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1.5 ERXFIEROFERUFAEDERE
151 EEXEIRROERE

1511 HWMRIZCETIEZRDES

FERZ TR B R ORD Ot%, 1980 A IR P CHRIT LG, BIfEE TR O£ <
OHUE THATAFEN TN D FEZIERADORYEC L2 EHEEED 1 5 Th Y, FiZk sk
REJET A NVA (HIV) JBEYE O EEIER E 22> T D, ZHUSK L 1993 412 WHO [T R
FIEHHREE S A& L,

2010 AEI2iE, AR OHEERMEZEE ST 880 T ALY, 2D 55 HIV EEE DK 13%% 59
Tz, ZICERT 2 EH DO 95, HIV EHEEREIT 110 TA, HIV EREFIL 35 TATH
of:zo

SEFNBESZ MRS KT 2 BUEOEHEIRIF I 1970 £ RICBRE S, V77 rEvy, 4 V=T
VR, ZF T R, BTV FI RO 4FORIZED 2 » AR OmMbEEE, Fhick< Y 7
T ALY =TV RO LD 4 » A OMEFRRIED G725, WHO DOIRRFEEHTIE-
TG T 07T AT, EHIRE MRS D Z ORI 00%ICET S

TBFRI B R U 218, SRR (DR b A V=T PV RERN) 77 v v
\ZMHPED & D M. tuberculosis ¥R1Z X A#E8% ; LA, MDR-TB) 5O IEAIMMEREEZ OFBUZ-D 7203
HRENDBD D, AR BT TIXE WAL 2 ATEE72AY, MDR-TB B3 Tl 26
W7 TS T AT HIRREIL S0~T0%Th D, JBTHRE 25% & BT LG ShTng’,

W%, MDR-TB &2, D7ad & bgin 5~6 MO 155 2 &L 20T 208N H
%, MDR-TB |(Zxf L Cheili 72 HEYR% % (Optimized Background Regimen : OBR) & L CffEfH
DHEFNIFEARBNER A LD 2 ENBAR, 24 5 ARMER Lsd e b2y,

MDR-TB (I&%EL2>2H 0, 2010 FI2IEH 29 7 ADFRIAE L, AR OEMBEZEEEON
33%% HHTNS |, WHO BN Hilk o> MDR-TB A5 134 b BB TR X RABICH D, 2010 4RI
¥, FEEEEHFIC DS MDR-TB OFIGIE, FHHBEHT 13.7%, FAEEE T 487%Th 7",
BT DT — 2 T, 2008 £4£(2 WHO MRINHIBTH 2 BIRFED 52517 7= MDR-TB H 1,244
Bl S5, B LIZBEILDT 37561 (30.1%) THY, £ OBHETHE (19.5%) , {HFED
SRl (22.9%) , WWEABEIT (17.8%) AR H- >,

H¥ D> WHO MIEEEIZ3H T MDR-TB & HIV OREERICE VAR LN THY 2 ik
BN HIV ICHEGLT D LIREME DR A FIET 2 U 27 28 30~50 {512 EH-42 2 &3k
HiiEd 25

WHO H %R 5 LRI MR DI ZEEE
MDR-TB |34 VY =7 ¥ KWV 7 7 B2 it %2~ 3 7%, MDR-TB B3 XAl % &
BEEREZMBHTE RV, 207D, H1BRIEOL T VS I REROT X 7 h—/UZH 2 3R
WTHLERA hF~Aavr, TIhvy, hFvFd~vAvy, ARVLT b= rORNNTI
MN1ED) kOt uax/ arAl (LR7axdHyy, £xvryadhry, 7o oo
PIOT I 1L AD BIIA T2 4 FIC & B IBRIEHER ST 5
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LL, 26 4 FlOWT 03340 NE, BHEHSEOEER CHEHTERWEEITIZEIZED
oM 2 ®IRIEK RXTZT7I VTR, A7) IT VP Ny, =F 4 FLT
BFAFIR) OFAG 1FILLEEZENL T4 ECHREEIT) 2L LSRTnG |,

ZTNTHIREDREZPFECERVWEAICE /e 770y, UXYVUR, TEXF VI /7
T T UBEAR], FATREY L, A I XKLV TAZFUREA], @HEA V=T YV RX
%7 7V Ar~A DN, MDR-TB HfE L HHRD L0722 &b 2 FlZBINT 210 b B ET
HZLEENTNS T, 2008 FEDIHEA A KT A > Tlk, MDR-TB (2%t L CILEEHF % & 788
LB 2 D7 L b 6 AL L, EEM(L% 18 » ARG AR T2 2 & L anTuni Y

1512  BAIZETLEHEOES

O T TEERR ] & Wbz XA I L7228, 1985 FELIEE Ol =138k L, 1997
EICHBURSREE SR, TRARENHINCHEE L, 1999 FICITEAKRBEICE S FEERAERER
51 BRI, BUE, B 2 5 AU EOFHREEE ORIFNRE SN TWD, £z, AT
DRI X DB H L, HM 2,000 AEBZ TN,

