[EA ([ A 1[EH O A
2[EH A 2 [FlH A
3MmA [ ] A 3[mA O A
4[A A 4[EH A

FDX: 74 58%Y~Avr VCM: RravwAfi v
RS A 10 BIf & Lz,

R M H OB | <ARhE>

(E2RHIEE )
CDI iR

TR B G TRAZIBIE L, 2 ORBUET RS L~ 1o BB OFIE
(BRI H)

- $e A& TR CDI IR
TRBRRBE G- TR TRl L 2 8 OBIE
- %BIEWIR T CDI f3gR
TRBRIE R G TR, SRBIEHIR Th e LI ofle
+ CDI FJ& % TOHfH]
IR R SR AN OHFET L ETO R
» THRHA £ TOHRH]
1RSSR G- BRAG O FRISTHA T 2 £ TOHEK

- PRI
BERIZO C. difficile DHIER
<SEEhiE>
T4 BX Y~ A L ORI OP-1118 o) HUYE-HSRIHERE K O R s
< g

HERG, R, A LAY A 0 12FE0ER (QT 7Hm)

S
<HhE>
(FEFHmEH)
- CDI OisffeRes (FAS K ONEEHERF=R 2335 PPS (PPS-G))
—FAS T® CDI {BHERFRIZ, 74 XXV~ A VB 67.3% MOV a~A L U 65.7% TV, REH
2 (T4 8F Y~ AR av A U URE) KD 95%EEXHE (95%CI) 1E 1.2% (-11.83%~
13.7%) T -1z, CDI IBHHEFFROSHETEIT N a~ A VULV 7 4 A% Y~ A L U RETE
=HOD, FED 95%CI O FIRENRIEL M~ — 0 D-10%% FRl>TE LT, 74 XXV~ A U BED
Ny awA 2 RHTRT A IELMEITRGES e o T,
—PPS-G CT® CDI IGHHERERIY, 74 XXV~ A P URE T41% MOy a~A VB 69.5% Th o7,
BlZE Ty~ N rav S VU)K 95%CI 1 8.9% (-9.1%~16.8%) THY .,
95%CI O FIREIF-10%% Elhl~ 7=,



. AEICET SR

CDI j&ftfRE (FAS XU PPS-G)

FDX VCM # HER7E (FDX BE-VCM #$) 2
FAS 70/104 (67.3%) 71/108 (65.7%) 1.2%
95%CI (%) (58.3%~176.3%) (56.8%~74.7%) (-11.3%~13.7%)
PPS-G 63/85 (74.1%) 66/95 (69.5%) 3.9%
95%CI (%) (64.8%~83.4%) (60.2%~78.7%) (-9.1%~16.8%)

FDX: 74 XXV~

VCM : RrawA v

a) 7 (FDX#E-VCM ) OHEEE R 95%CI & HIZ., CDI OB EOAHES JE L L= Mantel-Haenszel % A 7 OHEEEA AV =,

(BIEHTE )
- JEHATRES O DI b
Pe G TR CDILIRIERIX, FAS TIE T 4 X%V~ A 2 U8 83.7% KUV o~ A 2 U 88.0% (LA
F. [FE) . PPS Ti% 89.0% KX 9L.T% T . Mk HEEL bIT 80% A% % i\ AR Tl 72,

R’ER TR RAD CDIAfE (FAS RU PPS)

FDX 7% VCM F¥ TEEE (FDX BE-VCM Bf) 2
FAS 87/104 (83.7%) 95/108 (88.0%) -4.4%
95%CI (%) (76.5%~90.8%) (81.8%~94.1%) (-13.8%~5.0%)
PPS 81/91 (89.0%) 88/96 (91.7%) -2.6%
95%CIL (%) (82.6%~95.4%) (86.1%~97.2%) (-11.3%~6.0%)

FDX: 74 ¥4% V<A  VCM: NrawAfvy
a) 7= (FDXBEVCM B OHEEER Y 95%CI OFiHiX, CDI ORHEOH A & & L7z Mantel-Haenszel ¥ 7 OHEE &% Az,

- BEZEIR o CDI fJtE
FAS © 9%, #H#& TRES CRIRIIAE S L TV 5 EE (FAS-R) CTo®BIEIMF o CDI HREITL,
T4 BX A VB 195% L DN T L UBE25.8% T ) L Ny aw Al VUBEL D b T 4 A
AV URECIRD o T, HBIEHIM E COMBEELTET 5 PPS (PPS-R) T CDI FHEILT 1 ¥ ¥V
~ A VUAE16.0% KUV TV A LU 241% Th o T2,

REZHMTP D CDI XX (FAS-R XU PPSR)

FDX 7% VCM H¥ TEEE (FDX BE-VCM Bf) @
FASR 17/87 (19.5%) 24/95 (25.3%) -4.9%
95%CI (%) (11.2%~27.9%) (16.5%~34.0%) (-16.7%~17.0%)
PPS-R 12/75 (16.0%) 21/87 (24.1%) -6.6%
95%CI (%) (7.7%~24.3%) (15.1%~33.1%) (-18.6%~5.4%)

FDX: 74 4%~

VCM : Rva<wAf v

a) 7 (FDXEE-VCM B OHEEEK O 95%CL OE L, CDI OREEO#E%fE & L7z Mantel-Haenszel & 1 7 OHEE =% AV 2,

- CDI %&£ TO i *
FAS-R T? CDI 53R £ TOHIED 10 X—B o X A UEIZ, T4 XX ~A VBN O a< A VR
T, FNEN 11.0 HEW 8.0 HTH-7=, PPS-R T» CDI {3 £ TOHMD 10 73—t o & A /UL,
T4 ER I AV URERONR a~v A U RETENEN16.0 HKLDN8.0 H THh-o7=,

© RIS E TOHIRE
FAS ToO FHIEKE TOHMOPREIL, 7 4 XXV~ A VU BRUOR a~v A VBT, 2N 4.0
H}&O'3.0 HTh o7z, PPS TO FHNHAE COHIMOTRIEIL, ZNE414.0 HLT 3.0 HThH-7z,

- BREEW IR 2
FAS TOFGHIRITOEERRIL, T4 XX ~A L UBE 87.8%., Nra<A T 8 90.1% TH -7z,
FAS-R TO®RBIEMIM P OEELARIL, 74 XXV ~A R 80.8%, N a~A T R 17.6% Th-oT=,



V. AEICEET 5IEEB

<FEWHEhhe >

T4 LR A U RIERG% 10~11 BB (BG4 3~5 KifHl) oMiEh 7 4 2% Y~ A o ROFEN
) OP-1118 J2E O EHMEI T 54.68ng/mL } (X 135.55ng/mL TéH - 72,

BT ¢ 5%~ A 2 KONOP-1118 RO 1,984.98ug/g K TF 1,458.09ug/g Th -7,

<>

cBWEHORBEIGIT, 74 XXV~ A B 8T% KONy a~A VU FE83% TH Y . ik 5HE ClRIFRE
Tholz, WTIDOEEEET 2 FILL EICABNRWERIX, N a~a U URONTHERE (2 4,
1.9%) KONTHREmERE (2 #l. 1.9%) ThHY ., BHGEH TRBIBIGITH O RN B bV EIER
I ole, 748XV~ A L URETHOIZREIERIE, AL, CEME), RN, TR,
WM, FEIED F U, S48, B, KA. O U UXE, AT Y AU, WE, el oL
T LRGSR A IKAAE (% 161, 0.96%) Th -7,

- HEEZRBEIWER GECBIZETe) 137 4 X%~ AL URAC 1 B (LEfE) 25580 Hinr-, 1BBREEO#S
ZHIE L, FREKOSEANARORE, S5 A ICEE L7 &l S v,

B EFIEIZESTZBIERIZ. 74 X% ~A T UBED 2 B0 34 (R, 248, DEME) 250 bz,

N
L,

BIfEFADER (SAF)

FDX 7¥ VCM 7%
(N=104) (N=108)
n (%) n (%)
RIVER 9 (8.7%) 9 (8.3%)
FREERIRIVE o b
ZL—R1 (R 3 (2.9%) (1.9%)
JL— R 2 (FREEHE) 3 (2.9%) (5.6%)
Z1L—FR3 (FE) 2 (1.9%) (0.9%)
7 L— R4 (EqEET, IXES AR EREEL 725) 1 (1.0%) 0
71— K5 (FEL) 0 0
HIETRRIEH @ (1.0%) 0
TR 5 1 2 S T EIER @ (1.9%) 0
e GHARIPI BB L7z @IVE @ (7.7%) 8 (7.4%)

FDX: 74 X%V~

VCM : Rravw A

a) BEHDAH L] U TeSABED D | OWTHNTEY Lo b0, UTTRREE & ORSEMAKHIO b D%, TRl L DB
EESTETEROVAERS GIER) LERLL,

b) [F CRWEM AR, S 2FE CTHBLL TWaEEIE, RbEW/ L— FT1#le LTRR LT,

- BRI AT, BEGHEFTH OB ORI o7, BRRIICEHEE R ITR R AR 2R Lo B
DEIEIT, LR TREENNI R 0T, Fio, A ZA o (RGEEIIE, fraRgnE, IRk
OMAIR) OFENEICR E 22 i3 < . BEREFE T L RER R BN o 1o, HDLERNT A—F O
PHEDZAIZ, B EGREMTHORETA BN T, TRGHELE B2, QTe MR ER T DML 6

g noTz,

@ B EMAER

[101.1.C.003] %22 @A F—4 (CKE - h+4)]

B B | <FEEM>
T4 BX AT ERE LIz L &0 CDI OIRRESRIZOWT, NravA Ve RICIEDL M E MR
FET 5,
cCDI BEHIC 7 4 Ax V~A o2 E LTz & & OREN /R A2t %,
<ERWR B>
T4 ZX)~ ARG L&D CDI OFFITONWT, ANra~w g v b a1,
< RFEAVFHmE B >
TRRTHERFSR & MRS £ CoOMR 2Rt 5,
RERT VA > | ShuskdtE, 7o M, NrawA Ut CEER, W TR G




V. ‘amIcEid SHIEE

xt 4 | CDI R 629 (7 4 Z%~A LU BE 306 B, /o~ o U/ 323 f4)

TBIRELYE | - ITOERITEET 5 CDLICTEA LT 16 LI ED ABRXIISSEBE D F 1t
-Tﬁ.7/&Akm24ﬁWuW . 3EEEDOEIAEOPEE (RERamIEEE 2 H LT D
HIZIE>200mL OFFAE) BArbihd &
-7 /57 LAVHT A8 BB LAPNICAERIC C difficile @ Toxin A X% Toxin B 28 H 105 Z &
c A M= U X DIBRE TS IZBEOEAE. A hu=F Y — UL 5iEEE 3 BRLI LA
35 BRBRH LT, TRIC OV THHE 2RI EN LT, Ao TROTEHICEEK
L. Toxin ASEEDBH

Yarany

FEeBRAMEEYE | - AEME BT UIENER CDI IR L QW28

- hEMEERFEEDBE

BB T4 EF AU EREEESNT D ERH D EE

AR awLYy, Abn=Z Y= ARV F TV (ENRER) . 7VV U (ERNARK
LN V77X, =2V = R (ERREE) T2 OIS 238A 2 EH LT\ D A
#,

72771, P%ﬁéE%ﬂ@¢ﬁmnﬁﬁ@F%%ﬂém TR BIMET 5 2 L SRR AT H
BEEZLEAITEL, A M= Y — LR US a~w A 2D 4 BILL R A 24 BRI OF 513 w]
L7, /ﬁ?ﬁ?)ﬁ (24 FELINDIGIR) 038 2 A OB ATUTFIAR L7223, CDIIZx L CIREED
ROWBEOMANNEHELE LT,

- JRERBRAAD G 7 AR AR 2 THIOPTEAI O 2k 3 2 BN H 5 BHE

s FHiEaY br— T 5 (BT 3 R IEEREEN AL RIT T OB VETH D LIk
B X4 A S L 7 s

CVEEMERIBS T 0 — RO AT S

- 182 3 H ALINIZ, #%%E] CDI 233 L= 8E (3 4 ALING 1 BIOFRITHR)