MDR-TB 1%, EHNTIE 1991 EDOFEFEFS L LAY Y MCBN T CRY EiFon’, B,
A TER 110~120 A\OBERREL TS L Sh T3, MDR-TB 11, Z0OHELDEH S
WDZIZZANE TREEROBERZMEE L TRYHAENTEZ, EHTIZ MDR-TB OHIZED
% B AIMPEMTEEE (XDR-TB) OFEAENEDLD TEL > TND Z ENRE I N TS, XDR-
TB 1%, % 1 BIIETHLA V=TTV NE V77 B NTMA T~ A ¥ U EOEFF KL
A ux s a  HIZH L THIMtEZ R T D% L, MDR-TB O H T & B IR K e 5 T
T D, 2002 F£OFHE TITZ MDR-TB B3 55 AD 95 5, 17 A2 XDR-TB BE TH 7= L ik S
NTWB 2, Sl ORI IS OEE NSV OISR L, MDR-TB BEIIEEBICHRENZ <,
EAEAND EDDEENE N &L 2o T 1,

BAICE 115 SHIT MO LS EE

ok 20 4E 4 HIC AARFEIRZRIBREESNAF LT “ THERO L] o RE L —2008
7T, EN TR AR PUERKIC T v n % ) v U RIEH BN R 72 IA O, KOOSR
BIRNREN TS, FAUC LU, ISR D & B HAIZ BIE T 3 Al (TREAR S
A~5F)) 5L, WWELEIZERIE L% 24 4 A ST 3,

1.5.1.3  ZHIMIERMFERZ DGR EDORHER

1) MDR-TB [ZFET=EAE L)

AARIZH1T S MDR-TB B THHFHEOREER, EOFLLTHRIL S T 21.6%, 10 T 36.7%&
WE SN TS T, BATIE MDR-TB 22 5% % XDR-TB D HE RN FHSMNEIC R TEN
LSS CH 5, XDR-TB DAL D S 4% A AD MDR-TB 2KDIE LA EHHTND &
Ezobhb,

2) AEBEMNMES, WESIN TGN

MDR-TB DIEHEHRIT 40~T0%FE & MG STV D 03, 2 ZHEFEk Z ORI L

ENTHARNWE AAD MDR-TB @ 1975 4E735 2005 4ED RO IR RIT 55% & Mk Sh
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Tna M, 1995 ELIFTT 58%, LT 52%& 785 T D, IGFRREA A L L7s Bl & L

TiX, BN LV NEE: XDR-TB OEIENE N &, A RIESC B 7= 72 it #4554 CTRE
FOFREREIE T4 22 A TR R TE 2V D EBKREREREEZ HNTVS,

I BICHIET D MBERIE, 22 ADNRPREEEDOBRROENTND Z L THDH, FrIZHEH
AIREZRFEAANT & A E 72y XDR-TB BEOWRIUTIRZA TH L5, BBRROENATWD RiZ, 5 2 &
PEEDRII T2, BEITERM ORISR AR 6D, EORITEE T Tk JEPH
DRERRHY « BRFHIAH SR E WV, F7-, AAEMEOERVE 2 JBINIET, BB L ERO EE
b, - Z2iMMERBOfERIEZ ETe 2 L1272 5,

PLED L9 2k 6, M/XDR-TB ICEIT HIEMEEAZSGEL, FEERLZIE T EE 57201,
58 )C, RAEMNE L, BFOIMEELMAGDE D Z L 0T 2HHOREE RalciE
T2 2 LS AARDERBE LR RO BTN D,

1.5.14 TIIY=FK

KR e, ] £ v avigEo 2y V—=v 7 xBm L, 20 Fio=
fe-Te RaAf XX FXH Y —LFE8RKTHLTT~v=F (K 1514-1) ZHRHLE, D
#% ORI ABRORER LY, 77~ = FIZBEFEOPHEZRIC A THEEES R <, Hl
FONFERZE I L C ORI AR T 2 ENH LM R o7, £72, invitro RBR THE ST D F—
~ 2 MRIZKH L TOIRE R LT, 7 7 ~= ROERETIIMBE ISR RN I a— L BoESs
REFECH Y, BEFOIKFIRSME, SEAIME, A K OV 2 Al o 58 R 53 A B2 ik o
FTHUCBWTHRBREDRW /1 2A L TWD Z &N SEEFOPHERIE & O XMMIER 72N 2 &
L BN Tz, F2, 77 AGHELEOT T ARME I L UIIEEEE RS 20 o7,

ArAr O

oM

X 1.5.1.4-1 TSI FOEER

152 FREDRE

7 7<= Foskirasg, 20| £L s sn, SRR L O BRIEERER, 5
MBI, SRR (ko [ * ZX B 1 HRBRBRLE O 7 0 D
B OEBM) AERSN, CHhLIEFERRROKEL Y, 77 ~= FR#fF+ s 1ERZR
L, ZEMLHERSN, PfiEE L COBBOMREEN RSN 2 L b, BERRR~BT
L7,