®OB 5 k| RREOBRERER RS HTE

TR A VBRI T DB, T4 ARV~ A 2 200mg BTV E 12 B T
LliZ1H 20, 77tf%152@@ H1H 47BN EARM L,

RN oA VURHCEI AT SRR, N a2 125mg LR 6L IC 1 H 4
[EIARA L7z,

- WEEE HEGHIEIT 10 HRE & L7z,

TERHEEE | <AE>
ey e
TR IRIIR G- A (22 B) SUFRBRTIERFC, TRBREE RN X 0 1RO & fE S,

BRI H | <A2hE>

HEER
HEIEEF (36 HE~40 HB) XIIBRBEINCHENALN & EIC, —EDEETHESH Y Xt
B3 L EHE ST,
BERAEHITER | <HZhE>
- IRIHERER
TRBRR B SR CIAIR &I S L, FRDS e T BEOEIS L EE LT,
« THIEIEE COHAR]
TR G BE B 0 DI THREKE CORBE TR LT,
<geiE>
HEFS, BETR. A ZAH A 2, BRRE. 12 FHE90EN
ORGSR
<HhE>
(EEFHmEH)

PP TOWRERIT, 74 XXV ~A VB RO a< A L U BETENTH 92.2% M) 89.6% Th-T-, 14
RO (T4 XF I~ U a~v A, VURE) 2D B5%EEKEIL 25% (-2.4%~7.3%) TH
D RIEROZED 95%EHEXE O FIMEIX-10%% LRl>7-, F£7-, mITT TORBRITIZTNLEI 88.2% K
W 85.7%Tdh 0, PP OFER L AR, 1RIEROZED 5% XM O FIRMEIT-10%% LRl~7-, Zh b ok
BIy, 748X, DONyavA AT AIELERE N,



V. AEICEET 5IEEB

RERTEROBEE CAEATA PP KH. BEATAmITT £58)

FDX #f VCM # 7S (FDX #-VCM #%)
TEHENTH PP £ 247/268 (92.2%) 251/280 (89.6%) 2.5%
95%CI (%) (88.2%~94.9%) (85.5%~92.7%) (-2.4%~17.3%)
TRIAENT A mITT 45 255/289 (88.2%) 263/307 (85.7%) 2.6%
95%CI (%) (84.0%~91.5%) (81.3%~89.2%) (-2.9%~8.0%)

a) Agresti and Caffo (Amer Statistician 2000 ; 54 : 280-288) D5k FDX: 74 ¥ ¥ V~A>  VCM: RravAf v
(RIREHEEH )

PP-R CTOFRERIL, 744X/, VUBRON Y a<wf VB ETENETIN 181% KN 242% TH Y |
T4 BEX AV UBEOFRRIIN aw A, VOB E VKo T, FHREOE (T4 XX A VRN
a~w A URE) XD BWEHEXMEIE-11.1% (-18.2%~-3.7%) THY ., FHREEDOED 95%FHEXHE D L
FRAEIE 0 % FlElo 7o, FEMHTORER, FEHFIICAERZNGEO bz, mITTR TORFERIIENEN
15.7% KN 25.1%TH Y, PP-R OFEFREFRIER. 74 ¥V~ A VU HOFRRINV a~vA VUL VIK
<. FFERDED 95%(FHEXM D LIREIL 0 % Flalo7-, FEMITORE., M FHICHBERZENED b
7=

RE=PRPOBRER (BREMAENA PP £H. BREMAZTA mITT £H)

FDX % VCM # REMZE (FDX #-VCM #¥) p fitL 2
FRAFHTH PP EH 28/213 (13.1%) 53/219 (24.2%) -11.1%
95%CI (%) (9.2%~18.4%) (19.0%~30.3%) (-18.2%~-3.7%) 0.0032
FRARAT A mITT 45 v 40/255 (15.7%) 66/263 (25.1%) -9.4% -
95%CI (%)? (11.7%~20.7%) (20.2%~30.7%) (-16.2%~-2.5%) 0.0080

a) Pearson DA “HFREICL D pfli  FDX: 74 XXV~ Ar  VCM: Nra<wAfy
b) FFREFEIE. mITT LD 5 HIRHEEE 564 TR S CREIRIIGRIE 4 ek U 7o tE R 2 kgt L L CR
¢) Agresti and Caffo (Amer Statistician 2000 ; 54 : 280-288) D J5ik

(BRRRFHMIE H )

PP TOBHERFRIZ, 744X Y~ A VRO a~ A VURETENTN T7.6% M 67.1% TH Y,
T AR A UFEOIBEHERERII N a~ A VUBER Y o T, IBIEREREREOZE (T4 XXV~ v
VHEARV a4 TR L ZD 95%EHEXIL 10.6% (8.0%~17.8%) TH V., IHEHEFFROZED 95%/F
XM O FIREIL 0 & BRlo7z, FEATORE. FEHFIICH BRZ1RO bz, mITT CToOIRHER
RITENTN T4.4% K% 64.2% TH Y, PP OFER & [FIER, TBIEHERFROZ2ED 95%FHEX M D FIRMEIL 0 %
EEl o7, FEMHTORER., e FHICAERRZENRD b,

BTMHEER AR A PP £H. AEERA mITT £H
FDX % VCM ## REMZE (FDX #£-VCM #¥) p fitL 2
TREARAT ) PP 421 208/268 (77.6%) 188/280 (67.1%) 10.5%
95%CI (%) (72.2%~82.2%) (61.4%~72.4%) (3.0%~17.8%) 0.0062
TRIERATH mITT 4E:] 215/289 (74.4%) 197/307 (64.2%) 10.2% -
95%CI (%)Y (69.0%~179.1%) (58.7%~69.3%) (2.8%~17.5%) 0.0069

a) Pearson D14 “FFREIZL D p il

FDX: 74 ZxV~Af

b) Agresti and Caffo (Amer Statistician 2000 ; 54 : 280-288) D51k

VCM : Naw Ay

AFRBROFER., 7 4 X%V~ A 203 CDI DIEFTRIZBW TN a~ A VAR T BIELEIBRES LD &
EHIT, ERREIAVav A v IVIEL, BIEERRERIIN a0 @ T,



V. ‘amIcEid SHIEE

<L >
cBIWERORBRENEGIT 7 4 XX ~A T UBET9.7% (29300 1), /N a<A 2 BT 9.0% (29/323 1)

T, BGHHTHONRET R -T2,

s WP OFRGRECHIEIG D 1%L ETHRWEMIZ, Bl (T4 FF Y~ A UfE23%, Nraw

AR 31%, LLTRIE) ., W&t (1.0%., 1.2%). {4 (1.3%. 0.3%). BERE (1.83%. 0%). S8%
(1.0%. 0.9%) KOVFEMEDEWY (1.8%., 0%) Thol-,

EBEREWER GECHZET) 137 48X/ ~A BT 4 ] (E3AREXRS. K KU U AME, M

IR, A4, AST BENVALT #0451 1F) 25380 e, RIEHOREIEFERIE &5, K
F RU U AME, BRI OWTIIEE, AST HIVALT SISOV CIXHSEE, i RERAEHE N i
&Il ST,

BFEHNE B G-O 1 BIREREEORG-2 ik LIe A EMEROHBUTZR < [BE Lz L s niz, K
T~ U 7 S K O AP RBRAESE AT L7 1 Blidinidi 525 L, K7 MY 7 AMAEIZ SV TS
PREZIEHINZ SN T HEHE Lz LT Sz, BAED 1 BITRBERO%R5-2 Pk U, S5 & Ok
OGS, FIE L7z Ll Sz, AST HAVALT $9Mo> 1 FlE, 1RBEK G587 RICHEBLL . IRk
BAAG2~5 77 H HIZ AST 23U/L, ALT 21U/L Th o7, [EIfE &l Sz,

* FRARBAEIC DWW TR, BRI S & S R ORBRDUSIR GREF TH O 072 E13 70 <L A

A DR, 12 FFELEX T HERGEHH TH L RET R o T,

RRBRTIE, T & DME SN SEAIRE & 7 D3R A 5. ST BRENEE LT 39, BBEEN ORI T o & 4
L ENTFABHCOW TR L TRV . Z8MHIERICERES SNHABHZ W THER I L T D,

® BYVEMAEAER [101.1.C.004] 220523 [EAF—4a (FrH)]

H

B | <TFEAR>
T4 EXYA U ERE Lzl &0 CDI OIREERIZOWT, Nra~vA Vo astBICIES 2R
AT D,
cCDLBEIC T 4 B XV~ A 2 %G LIz & & O OEEMZTHE 2,
<EWR B>

C T4 EXY A o E G LT & &0 CDI OFRFEELONAEHERRE A TN T 5.

R T YA | BHREER, T MME, ST DU TEER, WATREREGAR

*f % | CDIE 5354 (74 ¥V~ A URE 2716, Nra~ A R 264 i)

TR | - DT OERICAET 5 CDLICHE L7z 16 5L O ABEXIISREE DI

< TR T U AMERT 24 FERALINIZ, 3 [ERBOMAEOYE FREIGN2ENEEEEZHEHR LTV 5
WAL >200mL DOEEEE) AAHbhd 2 &
c A b= )VEEMEIOBETCIE T A LMEET 48 REEILIAN, CDI 33 2R % 24 REEILIN
WZAT - 72 BT T & 2MERT 96 REALIRIZ, B2 C difficile ® Toxin A X3 Toxin B 237
LNbdZ L,
A M= UL DIRREEAT S T2 BEOHEIE, A bn=FY — UL 5ipEE 3 HIEUL B
T BRENHLIT, FHRICOW T R ERARUGEN A LT, ARBRO FHIOERITEE
L. Toxin 23GEDEE

Yiring

e

TR BRANEAE | - A B H T S UIBER CDI IR L T DB

- AR RHEE O B

BRI 4RI EREINTZZENH L EE

ANV aTA Y, A dn=F Y=L ROV Ty (ENRERR) . 7V UV (ENATEGR).
UZ77RvIy, =F2YFH= R (ENARER) IEN OB 23K A L T2 B,

7272 L, TR ER MBS Toxin AR OS2 515 RNCIRIFR 2 BIMET 2 2 & RN ME TH
BLEZFBAHICE, A Mr=F Y — RO aw A 2D 4 [EIPL T 24 BERILIN O# 513 7]
& LT, RHEIE (24 BEEILANODIRER) 130 5 BE DMANIUTHFA L=, CDIIZK L CIRFERED
RWEBEOMA AN EHELE LT,

< VRERBALADN B T AR A X TP O Ak 2 LI B 5 BE

s FHiEay be—L (BT 3 R%) 375 USERERN S KT OEAINMETH D 1R
B Y AT ST L7 R

RIBM RIS T 0 — RO AT B R




V. AEICEET 5IEEB

<@ 3 H HLINIC, #3400 CDI 2% LB (3 7 HLIND 1 [BIOFREITHR)
e
® OB 5 k| EREORSRER O HE
T A B AV URHTEID T DN EBEE, T4 ¥ Y~ A v 200mg T RVE 12 KD
LIZ1H 2R, F7ER% 1 H2EIOAEF1H 4772V ERA LK,
RN aw A VURETEN T BT EREIE. S a2 126mg B e AR 6T LI 1 H 4
FRA L7z, £/, miffe PG 10 A& L7,
FHEFEEE | <HuhE>
TR
TSRS H (22 B) UIBRHIERRS, TRBRE Y EMIC X 0 B U5 & e S,
BIKFEMTE B | <A2hik>
ikt
%l (36 HE~40 HE) XIIHRBIERTOPIERHNT, —EORETHRES Y XIIHHER L LH)
E STz,
TEHHERER
TRBRIEI AL SR CIBI & T S AL, TR e o I BB DEIG L ER LT,
BERHRHITEE | <A2hit>
RIS E CORIM
TR G BA B 2 ORI D THRIERE TO R E B LI,
<BEAME>
HERG, BT, A 2o 2 12FFE0ER, R
B
<HE>
(EEEFHmIE A )

PP TORERIL, 744XV~ A VRO o<, SV UBETENEI 9L.7% KDY 90.6% ThH-72, 1R
RO (T4 X4F I~ AU a~v, VOB 2D 9B5%EEKEIE 1.1% (-4.2%~6.4%) TH
D IRIEROZED 95%EHEXE O FIRMEIX-10%% LRl->7-, 72, mITT TORBRITIZTNEI 87.7% K
W 86.7% TV, PP OFEFRLFEE, TRHROED 95%EHEXM O FIRMEIZ-10%% LRl>72, ZhboOkE
BRI, 74 8F Y~ DR a~, VKT HIELMEI R ST,

RERTERORBER CoffRiTA PP £H. BEANTA mITT £H)

FDX 7# VCM # TEME (FDX BE-VCM %)
TRIGA#ITH PP -] 199/217 (91.7%) 212/234 (90.6%) 1.1%
95%CIL (%) (87.2%~94.7%) (86.1%~93.7%) (-4.2%~6.4%)
TRIEARATH mITT £ 222/253 (87.7%) 222/256 (86.7%) 1.0%
95%CI (%) (83.1%~91.2%) (82.0%~90.4%) (-4.8%~6.8%)

a) Agrestiand Caffo (Amer Statistician 2000 ; 54 : 280-288) ®J5ik  FDX: 74 4 FY~Av>  VCM: NrawAf vy
(RIREHEEH )

PP-R TOFHERIL, 74 XX/, VUBRON a<w A VU BETENEN 127% KN 256.4% TH Y |
T4 BRI AV REOFRBIIN a~v A VOB L VRN o T, FREOE (T4 XX~ A UREN
av A VUED) & D BWEFXMNE-12.7% (-20.6%~-4.6%) TH Y, FHFEDOED I5%EFHEXMD k-
MEIL 0 2 FEl-7=, £, 74 XX~ AT DRy a< A 2 ATRT HEEENZED bz, mITTR
TOFERERIIENEN 12.6% LN 27.0%TH Y, PP-R OFEREFRE, 74 X%V~ A UBEOFFRIA
vaw A VUREL VKL, FREOED O5%EHEXM O _EIREIX 0 % FlEl>72, o, 74 XY~
DN A A 2 AR DEEHEDGRD BTz,



V. ‘amIcEid SHIEE

RE=PRPOBRER (BRMANA PP £H. BREMAZTA mITT £H)

FDX % VCM ## REZE (FDX #£-VCM #¥) p it 2
FRAFHTH PP £ 23/181 (12.7%) 46/181 (25.4%) -12.7%
95%CI (%) (8.6%~18.4%) (19.6%~32.3%) (-20.6%~-4.6%) 0.0021
FEFEARHT I mITT 46 28/222 (12.6%) 60/222 (27.0%) -14.4% -
95%CI (%)? (8.9%~17.7%) (21.6%~33.3%) (-21.6%~~7.0%) 0.0001

FDX: 74 XXV~

VCM : Rrav A

a) Pearson DA “FHEIZ L5 plE
b) FFREFEIE. mITT 4D 5 HIRHEEE 54 TR S CREIRIIGRIE 4 ek U 7o tE M 2 k5t L L CR
¢) Agresti and Caffo (Amer Statistician 2000 ; 54 : 280-288) D fik

PP COIRBHEFFRIX, 744XV~ A VUBERON Y a~ A VURECENEIL 79.7% KN 65.4% TH Y |
T4 BRI A T UBEDIBRHERFRII AN a~ A Y UREL D E o T, IBEHERERDZE (T4 X F Y~ A v
VEEANav A VR LD 9B5%EHEXIIT 14.83% (6.1%~22.3%) TH Y, IBHEHEREROZED 95%(F
XD TIMEIZ0 Z kEl~7- 72, 748XV~ A DR a~w A AT DERIEDZRD S,
mITT TOIRBHEEERIZZNEI 76.7% &1 63.3% TH Y . PP OfER L AR, IBEHEEFRDOZED 95% (54
KO FRREIL 0 & LRl ~72, Flo, 74 XX ~<A DR a2 TR DEEERZRD Hiviz,

SRR CoffRin A PP K. JAREMAETA mITT £H)

FDX Jf VCM #f FERA7E (FDX BE-VCM #f) pfE?
TRIGA#HTH PP 2] 178/217 (79.7%) 153/234 (65.4%) 14.3% -
95%CI (%) (73.8%~84.5%) (59.1%~71.2%) (6.1%~22.3%) 0.0007
TRIEARAT ] mITT 421 194/253 (76.7%) 162/256 (63.3%) 13.4% -
95%CI (%)Y (71.1%~81.5%) (57.2%~68.9%) (5.4%~21.1%) 0.0010

FDX: 74 XX~

VCM : Rva<wAf v

a) Pearson DA “FEIZ L5 plE
b) Agresti and Caffo (Amer Statistician 2000 ; 54 : 280-288) D%

KRB TIL. 74 XXV ~<A 2 E CDI OIERRIZBWL TN <A AR A IELMURRAES D & &
BT, BN OVEREHMEFRRIZBWTR Y o~ o 3 IR A EEMEAEZR 0 STz,

<ZEefE>

- BWEHORBIEIRIT T 4 XX Y~ A VBT 1L.7% (31264 ), Nva~A 2 U FET 13.8% (36/260 i)
T, BRI CHO =TT,

c WDWTRDOEGRECTHBIEIG N 1%L ETHoTZRIWERIL, L (T4 XX Y~ A U 3.0%, Nra~v
AR 3.8%. LATFEIR) . W&t (1.5%. 1.5%). f#ifh (1.1%. 0.8%). {&H U v AiffE (0%. 1.2%)
KOVE SFEIE (0.4%. 1.6%) Tholz, E£io, FEBREIGITH LN REZDH LIVICEWERIZ o7,

CEHERBEWER GEEHZET) 17 48X Y~A VRS20 (VA RN) DT L T 4T 4 URIBE,
LIRS 11F) AR bz, BIERORRE IO G BEE &l S,
ITBRAN)ITTL T 47 4 URIBRO 1 FITIERER GBI 32 B BIZHW C. difficile H351E L
720 AN L 0 [EHE L7z St Sz, ZIRO 1 Flik, FEREBL0E IR G2k L, %
DBFROFIHIT/e <, FHE Lz &l S,

BRI OWTIE, BRRAICESE &l S - B OB S . BRI T DR E T el N
A LN A DAL, 12FFE0EXTH, BHGHMTH LR EIT R o T,

MARBRTIL, T & ML SN HHIRE & B RN 2B 5 SN BENTEE LT 2, RBEL OEIELT &
L SN EBFEZOW TR L TRV . MBI S S EEFEH W TR L T\ 5,

REAEHBR
AR L



V. AEICEET 5IEEB

(5) BFE - REERIFER
AR L

(6) AERIER

1) FERARERE (—REARERE. BEERRERE. FRAMELERRASE). HERGEET -2 ~A—XHE.
BERFTREERABRONE
AN

2) ARBEHE L TEREFENDHREXIIER L-HE - HBROBME
2 LA

(7) =it
BRI L



VI. EHhFEE(ICEEI HEE

1. FEEPHICEEEH S EEYMTEEDEH

FIE RNARY A7 —PHEEK (V7rrEvr, V77 T7Fr, V77%03Y)
HEE  BEEOH H(LEMORE I IET, BHOUIT CEE ST D &,

2. XA

(1) 1ERBRMI - fEFRHER
T4 ZX YA AL, MERNAR Y A F—CEFES L Z LIk W RNAGRAERLH L™P | JrEiEtta s,
T4 Zx A%, Cdifficle Z1E U0 LT 5D T AGHERICHIEIEEZ R L, ZEAEDT T A
PRI 6 U CIEPTEE 2R S22 (nvitro)™, O difficile \Z5b URRBEENTHER LY, £7=. C. difficile D
TR A PS5 ¥,

(2) EEENITHHAERBAE
1) In vitro R &M
@ BERICHT ZR/NHEBHELEE (MIC)*
AFEAE American Type Culture Collection (ATCC) RRIZX 757 4 X% V<A ¥ KOFERHY OP-
1118 D MIC % FRITR LTz, C. difficile\Zxt9 57 4 7%V~ A 20 KOFEGEH OP-1118 © MIC i3,
ZIZEI 0.031~0.5ug/mL &Y 2~4pg/mL Th-o7o, BFLEMOHIE AR MTIRERETH - 7203,
OP-1118 DIFMEIX 7 4 ¥V~ A T K& Tz,

i) JoLBHER - EHEE (ATCCH) [ZXTE3T743FIYTA VDA REN

W) AANDEGR SNBSS C dificile T %,

77 Lt 77 LGV

AR (30 MIC (pg/mL) AR (30 MIC (pg/mL)
Acinetobacter baumannii (1) >32 Bacillus cereus (2) 1
Acinetobacter calcoaceticus (1) 1 Clostridium difficile (3) 0.031-0.125
Bacteroides distasonis (1) >32 Clostridium perfringens (1) =0.016 - 0.031
Bacteroides fragilis (2) >32 Enterococcus faecalis (1) 4
Bacteroides ovatus (1) >32 Enterococcus faecium  (3) 4
Bacteroides uniformis (1) >32 Finegoldia magna (1) 0.5
Campylobacter jejuni  (3) 64- >64 | Lactobacillus acidophilus (1) >32
Citrobacter braakii (1) >64 Lactobacillus caser (1) 1
Citrobacter freundii (1) >64 Lactobacillus rhamnosus (1) 16
Enterobacter aerogenes (2) >64 Micrococcus Iuteus  (4) =0.06- =0.125
Enterobacter cloacae (2) >32- >64 | Micromonas micros (1) =0.06 - 0.125
Escherichia coli (1) >32 Peptoniphilus asaccharolytica (1) 1
Fusobacterium nucleatum (1) >32 Peptostreptococcus anaerobius (1) =0.06
Haemophilus influenzae (1) 16 Propionibacterium acnes (2) 8
Helicobacter pylori (1) >32 Staphylococcus aureus (3) 8-16
Klebsiella oxytoca (2) >64 Staphylococcus epidermidis  (2) 1
Klebsiella pneumoniae (3) >382- >64 |Staphylococcus intermedius (1)
Moraxella catarrhalis (2) 1-2 Streptococcus agalactiae (2) 16 - 32
Neisseria meningitidis (1) 64 Streptococcus pyogenes (1) 16
Neisseria gonorrhoeae (2) 8-32 Streptococcus pneumoniae (1) 32- >32
Neisseria lactamica (1) 32 Streptococcus sanguinis (1) 32
Porphyromonas asaccharolytica (1) 32
Prevotella loescheii (1) >32
Proteus mirabilis (2) >64
Proteus penneri (1) >64
Proteus vulgaris (1) >64
Pseudomonas aeruginosa (1) >32
Salmonella choleraesuis (2) >32- >64
Serratia marcescens (2) >32- >64
Veillonella parvula (1) 32



VI. FEMEE(ICEHT HIEE

i) BIEHE ATCC HRIZx3 5 OP-1118 (4 AX VYT A L oDOEREW) OMEEME

B MIC (pg/mL)

PRI OP-1118 T4 ZRIA
Bacteroides fragilis ATCC 25285 >16 >16
Bacteroides ovatus ATCC 8483 >16 >16
Bacteroides uniformis ATCC 8492 >16 >16
Bifidiobacterium longum ATCC 15707 1 0.125
Clostridium difficile ATCC 700057 2 0.25
Clostridium difficile ATCC 43255 4 0.5
Clostridium perfringens ATCC 13124 1 0.125
Finegoldia magna ATCC 29328 8 1
Fusobacterium nucleatum ATCC 25586 >16 >16
Lactobacillus acidophilus ATCC 4356 >16 >16
Lactobacillus casei ATCC 393 8 2
Lactobacillus rhamnosus ATCC 7496 >16 8
Micromonas micros ATCC 33270 1 0.125
Peptoniphilus asaccharolyticus ATCC 29743 4 1
Peptostreptococcus anaerobius ATCC 27337 0.25 0.016
Prevotella loescheii ATCC 15930 >16 >16
Veillonella parvula ATCC 10790 >16 >16

W) AANDEGR SIS C difficile T %,

@ ERERDBEMRIZXE T % MIC
i) BRIERKZHBE T8 SN C. difficile D&M ™
FRIERREIRE Tl Sz C difficile 100 ¥k (2011~2012 4FINEE) 129 2 A FEFRFED MIC % F
KR LIz, C. difficile \Z5 2% 7 4 2% Y~ A 3@ MIC #ilHiZ 0.03~0.5pg/mL Th -7z,

BREMAPRIE CHBE S W= C. difficile DREZE

B ; " e MIC (ug/mL)
BARPTR (RBRPRSR0 A il MICso MICso MICoo
C. difficile (100) TAXX AT 0.03-0.5 0.12 0.25 0.25
Nya~wf v 0.5-1 0.5 0.5 0.5
A bu=F—L 0.12-1 0.25 0.5 0.5
B A= 1- >128 8 32 >128
VBPZ 2% 1- >128 8 >128 >128
A TR 2-4 2 2 2
FLoELY v 1-4 1 2 2

i) RIBKZRIRTHEE SN = Clostridium B0 =24 *
FIGRFh CoBt Sz C difficile 50 £k (2014~2015 FEINEE) KL C. difficile IV D Clostridium J&
481k (2012~2014 4FEINEE) (Zxhd A FEHIESED MIC % FRIZR LTz, C difficile \Zxt4 57 4 X%
~A 2 R OERGEY OP-1118 @ MIC #ii% 0.015~0.25ug/mL }2 O} 0.5~4pug/mL Tho7z, 74 X%
V<A VK ONOP-1118 1% C. ramosum LSO Clostridium J&IZxF L T HHEEM 2R~ L,