20 A lCEEEIC TRBERR A Z R L LT85 [ ARRBRASB A S iz, RFERR A TOR MK O
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prEE R e S -, 20} 4 mET 7 U b demENC CEARSE RS R 2R L L TR
LB 2 AT B 20 R & e 9~ 2 W01 25 T AHRASR  (EBA [Early Bactericidal Act1V1ty]uiWﬁ) %
EhiL, 77 ~=R0O EBA DRIz, FD%, BEOTTHER EOT Ay b -
Dy MDR-TB Z%i5 & LT 20 B4 0 7 m— ikl 3 e gLz (K 1.52-1) . =
no 7o — LB TF I~ = F® MDR-TB (ZxT 2N - A8 & BIF /D R &
T, ERICIOTORRBHEEZITS 2 & & Uiz, Kol 20 & | 7 ok 17T
Do

¥, 7 7~=FiE 2008 FICHDBIHMERLIEE $FFEFS (20 F) & 205 5, R 20
2 A 18 HATERERAIE 0218001 &) Z51FThd,

1.5.2-1 T I FORFEDEER
i 22 ie MBRIIAROERES GCP AHICHISORBR TIZ R -72720, FHEE»HBEERE T2 2
L& L7,
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1521  JFERFRFAER DS
(1) MmEICEY SHER
(a) RROVEMIEFMMEERVTRENE

77~ = FowEM L E oz 0] Flckn e, £, FIv=RoonTH
¥ K OGRBR T N EME B 2 E e L=, 7 7 ~= K%, 30°C/65%RH |25\ T 4 FEHZ2
ETHHI LR LT,

(b) HEIDREFKRUVREN

W), HENC B TREERA & R « Tomran oo, 22}
1m)%%%bt#+ FIRMIETREDR G ORI oo, T2, AR O E
= TrprL, oo 2 #n ofio g o o KB 2kR<

Z D% OENA O AR R A ==y T * DR
RO HR T ERANCES F TUHEFEILRL, RLTD * TR A5
i L 7=,

HGRHEE T ERAN DT VT 1 /38E 50 mg TORMRIFRBR LG T TH D23, FETNEE
LIFRBO LN TE LY, BRTRMMZETHD Z LBHEE ST,

* x * LEF = RV

ok *

CFIw=FRO o RO

(2) EERER
(a) HAEEMTZHHER

FT<=RE, fEEEDOHEE % 0.024 pg/mL O MICo 5 CTHIH L, BEFEOHUREEZHK D MICy,
W (Y=Y FR:01pgmL, U772 1039 ug/ml) ([ZHARTHALRPIEEMEZ R L
721203 T <, BHFOPREEEICIM: 2 FF ORI I8 L TH RBROIEEZ R L, 2 XM
BOONRoTe, £, in vitro FERICE W THINICFE S B TZHBECA Y =7 ¥ RR
R PRREREE F TSNS R—v > MEICH L THIRWIEMZ 7R Lo, BEEEREE N ORI

EICXIT 220 01%, BTy FERWEERIEET LV CHER L, EONFITBEFE LV 0o
7

~ 7 AREEE T VB in vivo REROEGEIT, in vitro SRER COHUREZIENEZ K L TH
0, 7TI7v= RNOWBENRIIEGFOPRERE LD bERL W, £2, ~UABEET LVEM
WCT T ~v= REBEFOHRZIEE OOFHIC L DI ERF LSRR, 77 ~=F&2&
OERBGEI, EEREL LY 77 0BV A V=T P R+ E TV ROolAA DY, X
IEZ RIS T 20 E L LT-EX Y 7Yy v+ oF T I R+hF~ A v o+
v'T U2 ROMABDE L L THRID 2~4 3 HREICI T BN OE O HEEA#
EXVESLHTHY, ElERM OB EZI DR To, 723, in vitro, in vivo RBRILIZ,
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BEAF OPEZH & OFETUERITEED 5Ty,
(b) ZTEMEREHER (—MIEHER)

T T~ = ROZEMSEIRER A R 13 4 6 A 21 BIEIFERE 902 5 [ VSR T A
R A A2 T IRV GLP 3R & L C5E L 7=,

ZORER, TEEEM) (T v FHDWIEA X) ITBWT—IER L OfTHE), A QNSRRI K OV
MAERIZH T DIEH & L TRRET REEMZRERD 0T, —, in vitro RBRIZEBNTT 7
~=NF 3 pmol/L (1603 ng/mL #i5, ¥fi#F[RERKURE) |E human ether-a-go-go related gene
(hERG) - x/VEWE (LLF hERG &Eiit) % 354%H0 L7223, [RVRE CIXIEEEM I L
THEIIRO Lo Tz,

7T 7~v= KOt MUGHWIZOWTH hERG EIICHTHEHZMBLI-E Z A, (R)-DM-
6702 (DM-6705) , (R)-DM-6701 (DM-6704) } U} DM-6720 @ 3 U175 hERG & it & #iil L
723, HTH(R)-DM-6702 (DM-6705) 23 &SRV INHIEH Z 7~ L7z [1Cs50=0.0822 pmol/L
(38 ng/mL #4%) ]

(3) EMBEHER

7 7<= FodirEpmiER, 20 #£20 YoiEmR odERT I~ = R (

* RO ) ZWTEHER L, ~ VX, v, UHFROA XIZ
BOfh Lzl &, FI~= NOMPEHEEL, HGEOEMHE-STEFLE, 7y FEY
A XTBWT, * PG LT & Mg R, * e
BRYVEPol, Ty MIROERE Lz &, BURRBITMERRICA oL, 12 A L Ok
MAEFREE X 0 o7z, ERPEIREIL, B2 LizfEhdatchotz, Bl bDZ L35
I FRRBRBAAART E CloHER S hvre,