RIBKRZAIE T8 S 1z Clostridium BORZ

o N N MIC (pg/mL)
ORI (PRI ol Gl MICxy  MICw _ MICy
C. bifermentans (1) TAEFI~ A 0.008 - - -
OP-1118 0.03
AV == A4 0.5
A b= — 0.25
R A =y N 1

Y e 2% 0.25
AR 0.25
ToeY 0.25
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B . o MIC (ug/mL)
BARPTR i A il MICso MICso  MICy
C. bolteae (1 P A G 8 - - -
OP-1118 32
NyavwAy 0.5
A hp=gy—) 0.12
EXTRIYI 8
TV R 4
P =30 N 0.12
TV v 0.5
C. butyricum (5) TABEXI A, 0.015 - 0.03
OP-1118 0.06-0.12
NraswAfw 0.5
A hap=g— 0.5
e VA= = 0.5
N a4 0.25
A AR 0.12
TV v 0.25
C. difficile (50) TAXF AT 0.015-0.25 0.12 0.12 0.12
OP-1118 0.5-4 2 4 4
A= G 0.5 0.5 0.5 0.5
A ha=FY—) 0.12-0.5 0.25 0.25 0.5
R O A=E = % 1-128 2 8 16
VAINZ &= G 1- >128 8 >128 >128
A AR 1-4 2 2 2
T v 0.5-4 1 1 2
C. glycolicum (1 T4BER A, 0.12
OP-1118 0.5
Nyav A 1
A ha=FY—) 0.25
EFXLTOFY 1
TV B 0.25
A AR 0.5
T v 0.5
C. hathewayi 1) TURFI=A 8
OP-1118 64
NyavAf 0.5
Ara=FY—L 0.12
EX 7RI 4
N e 0.5
AT AR 2
T v 1
C. paraputrificum 3 T4 BFA 0.015
OP-1118 0.12
Noav s 05-1
Ara=FY—L 0.25-1
EX 7RI 0.5-32
N s 16 - 64
A AR 0.5-2
TV v 1 - - -
C. perfringens (30) T4BEXI A, =0.004 - >64 =0.004 0.008 0.008
OP-1118 0.06 - >64 0.12 0.25 0.25
Nya~wfvv 0.25- 4 0.5 0.5 0.5
A ha=FY—) 0.5-2 1 2 2
EXRTOFYIL 0.25-16 0.25 0.5 0.5
VAINZ &= G <0.06- >128 1 2 8
AR =0.06-1 <0.06 =0.06 =0.06
T v <0.06-0.12 <0.06 <0.06 =0.06
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o o - MIC (ug/mL)
PRI (PRI ol i MICso MICso MICoo
C. ramosum (6) TAEFI~ A >64 - - -
OP-1118 >64
Noawf vy 4
A ho=Fy—n 05-1
R A =y N 2-64
T e 4 4- >128
AR 05-1
ToEeEY =0.06-0.12

1) AANDHEGR SIS C difficile T %,

@ "

2)

3)

4)

C. difficile Wy BEtk (REABI % ORG 1687 %1 ORG 1698) . ATCC ¥k (ATCC 43255) K7 1 &%
VAV NREEZ M C. difficiletk (FEBR=EVERLORG 919 K UNORG 1620) (Zxk§57 4 X%V~ A
R OFARGH) OP-1118 DR EIGEZMRFT Lz, FIREOPURHEZ R R IR MR 2 e L, &1
EREROBERETORE [2u=—FkHEM (CFU)] 2HELLEZA, 74 XFY~A KD OP-
1118 1350 L 724 C ORRISH U CRERBHR A 72 mTE 2R LTz,

In vivo $i B EE

INLR B — C. difficile B&ETIVIZEITH1ER Y

HEVE Golden Syrian NAA X —(Z27 ) X~ A (100mgkg) % 1 HEHEKO2 HBIZENZIRROES:
L7=%%. 5 HHIZ C difficile 43255-M01 (~ 7 ZAZfFEL LT 1 [AfkLEE72 ATCC 43255) % 6% 10¢
spores/VECREMNH G595 Z LI X V&7, BYR XY 7 HECHED, 74 4%V ~A1 > (0.3,
0.8 XU 2.5mg/kg), Nva~vA v (bmgkg) XiIA hvw=%Y—/1 (100mgkg) % 1 H 1[EREAHKE
L7z, 53 HHE CHLEOAMEABILE LTz, TORE, 744XV ~A T (0.8 KD 2.5mgkg), N2~
A4 (bmglkg) KOA ha =% — (100mg/kg) X[F%DBYBIBIEHREZR LTz, 74 XF Y
~A D 50%5HAE (EDso) 1% 0.3mg/kg A TH -7z,

RNA 7R A S—EIZx9 24/ (in vitro) ***

T4 XA N L DERFEIZ DWW, Clostridium acetobutylicum ATCC ££:2> 5 F58L L7~ RNA R
VATZ—EROSH-v Y =1 fga v, BAENE RNA OGRELZHIE LIZEZA, 745XV~ A
TR, MERNARY 27 —BIZL 28T EHE L, 2D 50%HFREIL, 1.3umol/L Th o7z, Fiz,
T4 Bx YA RS C. difficile (ATCC 700057) #EM OV MG C. difficile (ORG1629) #7425
RIS L7 RNA R AT =B 2 HWT, FRRIZT 4 &% Y~ A 20 ROERFHD OP-1118 OEREIENEIZ S
FTOMBEEAZFHG LZ, 7 4 4% Y~ A 2 KO OP-1118 [XiikkH sk RNA KU A 7 —F OlsEIGE%
HEL., 20 ICsofElL. 7 4 X x Y ~A Vet C difficile fRHE3E RNA AR A 7 —Flzxf L Tix, &
ALEIL 0.839umol/L X T 0.805umol/L T ¥ | s MmEs C. difficile BkH2k RNA R Y A T —BITxf LT
1. FHER 3.73umol/L T 7.89umol/L Th -7z,

Post-Antibiotic 2R (in vitro)

C. difficile ENEGR7BEE (No.0004) (T[T D7 4 X ¥V~ A ROV a~ A 2@ Post-Antibiotic
R (PAE, 3M)% @2 SRR U702 1CReE L T DAL D BRI R) 2@ L2 ), Bk
MIC @ 5 {5D¥REE (5XMIC) OFEMITHE 2 1 KefEges S E7cth, EarE L, SHER CHEZ 1
JE LTz, PAE X, FWE VR % OEED 1 log T 572 DICMERRRIN G X 1 log BT 5729
[CLBERRRE 2 22 LW LCRI Lz, ARBOMER, 74 4%V~ VRO aw A D
PAE |37 Fh 4 BfKL O 0 Bl CTdho7-, C difficile ATCC # (ATCC 43255, ATCC 9689, ATCC
BAA-1382 }2 TN ATCC BAA-1875) K OWCKEGIR 7 BfRE (LC3 & UYNCTC 13366) IZktT 257 4 X%V~
A 2@ PAE 1 5.5~20 B L s STl 2 74 XXV~ AV UNEPAE 2FT 5 2 LAVRENT,



VI. FEMEE(ICEHYT HIEE

5)

6)

7)

C. difficile D3RR ALI=xt 3 HREEFM (in vitro)

T4 EFx VA KROERGH OP-1118 1T Tt MIC ARilORE (ZhEi 1/8XMIC KN 1/4X
MIC) . EiRDEE (REABIZRTEEL UK-14) L ONATCCHE (ATCC 43255) OEISFRRAPRE L=,
72, spollR (BN RAEISF) KO spollID (mid-stagemother-specific ZEFE) @ mRNA 8 &
I, SRR HOSEAE I a~vf v LT, T4 A X <A KD OP-1118 OIF/E F ¢
FEINDLZEDRESNTNDY, LLEXD, 74 4% ~A U KROROP-1118 1%, C. difficile DEERIFERL
FHET L Z EarEni,

fittEFIR (in vitro)

TAEXIA T, Noav, RO 7 722 00k D BRI A HEE (FSR) Z bk L=,
C. difficile 4 ¥ (ATCC 9689, ATCC 700057 M ONZ IR /3 BERE ORG 911 XY ORG 916) (2 8 X MIC XI%
AXMIC D7 4 XXV ~A L BHDHWNNIN T~ U EZRMLIZE ZA, ZRENOHEMIHT 5 FSR
EIXFNFN 1.11 X109 Ki~12.8 X109 K 1.11X109 R TH Y . Mt m=—HFE A S HE LA
holz, — i, V77%> I (8XMIC) I 4 M Tioxt LCit bz275E L, £ ® FSR fild 3.58 X109
~1.73X107 Th-7= ¥, F7=, C difficile 2 ¥k (ATCC 9689 } OGS EfERR ORG 916) (Z%f4 57 4 &
X VA AR R BIBLIE BE 1T 16pug/mL Th 7= Y,

RIS X0 TPERR O T AE IOV TR LTz, C. difficile ATCC £ (ATCC 42355) % 0.0625ug/mL
DT 4 BHX~ AT LR LTkt Uz, M & MICEAHIE L=REH, 12 Ffkig
% T MIC BTk AT MIC i (0.25ug/mL) @ 1/2~2 &K (1/2XMIC~2XMIC) DO#FHNICZ & &
Fo Tz, 13RO L v MIC fiid EH Uik, 14~16 XMk ko MIC fElT 2ug/mL ThH 7=,
17TRECISROMILT 4 X~ A T U REDFER ETITo 7208, MICEIZ 2ugmL O F F ThHh-727,

M tEFIRAER  (in vitro) @

T4 B~ A VAR C. difficile 7 v — RO RNA R Y A T —¥ a 7B AT 585 (zpoA.
rpoB R X rpoC) OEIEH MR L, BRE2FH~T, BAETREEE MIC O 45RO EFDORED T 1 X%
VA RN U ISR L%, = b Y ST = DT HARRAEEIC LY, T ARy~
A VAR v = AR U T, AR b — RO AERLBIRE  (ATCC 700057 & OVATCC 9689)
MOGHELTZDNAY 7 A > b AR Y AT —PHBHRUSIC K VIR L, BSREZ1T o7, ZOfER. moB
D 4->0FK: (Gln1074Lys, Ile1132Arg, Vall143Phe (N Leull48Phe) & rpoC® 2 >DFH: (Asp237
Tyr & O Glul134Lys) (2RI R ST,

T4 BXITA VRS C. difficile #RIZHITHT7 S/ BRER

) : MIC @

R BUK PALEYER (ng/mL) IpoA rpoB poC
ORG 877 | ATCC 700057 | =trvs7=v> | 0125025 NT I%%%%%%ﬂg None
ORGS78 | ORGS7T | =huvrs7r=vv 2,4 NT Pellaaae | Gualatias
ORG879 | ORGSTT | =hnyr/7r=vv 2,4 NT D e | Guaisye

I%e1132Ar)g

e T3395G) | Glull34lys

ORG922 | ORGST9 | =hmvs7r=vr | 816,32 None | oadone | Featood

(C3442T)
ORG 1620 | ATCC 9689 B kR 1 NT G(lgégg(‘)%’s None
ORG 1629 | ATCC 700057 LS s 1 NT None A(stggg%zr
ORG 1667 | ATCC 9689 S s 4 NT G(lg?{gg(‘%s None
ORG 1668 | ATCC 9689 B kR 4v NT G(lgégg(‘)%’s None
ORG 1669 | ATCC 9689 S s 1 NT G(lgég;ggs None
ORG 1671 | ATCC 9689 S s 2,4V NT "(%%3’144237%})19 None

a) FHZZ L0 DRV RY UERRIARHUE THI b) BERAPETHL NT : KR
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8) ZEMME (in vitro) 7
T A XX AT EMOPIEIE L DIZEMPEZ DWW TIRET LTe, 7 4 % Y~ A v ARSI C. difficile
Bk (ATCC 43255-29C MIC 8ug/mL, SEER={ER) OMoOBEIEKIC 3 2 A i~ T, Z OEE
KRiZd B~ T4 KR, 77 X2L%, Zidnx/ arf, VIZrrEy, Nravf Vo EOA
kv =4 — o MIC flix 1/2~4 [EFRROHN (1/2XMIC~4XMIC) ThH-o7=,

T4 EX YA D RRZE C. difficile kR U<V OS54 FMERSME C. difficile #2319 2 EEREZED MIC

MIC (ug/mL)
C. difficile C. difficile C. difficile
ATCC 43255 ATCC 43255-29C ATCC 43597
(Hy A7) (74 X%~ A UMt (v a7 A Rk
ToARYA L 16 8 >64
T A~ 1 0.5 >64
TUoEY 4 8 2
TR LA A >64 >64 >64
N o e VN 64 >64 64
D= A= 16 8 16
NyasA vy 0.5 2 0.5
A hr=x—)1 0.5 1 1
DRV g g =0.125 =0.125 =0.125
TYBF A =0.125 8 =0.125

9) MEEHSICEEERIFIEFDHRE (in vitro)
® E rEFEFETTOMIC®
T4 Bx VAT KROFENREH OP-1118 A T 5% b MEMLIEA L, mO0BEZO BG4 Aild
L. ZODAH % O TEREFRIREIC LY C difficle (ATCC 700057) 1239 % MIC Z#ldE L7z,
T4 BFX A 2 ONOP-1118 DFE(EOLAE FTO MIC I, BEEIFEF TOMICH L Y &<, %
I 2ug/mL GEMEIEFIE FO MIC fED 8 %) KON 4pg/mL GEFEIEFAE FO MIC flD 4 %) L7eo
77

@ AFFUEEAMCICRIFTEEY
TN T DA FUEYRE (2.1, 8.1, 5.Tmg/dL), V7 XU LA A UARE (3.3, 4.5, 7.5mg/dL)
TORHHN T, C difficile (ATCC 9689 }2 T8 ATCC 700057) Z4EfEL7-&&D, 74 XX V<A D
MIC ZZERKAHIEIZ L VRIE LTz, ZORE, M LIEE2TOIT A URET, 744X~ 2D C.
difficile \=x13 % MIC fEIZ[E—Tdh -7,

@ BEEEENMIC ITRIFTHE Y
C. difficile (ATCC 9689 K& X ATCC 700057) D% 105~108 CFU/mL (102~105 CFU/spot) D#iiH
THRELT-LED, 748X Y~vA 0D MIC ZERGEINEIZLVHE LT, ZORER, 745XV~
A2 C. difficile (/=% % MIC fEl%, ZNEIaGE L2 COEMEETH —Choloin, Nraw
A 3> MIC IR H E ORI - L= (0.5~2ug/mL),

@ pHAMIC [ZRIFEED
oD pH % 5~8.1 OFH T E W= L 2D C difficile (ATCC 9689 KX ATCC 700057) (Z%F4 5
T4 EF AT D MIC ZPRERIARTIRIE L ORRARIE CHIE Lz, MEREFHIRETIE, 744
X V<A D MIC 1% pH6.6 LAET pH O ER Uiz, ZERAHRETIL, C difficile #RIZ%E
THT 4 Z X~ AT D MICEIE, pH6.2~T TIIZE{bn72<, pH7.9 LI ETER L=,

(3) 1EFRHIRMER - HiGasRa
BRI L
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1. IhREDOHR

(1) BRLBEDGMAPRE
T4 Zx VA OERLIHEERNTH S Z L b, 1B EA RIS Ly,

(2) BRERBER TR S hi- MR

1) BEESE (REMA. BAATF—%2)07
(R AR 7 1 #% V<A 2> 100mg KO 200mg & BHEBEFFEAS Lk & MiEh> &%V~
A VBB EE % 2~3 BRI CROKEICEE L, ZORKERMNTINER Lz, 74 4% V<A S OFRBIT
% OP-1118 DIMSETIEELIT T ¢ XV~ A P b4 3 CRAE A 7= LT,

BERABEIIET5T7 4 FF%Y A L VHORSHOEYENRE/ NS A —4

R (mg) | 4% | Cmax ngml) | Tmax )  |AUCinf g'mD)| e ()
TUERI A
100 5+2. 3.0 (1.0~4.1) 40.6+15.8” 7.0+3.5Y
200 + 2.0 (1.0~6.0) 55.6+26.4" 10.6+8.1Y
OP-1118
100 8.6+4.0 3.0 (1.0~6.0) 92.7+40.3” 8.8+3.1%
200 18.0£7.6 3.0 (1.0~6.0) 154.2+48.5” 11.5+7.6"

a) 8, b) 7

CPMEEFENERE, Tmax (3 RME GHEPH))

) ABNOAGRSNT-RIELOCHRET HEE, RAET7 4 %Y~ 2L LT1A200mg 2 1 H 2[EE OB 2, |

ThHo,

2) REHE EEEA. BAAT—%)00
fERERASBIEC 7 4 3%~ A 22 100mg & UF200mg % 1 H 2 [EIREE NG LD 10 HEO T 1 &
XA TROT 4 B XA DERE TH D OP-1118 D MSETSREIRE {5 A — X [T FRO L I

@ ‘/C\‘&) 60
BERABEICETEZ 745X UM L U REBRSHOEYERE/ NS A—~% 617
H&E (mg) | sk ‘ Cmax (ng/mL) | Tmax (h) | AUCi2n (ng-h/mL) | tie (h)

A

100 2.0 (1.0~6.0) 32.8+20.5 11.7+6.1?

200 + 3.0 (1.0~8.0) 58.5+36.7 7.8+1.8"
OP-1118

100 10.2+4.8 2.0 (1.0~6.0) 67.6+31.9 10.4+4.6°

200 19.8+8.9 3.0 (1.0~8.0) 144.2£74.9 8.3+1.5Y

a) 51 b) 64l c) 8

TH D,

O A=W RZE, Tmax (P9l b))
) ARFNOER SN AELOHER B, RAZE 7 4%~/ E LT1R200mg % 1 A 2B O#% 5325, |

3) REHRS (BAACDIEET—4)Y
T4HEFI<A 110 200mg & 1 H 2 BIKEROES Lz EDT 4 XX~ A v ROERHY OP-
1118 DIMAETEEIZI T EDO LB Th D,

CDIEBHIZEITA2 743X U4 L URERSHOMBREYRE (10 HE. %51 3~5 BiE)

itk MAEPSIEE  (ng/mL)
TAEXIA T 90 54.7+73.8
OP-1118 90 135.6+199.2
CRHIE + FEYEfRS)
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(3) i

B E e L
(4) BSE - tRFEOEE
1) BEDFE WEAT—%)Y
TR (27 6) (127 4 XY~ A 2 400mg % ZEMER TR HERR O G- Uiz & & 2SR 5ok
HEBEEDT ¢ X%V <A 2D Cmax M ON AUChast DI (90%EHEKRED) 1% 79% (67%~92%)
KON 97% (87%~107%). 74 Z XV ~<A T OFRHY OP-1118 @ Cmax M AUChs DR L
(90%EHEXRT) 1% 67% (58%~T76%) K&(r90% (82%~98%) Th -7,
) ARFNOER SN NELOHER B, RAZE 7 X%~/ L LT1R200mg % 1 A 2B O# 5325, |
Tb b,
2) HHREDEE
D74 5F YA URU OP-1118 DEDHREICRIZTHAEDEE WNEAT—2)Y
R ABIEC 7 X Y~ A7 xR v [P-HFEAE (P-gp) OMHER] 2HLIZEED
T4 B AT R OEREHY OP-1118 OIMBNEEIZ T T2 7 v AR Y O BELE FTRIR LT,

HOORR) R T4 BFXYTA VR OP-1118 DEMBIREIC R IZT HE

. T EI vy OP-1118
B OPRERD | AP | e [ ot Q%S (G5 )
AUCinf Cmax AUCinf Cmax
T ARY v 200mg 200mg 149 192% 415% 411% 951%
(P-gp BREHAD B[] Hile] (139%~264%) | (323%~532%) | (306%~553%) | (693%~1305%)

a) T4 XF V<AL PR AUCInf 12 8 . Cmax 13X 14 %1, OP-1118 #ffiF : AUCInf 1% 12 %1, Cmax 1% 14 #i,

) AFNOARSNI-AEROHEE HEE, RAZET7 4 %Y ~A & LT1E200mg % 1 H 2ER O 533, |
Th b,
QHAEOENBREICRIFTTAFIOZE HAEAT—2)
fERERNCARE UL T 7 U (SULT 7)oy CYP2C9 FE), 4277V —/L (CYP2C19 HHE).,
275 (CYP3AE), Yaxi v (P-gp BH) kUmAARZF v [FUEMMEEE (BCRP), AN
BEER 2 (MRP2), MOVERET =4 L iiikR ) ~7'F K 2B1 (OATP2B1) OIEE] Z0FH L= & & DOpfH
SEDOSMENREIZ KAT T AAKI DR L FRITR LT,

FEIDBEFRAROEYHEICRIFTTZE

LTI (90% (S HEX )
. PEHEED AFKIDOME: " .
S /
Bidb s e ¥ %k . (DFA& S/ B 5
AUCInf Cmax
INT 7Y 10mg 113% 109%
(CYP2C9 /&) Hi[A] (110%~117%) (104%~115%)
FRAT T =) 40mg 1 [@] 200mg gq9 103% 93%
(CYP2C19 H/E) HA[H] 1H2[F7HH (93%~114%) (82%~106%)
SE SV N 5mg 96% 92%
(CYP3A H/E) HA[H] (88%~106%) (83%~102%)
vaF 0.5mg 1 1A 200mg 149 112% 114%
(P-gp /) HA[H] 1H2[F11 AR (103%~122%) (99%~131%)
(1:0;;]1\?;; 10mg 1 [ 200mg - 110% 117%
OATP2B1 1710) HA[H] 1 H 21810 A (99%~122%) (106%~129%)

a) S-UNT 7V U OREEZILZEB, b)

TR A B, o) g A




anp
o0

VIL FEHEEEI<REY 51EH

5

2. EYEEMA/ NS A -5

(1) fBHAE
T Z L BIRVIITIZ L 0 SEENRE T A — X ZEH LT,

(2) IRRREER
MR L

(3) HEEEEH
R L

@) VIUT7I2R
AARNT —& 1610
TR BPE THINC 7 4 XXV~ A 20 200mg ZHEHR O G LI DT 4 XXV~ A VU DRNTORY
VT T A CEEHEERS) 13, 4,464+12,291L/Mh Thorz, E7o. EHERA 8 fllc7 4 XXV~ A
> 1[\1200mg # 1 H 2EIKERAEG LI EED 10 HED 7 4 XX <A LV ORINTOEE 7 VT 5 A
CEYE =R ) 13X, 4,734+2,636L/h TH 72,

15 AHOAGE S AER O EE TRE, AT 4 #F V<A & LT 1R 200mg & 1 H 2 [ A$#59 2,
Th 5,

(5) HTMEIE

(6) ZDfth
g L

3. BEM (REaL—Sa3Y) @i
(1) fEHA%
M EE e L
(2) INSA—FETHER
BRI L
4, IR

(1) NAMFATFRASZEY T+«
MR L
<BEB> ([ R)P
E— 7R () : 2.87% MR ASA AT A T8 YT ¢, 90mghkg HEREA#KL, BCHM N v 77
Y =3 2T L]

(2) BAOZEROERIN
AHEOWLEEEND pH E (pH 1~7.5) (Z351F D¥EfRE KUY Caco-2 Ml BB 3517 2 IS tE 2K < *,
E B2 P-gp DIE TH -7z (invitro)™, & MIBITDARKNDHERIANA AT A4 F )T 4 1IAHTH D03,
1% A 32 502 DA DY TAGD TIRVN & B 2 H LD,

5 o

(1) Mmik—ixBErEETE
BRI L

(2) M- HEBEPTEBTE
MR L



VI. FEWEIREICREd HIEH

(3) BiH~OBIHE
M BRI L

(4) BERAOBIHE
M BRI L

(5) ZDHDIEHADIBITHE
AFNHROBT R, ECHEMICRET 5 P,

(6) MIFEEIEAR
T4 FFR AU ROERE TH S OP-1118 OMEE A ARIL. FNEN 97.4%~98.3% KN 95.6%
~96.4% T -7= (in vitro) ™,

6. X

(1) RBEPLIR BRI
TAEX AU, FEITA Y TF VAT ZRTOVEEONK AR K0 IEVEE OP-1118 ~R#t S 5 °7,
Flo, T4 ZFI~A T DIFE A ERIEI NI VREZEET H & OP-1118 1F & A EDEE N THER
THEEZEZ LN,

T4 X VYA L URUTERBM OP-1118 DFER »

PR L S Y 54 OP-1118

(2) RFIcBEE5T 8% (CYPEH) OHNFE. F5F
t FOHEOVNG R 7 v Y — 2N Z AV 1n vitro #BRIZCEBWTC, 74 XXV~ A VDR T
H5H OP-1118 ITE M =aF L 7 I RT7F =0 VX7 LAF R U (NADPH) HEAFHNTERT 5 2 &M
HOHMITR>TEBY ., CYP LISDOEEE TH DT AT 7 —E ) OP-1118 DARKICE G35 L& 2 b= ¥,
1) CYPHEERA (in vitro)®
T4 XA ROERGE OP-1118 ok MFI 7 v Y —AlZEi17 5 CYP1A2, 2B6, 2C8. 2C9,
2C19. 2D6, 2E1 KU* 3A4/5 IEME~OFEHZFHE L7, 71 X%V ~A 0%, CYP2C9 ZFHFEL .,
50%PHEIREE (ICs0) fEIX 7.2ug/mL ThoTo, —Fh. DM CYP ZrFFEITT 2B EMNIT <, et
L7zl 10pg/mL TOMAERIL 43%LL FTh o7z,
2) CYPZEMERA (in vitro )™
T4 XX A ROERFHY OP-1118 X, b MBIz W T, Mt Lok iR (10ug/mL) £ T
CYP 74 (CYP1A2, 2B6, 2C9. 2C19 X 3A4/5) IEMEIIZE A EREBE 5 2 /o Tz, 74 XXV~
AT KOVOP-1118 1%, E bk CYPIZxT D8/ EHNIZ E A LTt E 2 bz,
(3) ¥EEBHEDHERVZDEIE
R L

(4) REVDOFEEDOEERVEMSL., FELE
VL. 2. (2) #2h% BT B3BkiE) DESR



VIL.