FEEIZBWVT, * b s S T sEAl ( * ) ARV TCELA
SN, BNFEELZ VA ESELHENT * W EEANC AR ST,

* o ERFEEMICROKRE LI X, T v= ROMPETRE R, £5 R0
o T ER Lz, YC-FI~= ROt FCTO in vitro MLIEEFREGRITL 99.54%L, EE @<, &
BREAEBEITATIVEPYAREATHo T2, 77 ~v=NEIElCmEFoT7TLr7 I it ko
TRH SN, CYP3A4 IZL > ThbIMcRia=iT7z, 77 ~v=NFE, CYPHEKLOCYPH
BERE RIS e olc, 7 7%= NI P-HEEAOKEE TIEARL, PHEANEE TV AX Y
VR L CHEERZ RS o T,

~mb
* I
E={1118

(4) =R

F I <= REOFEOREM O EE 2 BB O T, WO HAERE L OEFERERROIF
EAETE GLP IZHERLL THEE L=, BB THWE=T 7 ~= KX, T-3TD in vitro Mk

B TR ( * ERED) BEMLL. Ef, in vive BIERE (RETHI

PERBRA B <) Iz CEERRBomict e, [T 7= v *

(- « ), kot [T cs~=ran * (- *
) AT,
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* ISk 2% | BRRERO IO DEMHER

* ck o 1 mREpaEio 20 &= | Ak x i, * XU
B * ZAWTT v hERUA XOBERD 2 B RER S EERR, WEz A
W EIR SRS B, AL & O T A RS BB L T v b /MR & M L
toE’7#¥®% T YEFE AR BT B RRBR OO PR E TR T4 b S R O L B

WL E LT R0 2 WERKER G SRR ERE Lz, 2D ORBROBEEN D
B THRBR A BT 25 L ORI L R 2 B AR RN T L 2RER LI,

Z D%, * ok LRRBRoMET LT LC 20 El A kE T, b
4 EFE R G HERER, (X 13 BRERKERGEERR, 7o RO RO - BRITRAEC
B9 238, U FOMBERICE T 2R (MY X ORER Y 4 ABKERGRR, LV
Kﬁ?ﬁ?@zﬁ%ﬁ@&ﬁﬂfﬁ% PRI E LTy RIcikid d e I K Mgk

DOEBRARR) & i Lz, ZOME, B 1HRBRZETT 2 ECHE L 72 5 BEE R
m\: & w iR Lz,

* Sk HEEREAERFAIR D 1= DEMEAER

s e * ~EESREZ LG, 20 ELFBREOR ORI X
»areass e * ERAWTER L, Ty FRUA &MV 2 HHKE

G EERER (UAIM ORI D0 OREY) |, T v b 26 BEKE#RGEERR, (X 39
B G EERR, T v FOZREEROHERE COMBERART 208, 7 v Fok
BT B DN AE 3 D F6 A DN R OBSREIC BT 2 3Bk, ~ 7 2 2 MW= B AR TR (1, 2
RO 13 R E) , <7 AR0T v boniEise 0 & I kE iz L.
ZOMOFRTI, VX O MEEEE BT AR (MY X0 2 BHERERD#ES

(X BREAAR D 8 (R OUETE R & MR O BN ICBIT 23R, Y FAFI sy —
LEFAVEE X v K mf% s NRETEEICET R ¢ 20 £ ] ARz, vvan
AFHERBR T A & T e~ 7 A O R S5 2 BT 2 BEFF Atk (4 0% 24 B RE #
5.) KO in vitro YoMl & 20.$.Hﬁ€i’6 W2 FEhE L7,

REMOE MR

b CHERE X7z 8 O (R)-DM-6701, (R)-DM-6702, (R)-DM-6703, (S)-DM-6717, (S)-
DM-6718, (4RS, 55)-DM-6720, (4R, 5S)-DM-6721 } N4S, 55)-DM-06722 OH1C, EFIRREIZE
% K FR R R Bl LT 10% 2 48 X HIREE o L7213 (R)-DM-6702 % UY(S)-DM-6718

Thr o ERCH L, 202 @@ﬁ.ﬁ%@@ﬂ?f@a FA XZBNTIEE P OREE
X5 HmICEWMETH o722, 7y MBI 2BBERIIBEAOBEERELY bIKro7t, 20
ZEMB, ICH M3 HA &2 RITHEV, (R)-DM-6702 K UNS)-DM-6718 (2 LT, HE % M-
HIRERERARR, T v FO/MGRBRE DT v O - BIREBR M3 505 Qo] &
. A) FTWICHEM L7z, 728, (R)-DM-6701 KLKTUYR)-DM-6703 (2B L Cidtb#kne o miEh
WCELFETDHEBGro TN EnD, MEZ AW EIRERERRBRE T v ks
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sz 0] & P A RECICER L, 2omoREmORER L LTIE Y X o miiEE I
M 2B e LT, M2 M- 4 BRSO G FENRBR % (R)-DM-6701, (R)-
DM-6702, (R)-DM-6703, (S)-DM-6717 J T4, 55)-DM-6722 (=B LT 20j] ‘¢ | H k= ciosz
it L7z,