EYEREICEY 51RE

1.

Bt
(1) HEfERS, IRBAR UM ¥

TR R BPEICAA] 100mg 2 N 200mg A% G- Lz L &, 7 4 X%V~ A ¥ LOERHY OP-1118 DR
FAOHEMRIZIEFITIELS (0.594%LLTF), FDIFEAENT 4 XXV~ A KONOP-1118 & LC#EHIZHE
rEns,

RSN T FREALR] « ROAE R 5388 [CL-3001] (HAANT —# KUOYMNEANT—4)

T4 ZX <A U ROERHY OP-1118 OHEMZ M L 7-k5 8. BEEP IR (o ¥y ~f b
OP-1118 dfafn) O -4)ME EPH) (X 100mg HG-H#F (9 i, AARMNEFKAN) T 53.50% (0~105.1%).
200mg #5896, HARNEERERA) T54.87% (0~102.0%). 200mg #H58E (96, SME AR A) T
62.25% (0~92.7%) T -7z,

RSN 1 AR A 53488 [OPT-80 1A-SD] (UME AT —4)
BREHE YR EROEAE (#EPH) 1% 200mg KON 300mg D EIZIBVNT 92.56% (24.03~149.93%) Th -
7~

BHEROFERER [OPT-80-005] GEAT—)?
BREE YRR OEE  EEFE) 13 200mg BEEE (64]) T 62.2% (0.455~95.1%). 400mg #E5-HE (28 f4)
T51.2% (0~144%) THh-oT-,

PR R R I LR AR BUI I T O HEERRL AN D AWV E DR TIE & A SR S V7R D3 TR AR
DM, TN THARBEWEEE P YRR O EEA T HORBRIZB O T Hi0 b 2,

T, WS TARER] - SAER5ER [CL-3001] KU FOREGER [OPT-80-005] IZBWW T 7 4 X%V~
A 2 KO OP-1118 DRI Z RN L 72555, RIS 7 4 X% Y~ A T i3miti Ed, OP-1118 DJR
FRPEEERIT 0.0104% L [CL-3001] % Tr0.315~0.594% [OPT-80-005] T ~7=,

U EDHRRIY, ESNZT 42X ~A 3T EAERRIN S FEPICH S S L E2 bR,

) AANOARSI NI EROHEE HEE, A7 4 X% ~A 22 LT 1[E200mg % 1 H 2 ERAEET 3, |
Thd,

8. FSURR—E—IZEETH1EHR

T4 XA KROEDOENRE OP-1118 1%, P-gp DEE TH-7-, £7-. BCRP. MRP2, OATP2B1 (=
ST HIEME BT LIS, 74 4F Y~ A L K ON0OP-1118 1%, WTFhoEE THLARWEEZX bz, 744
XV~ A KON0OP-1118 1%, P-gp (ICs0fE 2.74 }%1">123ug/mL), BCRP (ICsofi 4.13 %" 17.1pg/mL) .
MRP2 (ICsoff 2.22 TN 46.4ug/mL) K& OY OATP2B1 (ICso i 0.95 & V< 1.85ug/mL) (Zxf L CRAEIER 27~
L/7LC. 54, 64, 65)0

ERHIC L BER
BRI L



VI. FEWEIREICREd HIEH

10. HEDEREFIHEH
(1) BWEEEEEE (HKACDIEET—42)Y

TAHEX A 1[0 200mg & 1 H 2 BIMEROEE L- L & OB B, B, PR OVEE
DREFEREIR N HRE O 544 3~5 FFE 0 ML SRR RS & Lol U 7o 5, BRERRICE Y g 7 4 %~ A v
VR OEGHY) OP-1118 JRE OB IR S -oTz,

S BHEETEE CDl EB2 R USE BHEEET CDI EFICHITAMEERREE (T4 4FYTA T2, OP-1118)

A OP-1118

wiEtE Be5.4% 3~5 H# (ng/mL) P54 3~5 FEfE] (ng/mL)
1HH 10 HA~11 HH 1HH 10 HA~11 HA

e ik 18 18 18 18
ERBH | ST GEUERZS) | 37.08 (39.85) 45.88 (36.07) 79.31 (74.67) | 125.83 (100.39)

REHE s 30 23 30 23
BT R | Pl (Euelz) | 43.35 (37.37) 40.73 (27.40) 75.96 (62.14) 94.92 (67.21)

ke e 23 22 23 22
PELN TS | Syl (YR | 53.95 (65.01) 90.74 (133.38) 67.01 (51.86) | 223.24 (365.34)

e e 14 11 14 11
BT RE | il (RS | 49.74 (54.66) 51.07 (36.11) 106.41 (92.3) 130.39 (96.17)

EHSREIR FOEEE L, A7 Y —=2 70 BARANA GFR #HX0HHE S5 GFRE (eGFR) ICE3& 5%,
EIHEREIET : 90=eGFR, EHEREHEINT : 60=eGFR<90, EHEAETEEIKT : 30=eGFR<60, EHEREHL(NT : eGFR<30

(2) FFigREIEERE

BOBGEEINTET 4 FF V)~ A 2 ROFERE OP-1118 DI LERIITITE A EnEEZ LN &b,
TS REfE B F BT D 7 4 XX V<A 2 KT OP-1118 OIEWEIRRIZ O\ TG LTV,

(3) =#E (AAANCDI EBET—4)Y

11.

T4HEX A 1[H200mg & 1 H 2 RIKEROEG LI XOEREBED 7 4 XXV ~A v HOER
B OP-1118 DO IAEFIREE I IFEFE BB I HNEVMEN 2R L2 OO, AP SRYIIRE D722 DU CHERH)
EBERIImENLEZ N, (VL 6. (8) ElivE ) DHEEBMR)

RERSHEOSE CDI B& R Uk CDI EEDOMBEHEYRE (10 88)

o TAZxRIA ) OP-1118
P 5.4% 3~5 4 (ng/mL) Be 5% 3~5 B (ng/mlL)
FEmEE (<65) 16 37.5+36.1 87.9+89.1
s (=65) 74 58.4+79.3 145.9+214.8
CEAE + RS

ZFDfth
BRI L



. Z£% (EFRLOZFEF) [CEHI SEE

T

HRBEETDER

TN TR

5

£
BEREEEDER

()
L

2. BE (ROBETIHFELEN E)
ARFIDHA 3 UBBOEOREIED & 5
(i)
— R I . LR LT
—RRIT, B HHID Y NIRRT AR U7 IR — B & ST A AN 5 SN A, T L
FAERAE BT B RN . v a v 2 SOEBRENER AL L BBENRD S 2 EnbRE LT,

3. PRENIRHRIZEES HXE & EDEA

V. 2. ZWEEUIZRICBIE S DR 22RT 52 L,
4. AERUARICEET 5B L TOER

V. 4. JHEROHEICEESDER] 2RI L,
5. EELEXRTE L TDEH

8. EELGEARIE
AFNOMENZ STz - TiE, MEROFRFLL T2, JFAIE LTRSSl 15 2 &

(fifs)
MR OFERE 2B BLS D CDI BB O H4 5703 E LT,
6. BEDEREATIEREICEHETHIER

(1) BHHE - BIEREOHDHEE
BRE ZILTUVLRD

(2) BHaeEERE
BRE ZILTUVLRD

(3) FFifREfEERE
FEEN TR

(4) HFEREZ=HT HE
BRE ZILTULRD

(5) yEiE

9.5 1T4m

TSR S TIENR L TN D FTREME D & 5 2RI EOA D it % BBl D &l S D55 1D
45z &,

(Fiesot)
ERRBR I, BRI BT D EER R ORI 2B BRI R SN TR b1, Mm AR & LIz iR

33 L TRy, B VAR GI1E, BT L b e P TOREL TRITE W), MIRT oK
BB 2L L TWRWZ E N BRRE LT,




VI &% (ERALOFEF) Y SHEE

(6) =FLIF
9.6 12313

R EOBFRMEL O NAREORREEZEE L, Lo UITIEERETT 5 2 &,
(i)
T4BEXIA TN FNHTICBAITT AN E I NIRATH Y . IS AR 2. 248
PRI L SN TN 2 BERTE LT,

7) INRF

9.7 INRZ
INREEZ SIS L LT R OVt 2 FEE & U - B RRBRI 320 L TRy,
(fi#Eas)

EPIZ B TARFI D/ NBER IR A FRER ) 72 < . BRI L TV N2 ENBERTE LT,
(8) S E

9.8 =&
BAEDIRBIER L TREGT 25 2 &, —RICAEEEREMET LT %, [16.6.3 2]
(fEsst)

ENFEIFHRBROBE D > B, 25.0%70° 65 Ll b 75 A, 58.7%M 75 LA L Th - 7=, 4FE#h] (65 ik
A, 65 kLA B 75 A, 75 sl bB) TOFEFEFROFBBIEISITRE OB RIIA LR -7, EWNEII
FRBRIZIBWNT, ShEE 65l E) O7 4 XXV~ A 2 v RO OP-1118 O M b i i 3 IE = kb
B (65 AT LVRWBINERLIZbO0, BRENERITRVWEEZ Y, BB IckT 2 ARSI
RELEZ -, g TIE RN FERENME T L TWA Z L, EEMED-D, BEDRIEICEE
LTHEGTHZ L EEELL,

1. HHE{EH

(1) BtRZERLEZNEH
BRE ZILTUVLRD

(2) BEREE L ZNDEH
BRE ZILTUVLRD

8. EMEM

1. BIYEA
WROBWEMDRH BN Z ERHLHDT, BEETDUATH. BENRO SNHEITIR G2 TIET 572
EWEYIRLEZATO T &,

(1) EXGEIER & DHER

1.1 EXLGEMEA
M1 TFHI745F 20— (BEERR)
TFT7 4 TxX— (G895, £ OEE, MAEVEE, RS NHOoNDZ ENRH D,

(fi#3)
WBNAOTHRZIZBNTT 7 4 Z%— (G895, EHFEIE, METHE, MRS ORI #HE SihTn
DI EMNBRE LT,



VI &£% (ERLOFESF) 1Y SEE

(2) ZDithDEIER

1.2 ZDHOEER
1%L L 1904
EEl e g, Hol, Mark Rz, TR, AR,
R AR FEWEO E N, BRTERE, S
Z At ALT 5. SR

()
CDI & a5 & Lot 0tafitr (EPNSIIHRRER 104 §I % OVESMEIT 2 55k 564 i) T 1%L Lo
BITEHL. KO 1%A07> 2 BILA_ EORWER &Rt L 72,

SEFREE—RERF
1) CDI BEZXRE LI-ERFE MR [CL-3002] 28T 5EIER

LN ERRAT R G 104
RIVERRBIEL (%) 9 (8.65)
BIVEF ofEEH FEHFIEL (%)
MAEH LV VNREE 1 (0.96)
E=Yiiik 1 (0.96)
IDEREE 1 (0.96)
DYEEAEE) 1 (0.96)
BialEE 4 (3.85)
Nz 1 (0.96)
T 1 (0.96)
Fitz 1 (0.96)
LT 1 (0.96)
MR- 1 (0.96)
—f% - 2EEEH LTRSS EIOREE 1 (0.96)
FEEL 1 (0.96)
BEBIE S & VFERE 1 (0.96)
Afeh o2 2 E 1 (0.96)
ERERRRE 1 (0.96)
A E Y L E A 1 (0.96)
R#B L UFREREE 1 (0.96)
I 1 (0.96)
BEERBLUESHERES 1 (0.96)
vr ) Ul Ly SRS E AR E 1 (0.96)
HRREE 1 (0.96)
FFENED 1 (0.96)
FEHlEE 1 (0.96)
=48 1 (0.96)
EEH LURTHEES 1 (0.96)
i 1 (0.96)

MedDRA/J (ICH [EFREHHRESR HAGER) Ver.19.0 TIERL, AEWEMIZPT (ARE) TRL7T



VI &% (ERALOFEF) Y SHEE

2) ReEMHEHENT (ENEMEER [CL-3002] RUEsEMHE 2 588 [101.1.C.003] [101.1.C.0041)

LR G 668
BIVERFEEL (%) 69 (10.33%)
BIVEH OFESH B %) BIVEH OFESH FEHBIE(%)
MEH LV VI RIEE 1 (0.15) ERRIRE 9 (1.35)
21 1 (0.15) TI=2TR ) NI UAT =T PN 4 (0.60)
IDEEE 1 (0.15) TARSTRAET R ) N T VAT 27—V 1 (0.15)
LS 1 (0.15) TANGRAET ) NTVART = F—LHE 1 (0.15)
EB S URREE 1 (0.15) A e HEm 1 (0.15)
NERI 1 (0.15) i pREEEE N 1 (0.15)
[FHEPED F U 1 (0.15) BN QT iR 1 (0.15)
BialEE 37 (5.54) I ERSdR ) 1 (0.15)
EFRA R 1 (0.15) JHlESR B 1 (0.15)
R 3 (0.45) R#B L UFREREE 6 (0.90)
25 1 (0.15) I o 1 (0.15)
f5EFK 7 (1.05) iwall RVNN i iFid 1 (0.15)
T 2 (0.30) BAER 4 (0.60)
O Nz 2 (0.30) BEERBLUSESHERES 2 (0.30)
HILARR 1 (0.15) v ) AL AR AR BiE 1 (0.15)
5 2 (0.30) e 1 (0.15)
Fitz 1 (0.15) R REE 10 (1.50)
LT 16 (2.40) FEEDE N 6 (0.90)
LyFrs 1 (0.15) BRTE S 3 (0.45)
R 1 (0.15) GIEE 3 (0.45)
M 8 (1.20) FEHEE 4 (0.60)
L ERERANRER 1 (0.15) =18 1 (0.15)
H-XEREL 1 (0.15) LI 1 (0.15)
—f% - 2HEES S RSO KE 6 (0.90) AR 1 (0.15)
HESIRE 1 (0.15) W 1 (0.15)
P A Rk 1 (0.15) EH L UVREES 2 (0.30)
it 1 (0.15) BAE 1 (0.15)
FAG TR 1 (0.15) PRI 1 (0.15)
YL 1 (0.15) HRERB S VEEEE 1 (0.15)
FEEL 1 (0.15) SRR O FEE 1 (0.15)
FFREE RIEE 1 (0.15) EESLUVR THEES 3 (0.45)
B UL MAE 1 (0.15) JHESE 1 (0.15)
RS S UFERAE 5 (0.75) Z D FEIE 1 (0.15)
JBARN)I DT L T 4T 4 VRIGR 1 (0.15) 5 1 (0.15)
B Y 1 (0.15) T D FHE 1 (0.15)
Afeh o2 2 E 1 (0.15)
JiEIRalC 1 (0.15)
T 2D R 1 (0.15)
5=, PESLUVLESHHE 1 (0.15)
ERARER - 1 (0.15)

MedDRA/J (ICH [ERREHHIFELE A AGE) Ver.19.0 TIFRL, AEWEMIZPT GE4EH) TRL7



VI &£% (ERLOFESF) 1Y SEE

9. RERERRICRITIRE
RRIE SAL TR0

10. BERE
RRIE SAL TR0

1. BERALOIEE

14. BRLOEE

141 EXRIZABEOER

PTP W2EDIEANL PTP o — oM L ORI 2 L of8ET 52 &, PTP o — hOREAKIZ LD | BV
BUA DS EIEREA~RIA L, IR ILE B 2 U CHBRIRR SO REERAIHEZ IR T2 2 B35 5,

(figsn)

— R EFHE L CREHE LT D,

AFZ PTP (Press Through Package) GHEDfAEL /e >TnD Z Evd . HIREE 240 =5 PRk 8 453 A 27
Afl) KO 304 75 PRk 84F 4 A 18 HAF) [PTP #AHIRIZOWT ) IZhEW, 3E Lz,

PTP > — FOREKIZ LY, EEWSLATOSBIEREA~IA L, FIILEE - U CHERIRR ZE O EE 2 & 0HE
EHRET D Z ENHE SN TVWDE DT, HEZAEHZIX, PTP v — R 6 H0 L CIRAT 5 X 9 B~
THZ &,

12. EOHOFEE

(1) BEERFERICE D 1FR
BRE I TV

(2) JEREEREAERICE D 1B
FEEN TR




1. FEEHR

(1) FhEEEHER

X. JFEREREAERICEEI SIHE

VI PRI S HE ] OHEM

(2) ZEMEEHER

ZAEMIBRBRIC OV TIE, TR, DME R R ORGSR DO 2T Ny T U —lBrRa T o 7o, ZOfR%E

PUFoFRITT,
T MEEIEAER
- BhfE (FE)/ TR TR et
FRBRIE . ) FRBR A
il 7 [# 5 H1E) BRUR
HRARARER ¢ Zv b~ (660 0. 1. 4. 7.5mg/kg 7.5mglkg ¥ TR L
(— itk L O TEh) SD [HfRN]
AR 206 hERG F ¥ %/LRH TA4EFI~ AT TALFA T
(hERG i) HEK293 il (N=3or4) | 0.005 AJii~7.85ug/mL 7.85pg/mL F T L
OP-1118 OP-1118
0.00571~8.37pg/mL 8.37pg/mL F TR L
Lin vitro)
DR A X (HERE < 45 4 1) 0. 1000, 3200. 9600mg/VC | 9600mg/ltE THE/ L
(k. e, AR, DEX) v—7 L =)
Z E Fw b~ (84 0. 1. 4, 7.5mg/kg 7.5mglkg F TR L
(—fitkRe, PEIARE SD (ERP]

hERG : & | ether-a-gogo BhEiE (s 7. HEK293 Mild : & MaIEE b ki

(3) ZDMhDEEHER
ST )ROSR HAE B T
C. difficile (ATCC 43255) ZHWT7 4 XXV~ A 2 HAHWIENEY OP-1118 Lfhod 7 T A DHIE I
(TreEv)y, ToAu~A Yy, Yoanzaxhiy, ZJI) A~y y, Ava=gy—1, V77
By V77X vy, T AR VRO av A v y) EOMABERET = v —A— RIEIC L ViR
L7,
TA XX~ AT DL OP-1118 LHFUEH AR TR I 0Tz, 74 XX Y~ AT UE, ToEY
Vo, 72V E<Ayy, Ahu=Zy—n V77 B0 EN) 77 %02 0 EHREEREZR LT, N
g~ A v EOMBERITIRE 200572, OP-1118 [, 7oL Vv, A bhu=FY— U777 KN
V77X IV EMRIER AR LI, RNra~sA o r EOMBIERITRE R o1, 748X~ A0 b
HWNE OP-1118 L7 vRu~A Vo ROT Y Aa~A v EOMBEMERKE) OP-1118 &7 ) v A~ D
FAEERIZOWTIE, FREHOBFEIZ DWW THEER TE o7,

T4 3XIIA DR OP-1118 L X TEMBAEG AT (48 BEIEEE) D FIC index R UMBEER*IE

TUAEXI AT OP-1118

PEHZE FIC index #iJfl HE FIC index #iJfl HIE
Ty 0.5 FERAEH 0.5 FEEVEH
FUoAOwA 0.5-1 HIEARE 0.5-1 HIEREE
A= A=t 1 B 1-2 B8
VAINZ b o V4 0.5 FHIREAEA 0.5-1 HEARRE
A bha=Fy—) 0.5 FERAEH 0.5 FHREVEH
R GV 0.25 FHIREAEA 0.5 (R
V7 7¥%v v 0.25-0.5 FERAEH 0.25 FEEVEH
FYRTwA T 0.5-1 HIEARE 0.5-1 HIEREE
Noaw Ay 1 N 1 N




X. FEERFREAERICREY SIHE

2. SR

M

(2)
1)

2)

HER S HIERER "

e p % BRIEBIE e TR A
’/ﬁﬂ‘/il: ﬁ% (mg/kg) W’J%( (mg/kg) - (mg/li)

v R 73) . 0. 167. et Yi 2 UN AR
i qn] . 1000 >1000 | JEPHOEE
SD 500, 1000 %5 Rt >167mg/ke : BEDIEN

167 XX 500mg/kg : fEE AR

0 KO 20mglkg : £ 5 #BA7
(B) | (R~ )
20 X% 62.5mg/kg : JREFHD
b (R, B, RER)
Ty ™ N 0. 207, (i34 3 oL, Az ) DZAL
IR . 62.5 200 | (Bl WRIE~EEORA),
SD 62.5. 200 % 5 Bl S
200mglkg @ 55 )W
fr, ARIARIE, #5567 (R)
DAL (Fd D WITRAL,
SHORIE), T (i 3, M
2. #5441 BERLIPN)

4R . 10, 30 120 1 ey > 10mgfkg : #K1E, REi{E,
e—yn | R GHETDRIS T g 120 7120 L o, A

Img/kg : ¥5R(E, fEIE, &
DI, RIEDOLEE,
P 1, 4, 75" e e =1mglkg : IHEPEE T
oy RN | (BRGS0 Py 75 >75 | 4mglkg : FPRINEE

HIET H) =4mglkg : VidE, R

7.5mglkg : VIR, HFEATHE,
A YN
a) P TK 5547 (20~200mgkg) OFT —ZIEIEAID 30 3OV 7V o ZE X 0 BB FREIZE L, ReRRT —X B2 D
nicizo, Blo TK BB L7 (20mgkg),

b) HIUE THIIE L7-385-81% 0.93, 3.7 KT 7.0mg/kg
TK : h¥Foasxr 2

RiEH 5 H R
S b 28 BEIREROKRS ™
SD %7 v b (BEAMEMES 10 P, #9 7 ##s) 12, Labrasol® ZBYAE LTI 4 A% V~A D0 (BHE),
10, 30 1 90mg/kg/B %, #ERE%S bml/kg & LT 28 HREFRHERE AL L= & &, BEICBEEL-ET
WOk, BEfE, MR, MR FromA, SEERmE, JRRAE. IRBFERIRA, ST AL,
s B, SRR AR DR E~OF B IFEO HLT . 90mg/kg/ H AR (NOEL) Thoiz,
T4 XY AT OIFERRER, 2 TORGHEOWTIORMIFRIZE W THER MR (500ng/mL) #
i CHoT,

41X 3 HAMREROKRE™

E— VR (BREMERES 4~T D, K 85~11 7 Aln) 12, 74 XXV ~A D 200mg FEARRA] ekl %
0 GelHERE). 5, 16 &N 48 §/H (0, 1,000, 3,200 K T* 9,600mg/Vt/H T, BRI A% @ U T Ok
BECHE L7- L S OREGRIFET 0, 101, 324 %1 942mg/kg/H, MET 0, 121, 400 % O* 1,190mg/kg/ H (Z
YT D) 27 BVZFIELT, 1 A 191 AMKIE L TR ARG L, sHBHCIE. sHER L (R
BoZEH T RN E B Utz RFREER OV BRI IS BFEERES 7 DT, (KrP R BRI A A 4 DT 45
WY Tle, 74 4%V ~A T 200mg BEREA] BERD) D5, 16 KOV 48 8/ HA E— 2/ /L RIZ1 H 1[RI3 H
AMIKER ARG LB, #EIC X 2EBIITHAOEHETA LN EE~ORE, Thbbiktad
DVTEEEAME R O HEWE 2 G E I CRE S vz, WEtkE (NOAEL) (Ixkmic5&Th D 48 fE/H
(9,600mg/VL/ 0, THRE THH L7z & & o b8 L U CI3ET 942me/ke/H . 1T 1,190mg/kg/ H (ZAHY)
T. NOEL % 588 H (1,000mg/lt/H) THh -1z,