INHOBMRRNGIL, 7T ~= FEHE®REGENE, 7 FORERS RN, n vio KO
in vivo DA, NARME, 7 v b OEFEREAEME R OVEEMEC W TR Lfafi4~
MR T A NEIRS R ol —T7, A XOEERGEMERBRIZ B W TIREY 2 E R
EEZBND QTQTe ERAEMA AL, BARBRIZIS W THFEERRIEASHR SN, v
FIZBWTITE MTERREENIEFITE DS TCRBIR ER L E 2 SN HMEOET AL
, ZTOFIIE S I KARFEIEMREEE R FOK TIC LD Z Lpmksiiz, 7 F O -
Jig R FRER I RFEN EME D KRB L B 2 O 2 RN IR OB NN bz, <~ 7
ZZBNT S U HFITHAD & B D 5O SRR 72 LR E K7 D 220 K OV - b
7o LAL72NG, BRARMER CTIIMEEERN T A — & =TT 22T beho Tz, &
SITAEHY O A G ERER TIISERE, WEMEOERERDP A2 LN, BEIEEICR T 563
W) O & BRIRHER I R F6 1T DIREE & i L7258 IITR%ENDS 38 [FOE Th o7z, L
EoZEnBiE, FI = FORKEMIIMER 2N EAVRS T, BL, Em~DY 2
INEZ LN, WIRARERLMEA~OEMIL, FHICEETRETHY, EHIIKITTE
ZEBEET 572010, LDERITE=4—3XETh5,

1.5.2.2 BEERFAERDBIE
FEWRARBROFER LY, TT7~v= NIRRT 22BN -G ARSI/ SNz, haekE z,
R OFTHEICER =— XD EV MDR-TB ([ZxT 1RE~OERE T 7~ = KORKERRE O

AL L, BB, B UUVERT 28 - - 8ribiisezsiL, A Tl 1970 (%0 RFP LA
K EH TR,

75~ = FOBKBER * EMVTHIAESH, £O%T Iz L0 AR
i3 2 R *EEEENE, 8 T HRBR O HRROIE L A LT *

EHEAL, BEXINE [FI7~=F8E & LTHEBRRBICHNTW D,

INETIZTIV=RIZOWT I8 EBRMBK T LTEY, 2095 12 ilBRIMEERRE & x5
& LT5 THEER, 2 RBRITEOHED R, KRB DO MFEZBE 25t 5 & L7l A
REBRTHOVFET 7 VA THEM S, 335k MDR-TB & 255 & LB IMRERT, BA, o
EH, ~v—, #@E 74Uy, =V, JhET, A L=T, KETEMINALTWDS, F
7o, 1RGO MDR-TB BEZx44027 he 7, U M7 =7 CTHEMERBRA EH S Twn
Do

UFIZZinboRBOER 2 R7, 728, FFICRELARWVERY, 7 ~= R ( *

) BMERIHTWD,

1.5.2.2.1 5 115
s RETIHEmINT * OHREERGHOLENE, KYEE, RFORE, ME
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watEs e fior BB |, KERSHROLENE, EDBIE, AREORE, MR
g 42101 #5)

o HETEEINE "CFIv=F EIFLhTeAE Vv 2AT e 2@ e
102 75%)

o AARTEMSNHEREGEOREN, KBkt AFopBoRRR oo =
B) , RKERESROReM, Bar, EnBekaas oo #5)

o RETHEMINHEI R ORER 5% O, Yk, BFoPE (HERGOR)
rremam oo #E)

*  WETEmMSNTHERGE% O, BEME, EYihik, fRRoZBomEEER (242-
W-so-01 3B |, KEERGHORENE, B, EyBitomias o Jsozor &
)

o KETEMINETTI~v= REHREEE Rifater™+xT %27 h—L) OO ERD
FUMHAEM, QT iR [H~ OMilE QT Mk (QTcD) , QTeB, QTcF] ~DiZEME R
g 2202 W) |, WNCF I~ =FEH HIV  (F /AL, Kalta®, =77 &
L) L ofREsRo Ry EERRERER o, 2222 i)

o CRETHEM SN 3 REEOReN L EyEREORMRR oo )

N

ZORR, TIv= FOFEMEEL LTUTDOZ R nhoT,

7T <= K% 100~400 mg % 5-FE OIREE R ORINRL, HEL LV IE»- 72,

o MENZGEEOMERE 7 VT F A (CL/F) KOVV/FE b AEBINCHNEI L7y, &

WEERIRIAE (F) 13RI L,

. R EEBERE] () (3K 4 BERITH o 72,

T Iv= ROEMFHOMAWIREI (1) 1349 30~38 i T - 7,

| B2 RIKEROLLGICE Y MIETT 7~ = RIRBEITH 2~3 fFic8mL, KERS 10~
14 HEICEFIREBICET D EE 2 DN,

*  REFEHEBRE T 7~ = N 300 mg & 10 H[H# H &5 RO EIL, 300mg 1 H 1[5 &
), 150mg 1 A 2 [E#& G LTV 100 mg 1 H 3 [EIEG-OF RN EmroTe (ZiFi 1.93~2.23
%) o

o EMMEMERICOVWTE, FIv= FEREIE 4 Al Rifate " ROT X 7 h—L) &

OFH L7c3E, PO MR RE~DOREIL R0 o123, 7 7~ = ROgFER&ITED

L7z (GEk45%) . HLHIVIE (F/ 4k, =77 LY kO Kaletra®) & O CIE

HLHIV 3O MAEHRE~DEEIT R o T,

15222 AHHEZHELLGTVEBRERGEOMEXREEENRE LE-FE IHAERRAHER
* M7 T7UNTEmINT * ORI, Zaetk, EYERERTT S 7 A
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EBA #5242 102 &)

s MY TZ7IUANTEMINCT 7~= REOCHDNE, 2ot KYERLHRET25 14 HH
EBA k(42101 )

FI<= REEZHW-ER (14 B EBA RER) IcHox, ZOFEOENEZRT,

14 A9 EBA A8 (242101 5

77~ = NEEDFERE IR T 2 G MEL R T 2720, M7 7 U ChifsZEE 23R s L
- 14 prgsEE s RRs ool R 2EML, FIv= FREREOBE L LT,
KIGBRITIEER, HEIER(b, 5 BECATREM EEGER C, RIBHE CHOHE D 22 WIEREB RGO
ks R 251, T 7~ = F 100, 200, 300 X(% 400 mg 2 1 A 1[A, 14 HE&EE L, &
AVE, HRER O BIE A EIAR (Rifafour™) & iz 7=,

ZDOFER, 77 ~=FK 100~300 mg O[T EBA & ODHBMIGENRD BN, TT7~= Kk
KIBO YA E N R A FBT 572D OBEIE, 77 ~= FOREEE (AUCy,) & LT 3,500~
5,500 ng-h/mL OfEJIZdH 5 Z & 37 347z (Position Paper for Dose Justification)

F7o, BERAZXIRICTI~v=F1 HHARE300 mgZ 1 H 1A (QD) , 1 H2MF (BID) &
W1 A 3[E (TID) 12450 TR%HRE L= RaoimBie 2 ki L3 o #tn)
BWT, EFIREE (10 HE) TO AUCoqp 1%, 300 mg QD (ZH-X, 150 mg BID & T 100 mg TID
TEINL, 2 ToOREICRBWTLRaM L BEETRFTh -T2,

U EOFRER LY, ko MDR-TB & ICH T 2B MENHERABRTIE, 7I7~=FOMiE - &
& LT 100 mg BID }Uf200 mg BID 23RS, BEEREGTLZ L& L (27222134 KDY
27342 50)

15223 MDR-TB BEZEZXRE L-E THEEBRR VN AZEHR

MDR-TB 5 254 & U725 DAR AR M O AR GGRBR & L CUL T o a Fhi L=, BA
TiZ MDR-TB DEFHN DL, BoNDT—ZNRWRENTH LD Z Lab, [EELFERRICS
JML7=, MDR-TB & &% L “EER T 7 v Rt oo st | ks
St a8 3B RovEN gt co i) o3 BB, wWPhb A%
GreEpItFEMBR L LTEE L, b, 242210 R, wERIED MDR-TB #3# % &t
R & LIFERMARBIEHE T, AARESIML TRy,
* OBR DT 7~ = FEOZEV N OF I Z R 2 sk LR, EELl, —=H
s, 77 eatiERB o os BB RO oEsRk SRR a2 208 #
)

o 202204, 202210 FHERCHLA AN S L2 MDR-TB B ORMEFAT — 2 J QS AL
IR 2 IET 2 -0 o ABsra Qo116 35

*  BEIEHIMED MDR-TB & & %5 & L7z OBR IO T 7~ = REEDRZAME K O 1k
T b SRR, JeEm, AR o R

SEOKET — %~y r—o ok 705 3 3 4204 35, 242208 BB O 242-
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B-6 35 oitmEz U FIcENT 5, 242204 Bk Clag g RIR LD RER %, 242-
W08 HBRTIIEM (6 » AN #5EOREMSE, 2402116 RBTRIEROENTE (A
) ZRHiL, Zhb 3RO ZRE L TESRIDRIRT —2 Ny r—Y a2t e L
7=

—_saktiaig (242 204)

AR CEER, EELL, BINL, 7T RRE, 3 Bk s, 20ff |
Ano2ofE=Q crir<, 740y, She7, =2 b=7, =27, @E, hE, A
A, KEROIL—D 9 3 [E 17 gk CEM L-EELFRRBRTH 5, EEREEREEBED
MDR-TB & &4 *%45 & LT, OBR OUfH T, 77~=F% 1 HMH&E 200 mg (100 mg 1 H 2
[]) 1% 400 mg (200 mg 1 H 2 [E) T56 HE#E L, ZRMELOEIEEZ T 78R L gL
2o %MD EEEAIE B 1X, Mycobacterial Growth Indicator Tube (MGIT) ©3 25 A2 L 5%
REERMRA T, 56 HELAWIZWE KR 2t (Sputum Culture Conversion : SCC) % #jk L 7=
B DB L L, ERDIRRICT 7~=N& Lt 25 2 & CRUGEERRME(LZER TE
% ARk L7z,