X. FFERFREAERICREY SIHE

(3) EfEEHER
1) EIRRAEEFER (in vitro) ™
T4 ZHXY <A T DG IRIEFGE T OV TR &2 W IR R TR (Ames 3R (28~ T
ALz, XA AITF 7 A TA98, TA100, TA1535 & U TA1537 W ONZKEGHE WP2 uvrA % T, Aroclor
FHET > M 89 (89) DIFHE FROIHEAAE TR Hn FINEFRGEFIE AR LTiE R, W oSt
TICRWTHRRIIRIETH -T2,

2) FEMAREHER (n vitro)™
S9 TFIE T R OIMFE FCTHER T v A =— X - ~"AXZ =PI (CHO) MDY RS 2 it Lo, 2K
HIREBRIENZ 2 > T2 b DO, ENEMALHEAAAE TR (4 FifH]) LB oUW TREE R E A TR 23
s BT,

3) IMZEKER (in vivo)®Y
FHES~10COMET » MCT 4 XX V<A 2D 0 (), 18.75, 37.5 O T5mglkg % HEIFRRNELS L
Too BEETOMRMERIZISIT D/IMEDFHERE T2, TOFER, /IMEEAT 5 YR MEREL DA B 72T
DO OIS Z b, T4 XV~ A 2N in vivo COYBREEFHRERI D o> T,

4) Aty r7ytA (invivo)®
ZEEGDLOD SD ZMET v MIHHBWE (KD Labrasol® XIZMHERTIRD A # o ZLR BT F L) LT+
Hx <A D500, 1,000 &O2,000mgke/H %, #H55E% 10mL/keg & LTC2 HEMEROKEEGL, =
Ay 8T AT E O ZFEMIao DNA B2 B LTz, 74 X%V~ A 0 2,000mglkg/ H #
FIZRWT ORI, ML O —FaMa 25 ) C DNA BI5 2 i S g7 -7z,

4) HARMEER
M ER L L
<HE>
T4 BX A E, BRD invivo BRSO CIREEMEA RS o 2 b BEIEEIImO Th T TH
52L& (MAEHFIREIE ng/mL OFPFHN TRV ROESEHIRIL 10 HR & EHTHL Z &b, BHALY X
7 DRFEMEITIRN S D & B STz, D720, DA SN L7 h- 7=,

(5) HEEFHEFMHHER
1) ZHREERVERE COVRAMRRKECRET 58 Y
AHEMERESR 25 DT (R 8 3#iiR) > SD %7 » MZ, 1% Solutol HS 15 # & T U L EAKEE A AR A A L L
TIAEFY~A D0 WA, 1. 4 KO 7.5mglkeg/H %, FH45E 10mL/kg & L CHESK 3SmL O#% 5
HWE TR OERE Le, RamHEIZOWTL, 74 X F Y~ A 2 v ORRER OB AIRe R A B x B
L7z, BHROZHING, FEEEOFKE-5130.84, 3.4 % 16.3mg/kg/ A Th o7z, HEZITAIALAT 28 H 2> HAZHL
I 208 C 2P0 E T, MEZITASHEEAT 14 B2 b AR 208 Uk 7 B £ T G- Lz, MM, IVE
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12.6mg/kg/H) £ T, RHEARORRINCT 4 X%V~ A 2 U B GBIl U - 28I b e o 7=, -,
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T AR A DOERBTH S OP-1118 ZHEWE & LT, S9 {F7E F R UFEAE F ¢ CHO #iiad
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JE I RS AGREA H AGREE SEAMEHEIEAE A A WFERAAATEH B
2727 ) 7 §E 200mg 20184E 7 2 H 23000AMX00480000 201848 /1 29 H 2018469 J] 18 H
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AFRNC T DRIRESUTZNE, FEN OFHEIZLLTO L BY TH Y | AEORMNSTEOLE LI1TRR 5,

4. WHEEXIEZHE
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AFNBHEDIBR MY DI L T4 T4V
GEIGIE)
REak (RIREXBREST)

6. FiERUAZE
W, AT 7 4 X%~ LT 1A 200mg % 1 H 2 [k O#&59 5,

SEIZE T HARINE (2022 F 12 AIRTE)

[E4 KIE]

Eawd Merck & Co., Inc.

W64 DIFICID®

FG - Hitk T v 3 — ME : 200mg, 1% AR TERA] © 40mg/mL
TG A 20114£ 5 H 27 A

ZRESIZE: | DIFICID®iL, R AKOVNE (6 » HLAE) @ Clostridioides difficile BHE TH#ijiE (CDAD) P& w5 &
ThHvI/uIA RRIFEETH D,

REROAR | AFCBER2ROEET 5,

A
200mg £ 1 §€% 1 H 2 [8], 10 HEREOBS3 5,

/N (6 4 ALAE 18 BT

gEAl

AT 12.5kg LB TEERIDARFAASATREZ/ N - 200mg $E 1 884 1 H 21[A, 10 AR ALY 2,

BER B BRIADTRNG A /INRBREIZIZLL TORIRT X ICT 4 7 4 ¥ FROBEBIRZ 5925 2 &5
TE D,

R R
R 4kg DL EO/NEORBRE - ROBE D) U LT, ROMEKZ RERGOEECADETCL B 2
7], 10 HE#& 532,

IRER DR 55
K& 1 EEE 40mg/mL FEIRD 1 [FIEe SRR
1 B 2 E&RH&ES
4kg-Tkg A 80mg 2mL
Tkg-9kg A 120mg 3mL
9kg-12.5kg A 160mg 4mlL
12.5kg VL | 200mg 5mL

1) AR LI NAZ R LT, SEMEECA ST 52 L,
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SEIZE T HARINE (2022 F 12 AIRTE)

Hls EU

Exad Tillotts Pharma GmbH

W24 DIFICLIR™

FG - Hitk T 3 — ME : 200mg, 1% AR TERA] © 40mg/mL
FGSAEA 2011412 A 5 H

R AEEIIE S

SEA
AR OMAE 12.5kg UL ED/INRD Clostridioides difficile EYE (CDL) [BI# : C. difficile B THIE
(CDAD)] DIEFITHVHND, FIEEOBEMINE T 20XTA FIA U 2ZET L L,

B O R A R A
M OVES DS 18 5D/ NRD Clostridioides difficile JEYE (CDI) [BI#F : C. difficile B N HTIE
(CDAD) ] DiREIZHW LN, HEHEOBEIEMEBICET AR A RIA 2ZBETH L,

MEM O

=

FERIOHER AT 200meg (188 & L. 1 H 2\ (12 BfmIC 1[E) 10 &S5,
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R D i TR AT, SERIOIRF S REE 2R N BB T& 5,

2VARRE (BEA)
1~5 HHIZIZ 200mg (188) # 1 H 2EH%EL (6 HBIZIFREG LAW), 7~25 HRAIZIIMHECT1H 1
BS54 25, 2B, RAZ2ENEZHE. 02 TE DT RIRAT S, RITRORA B 285m0
ARG L7,

K72

e

FIRFRI LB 2B 2 HIVB,

BRI

FIRFILL BN L B2 5B, ZOBEHH I3/l T — 5 33 TR, BEOH
HeAEREED > 5 H#1C DIFICLIR™ & 59 A AR 5 = &,

Vi

PRI LB L B2 5B, ZOBEREI TR T — 5 A TR, U~
FEORFHAEREED B % B DIFICLIR™ A £ 59 5 B AR = &,
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/NEOBENZ IS D% DB OHESE I &

LY 1ERGE (12 FiE) TR (12 FrieE)
<4.0kg 40mg 1mL
4.0-<7.0kg 80mg omL
7.0-<9.0kg 120mg 3mL
9.0-<12.5kg 160mg 4mL
=12.5kg 200mg 5mL
Wik

DIFICLIR™ I D5 TH %,

SERNID IR TR TR 5 2 &,
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(1) ERICRET SimsMAHR
HADOEH EOERICET S 9.5 dhm), 9.6 3w ORLEIILITOLEBY THY, K FDA, A=A 7
VTSR D,

A BT D EOEE
9. REDEREZAI HBHICHT HIE
9.5 WEiF
TR SUTIEAR L TS ATREPED & % e MEIZITTRIR LA ISMED falittz LRl S &l S 558 OB b
T5HZ &,

9.6 #XELIR
160 EOAEMER ORFLARROAIEIEEZ BB L, RO UITIE 25 2 &

Hish T
8.1 Pregnancy
Risk Summary

The limited available data on use of DIFICID in pregnant women are insufficient to inform any drug-
associated risk for major birth defects, miscarriage or adverse maternal or fetal outcomes. Embryo-
fetal reproduction studies in rats and rabbits dosed intravenously during organogenesis revealed no
evidence of harm to the fetus at fidaxomicin and OP-1118 (its main metabolite) exposures 65-fold or
higher than the clinical exposure at the DIFICID recommended dose /see Data/.

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

Data

Animal Data

KEOUSTCE: | In pregnant rats, fidaxomicin was administered intravenously at doses of 4, 8, and 15 mg/kg/day from
(2022 £ 6 H) gestation day 6 through 17 (during the period of organogenesis). No embryo/fetal effects were noted

in this study at exposures (AUC) 193-fold higher for fidaxomicin, and 65-fold higher for OP-1118 than

the clinical exposure at the DIFICID recommended dose.

In pregnant rabbits, fidaxomicin was administered intravenously at doses of 2, 4, and 7.5 mg/kg/day
from gestation day 6 through 18 (during the period of organogenesis). No embryo/fetal effects were
noted in this study at exposures 66-fold higher for fidaxomicin, and 245-fold higher for OP-1118 than
the clinical exposure at the DIFICID recommended dose.

8.2 Lactation

Risk Summary

There is no information on the presence of fidaxomicin or its main metabolite, OP-1118, in human
milk, the effects on the breastfed infant, or the effects on milk production. The developmental and
health benefits of breastfeeding should be considered along with the mother's clinical need for
DIFICID and any potential adverse effects on the breastfed infant from DIFICID or from the
underlying maternal condition.

i T
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 fidaxomicin during pregnancy.

EU O#fI3EE
(2022 /£ 12 f) | 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 fidaxomicin therapy, taking into account the
benefit of breast feeding for the child and the benefit of therapy for the woman.
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Fertility
Fidaxomicin had no effects on fertility when evaluated in rats.
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(An Australian categorisation of risk of drug use in pregnancy) Bl (2022412 /1)

2% PO

A=A FZ U T D43 . (An Australian categorisation of risk of drug use in pregnancy)

B1 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing
age, without an increase in the frequency of malformation or other direct or indirect harmful effects on
the human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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8.4 Pediatric Use

The safety and effectiveness of DIFICID for the treatment of CDAD have been established in pediatric

patients 6 months to less than 18 years of age. Use of DIFICID in these age groups is supported by

KEDOWTE | evidence from adequate and well-controlled trials of DIFICID in adults with CDAD and
(202246 H) pharmacokinetic, safety and efficacy data from pediatric trials. No new safety signals associated with

the use of DIFICID in pediatric patients were identified in the pediatric trials.

The safety and effectiveness of DIFICID have not been established in pediatric patients younger than

6 months of age.

Hig (e aes

Paediatric population (Film-coated tablet)
Only one paediatric patient below 6 months of age has been exposed to fidaxomicin in clinical
trials.Therefore, patients below 6 months of age should be treated with caution.

Testing for C. difficile colonization or toxin is not recommended in children younger than 1 year due
to high rate of asymptomatic colonisation unless severe diarrhoea is present in infants with risk
factors for stasis such as Hirschsprung disease, operated anal atresia or other severe motility
disorders.

Alternative aetiologies should always be sought and C. difficile enterocolitis be proven.

EU ot | Paediatric population (Granules for oral suspension)

(2022 412 1) Only one paediatric patient below 6 months of age and no patients with a body weight below 4 kg have
been exposed to fidaxomicin in clinical trials. Therefore, fidaxomicin should be used with caution in
these patients.

Testing for C. difficile colonization or toxin is not recommended in children younger than 1 year due
to high rate of asymptomatic colonisation unless severe diarrhoea is present in infants with risk
factors for stasis such as Hirschsprung disease, operated anal atresia or other severe motility
disorders. Alternative aetiologies should always be sought and C. difficile enterocolitis be proven.

Sodium benzoate content
This medicine contains 2.5 mg sodium benzoate (E 211) in each ml oral suspension. Sodium benzoate
(E 211) may increase jaundice in newborn babies (up to 4 weeks old).
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