B, AOMEOFHEIEEE & LTHW 56 B (2 » A) %oOWERERREIZ OV T,
FEAZTEIRIC BV TIRIERAA 2 » A % ORI LR L R TR OMIZ, MOMEEMEL S 5
ZenHEPEnTEY, R LOERIC L 0 SRIBEOEOT Y REA v FTh 5 R
THOEENHRFS D,

i 5 e (242 Jf-208)

At i, eEmRnc, 0= A0 20 =R A 7oy, S
vy, =2 =7, @E, hE, AAROL—0 7 » E 15 gk o L2 EE R RRBR T H
%, —Eukkigi 4 J204) %55 T L7- MDR-TB #2544 & LT, OBR OBHT,
7I~=R#z 1 A& 200mg (100 mg 1 H 2 [E]) SUIMLEITIHE LT 1 H AR 400 mg (200 mg 1
H2[E) [ZHELT6 » A Q6@ 5 Lz, 77 ~v= REMEGROZAEMER O 2
AR D &, BRRIICAMEEZ TS 2 2 & & Lz,

ENAZRAER (242 J116)

AL, —EERkEEBR o4 BB uzmEmRR el HB) o«
BORMTHEBET L EE2ANE L, 77 ~= FOEREITROTEBEFEOHREEIED AT
X DAk Lz AR ch Y, 20 & | L, CEERT T B RRL
ik ea2fos ) G EwERR Q4210 3B 1220 L= MDR-TB % % %t
L LT, @HOBROP TEEODHFLESEKEOREXIR T 7 77 MR IN L IERE
IAEL, WORMTHEG L, 7— 2 ouEgrg, 242204 3500z 242 210 3
B CRANIRRIE 2 R G- SN A2nG 24 » A% E T, XiZ MDR-TB O{E#Z58 T (k) &
HETEL, WHO DT A FTA ANTTREN TV BEIRSEICH > T, BHBRE O HAKIEHELIF
ZHIE LT,
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HROMRICHT- -, 2402204 35, 242208 BEBROARBROT — 2 2 AV TH
BT 21TV, R LD ER S NG G OFHMES, 77 v= FOZRGHIRIIL Uloikxk
IRRIR 2 FT0 L 7=, 7eds, 242210 BT OBR S CTh - - BFICHIT 57 T =R
DIFENREBRH LR TH Y, RE7 A1 > & pFEED 242204 350 292208 3=

BRE TR D720, AIMOFEIENTITIIE D TR,

1523 ARBBEFBICAWSEREKT 2/ \vr—o
7T
7 R LRIk FIoUA
SE:S fE
HE BEORE HE, REOEE HE, BEOZE”
(242-1H-001) (242-1-801-01) (242-1-101)
Ri& Ri& # B8 *
(242-1-001) (242--802-01) gﬁ’_%fg? -
B[R, k18,
BEOZE
(242-1-101)
LRR — AR L DDDI
NANTLR (242-1-202)
(242-M-102) $RAHIVEEEDDDI
(242-1l-209)
(242--212)
5 iERE
(242--211)
EBA
BIHASE O 48 (242-1-102) *
(242-1-101)
Ef£RFER (BEAL —ET8H Tt RNBLHERR ERARKER; 242-1-204)
#HFEIM ERFERER (242-M-204ORGR YR, FER ERAFERR; 242-M-208)
FAEWEsR
(242-1-210)
ERHRIAE
ERAER (242--204, 242-[-210% ZHERE OBMAE, ERELRFAZE; 242--116)
| | | 1 | |
X 1.5.2.3-1 TIRZROBBKRT—2 /v 5r—o
*: * E AR
153 TIOYXZFOHERUVERMY

1.5.3.1  FEERIREABREUED o A BB R UARM

1) HL - S S BT KK O I

o E/NBEMIEEE (MICyy) 1A V=T Y RERY 77 B kbl LK<, M T
R IR USRI E A AT 5,

o BEAEHURSIAEE L S XA R S A0y (REZPERR, SAITER, @EATHER, Wi
o LC b BRI IR 2 7 T)

o EERBEICHT L CHERINICIEN L, BB A HT 5.

©  HRROHRESE FOBBE TS LTY, Hst a7 5,

o HINBPESRZEEICH L bR AT B,
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2) EYEEsoAH-HERUERNE
o JEMEMLTH DA E WD, MRk~ OBITIETE .,
o MIEFT AT I UTEIRH SN, CYPIA4 IZL > THbThcf#fans,
* CYPMHEKVCYPFHEEHZRI 2,

1532 BRKREABRBELN oA -FHBRUVARMK

1) 8N 7T 7 ~= NORBRMEIEMN « X0 RIEBRM (L ZZER L, Tz REIMMERFL, &
KRR 2

o HERMALE XD BHNCERT D Z L TAREAE EORGIERY A7 2R LT, £, #
Rt b4 2 H A DAPICEERL U 72 B3 T ViR C BAT AR e ARSI & 72 5

* HRMALEZ R FHET 5 2 LT R R EKIGRERIFICEN S « M/IXDR-TB BHFIZHWT,
TI7~v=F2 »# ALTOEEGHTIL 70.9% (112/158 ) OBFEIIEFRMLGE 24 » H %
THEM b ZF Lol L, 779~v=FK% 6 » HU E&EE L TIX 90.9%
(130/143 f31) OBEDPEEMLZ R LT, ZHUIEY, 2 5 HELF OB G TILRAT
AR AR LT DIIXEED 55.0%I28 EE 57228, 6 » ALLERE L7-RETIX 74.5%0D &
ENRFeiRmE R~ LT,

* WLEROKT : MIXDR-TB BHICBWT, T 79~=F% 6 » AU LS5 L-EIL, 2 »
ALLTORERICHA_RTEEORTEREL REIK T IR,

s FT—HXOMEEHROBLANGLT FET (12 #) KOHA (11 #) (2 THEESNT- 23 4
RO LIZEEFITIE, 77 ~=18 2 » AU TOREETIX 72.1% (111/154 §) OEEH
IGEBAIGT. 24 % H £ CHRBM (L ZEE LD L, TI9~=F%2 6 » AL &G L
FETIE 91.7% (122/133 ) oBEDNEEEME(LZRRE Lz, ZHIUTfEY, 2 5 AT oK
HERECII BRI E2 R Lo DIXBE D 554% (123/222 #]) 12 EF o728, 6 » ALL
FEE LTEBETIE 77.3% (136/176 ) DEFE N RAFREsR A2 R Lz, SECESLFERIC 6
B ALLEEE LIZBEE 2 » HU T ORGHICHASTHEEORCELZ RE K TFIE,

2) Bif7eT I~=FNDwaekt

o BifleZ etk L BRME  BEFOPUREEE ) D DIEWERIEICT T~ = REFH L8 T
BOOLNTE-HAEFREOMBE L HEL, I vRE2HHLEHETAONEAEESROLN

FERETHY, TIv=RFCHRTL2AEFERIID RV EEBZ O,

o EHWHEZ QTc DIERAEH  BEMERIEICT 7~= R4 § WA L=fETIE, 78R
A LERE L I U TR W T QT IERARD by, £ OREITRE ) D T
FETHY, KMOREIRE W ERIZR DN o7, 20 QT IERIZT 7~=KD
BEHIH (EGRRA%E 6~10 HE T) ITEKAF LR, £ LOREHFTIZT T F—
LT, F£72, QTc R D/ FUE (HaxHEAY 500 msec Z X 2 XIIN—AT A L Lk
B L C 60 msec LA EDEAL) 2R LTZBEDOEZITMGFOY A7 KT (&, DIEREE,
KAV U AMIES) 2L TWeZ b, T 7= ROBREIRY 27 IXTEHIE
=XV TEITHZETEMAMELE B DD,
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1533 TIYZFOBERLEDOEEST

AARIZHIT S MDR-TB B THRIFAEDRER, EOETHRIT S FT 21.6%, 10 4£T 36.7% & #H
HEEN TV T, BATIE MDR-TB 2K 5% % XDR-TB DL RFESMNEIC AR TEN D & A8
BT 5 M, XDR-TB 1L, # 1 BIRKCTHEHA V=TV REY 7y v By icMaThr~
AV VEOERBIE N7 A X v ANCK LT HIEE R T L D% L, MDR-TB OH T
FIIRRD N2 R Th H, XDR-TB OBFEHREDE 23 HARD MDR-TB 2RO TR % 5D
TWHEEZLND,

F72, MDR-TB OIEHZRILH A TIE 40%~T0%FLME & @GSN TWHR, Z 2 HEFERZ DR
WG E S TR 10 5 1012 KAUE, B AD MDR-TB @ 1975 4E2>5 2005 4ED D
PIERHRIT 55% & WRE S TUVDAY, 1995 FELLFTT 58%, LARET 52%& 72> T\ 5, TR
FEOMA B LBl & LTI, 1R L0 W XDR-TB OFIGNEW D &, AFEMEORMER
BT 2RI AR S5 CREAF O PUAEEZHE ClE+40 7o T REBEAIBDS iR T & 70V 2 & 3R & R BER]
rEZLRTHS Y,

ERZ VR TH S 242204 BET, FIV= FRETIRT I RRBHTH LT 2 5 AD SCC
AR FNCA RIS E o T2, BV L E TORBIAEME SN D 2 L 13BE OPEEE LR
F5H2LTHY, BEIIRBEERO RS, @FEORFEEFCRS Z &N TE, QOL
WEICRE S HIRTE 5, BT, FEAFOEERBERE R TO _REGER O RTREMENS T30,
ANREE EORIGE B RE W, £72, 2 7 HTOSCCIETHEZTFHTLLIWEETHD L RENT
AV

EMORBIRIFTIE, T7~=FK% 6 » AU EHEE L-BERT, 2 » AUTEGELIET
T v = R3S o T BERICH AR TERICER D & D MG EHICH B 722 15
bz, 77~=F&ad7el bt 6 » ARG LIZHETIE, 74.5%DBEN 24 5 AIREZICRLF
TRIRIEIRIT (RIEEVITIREE T) 2R LD, 2 # AT OHGRETIE 550% Tho7z, D
COOMMOETRICHBERENDHY, 6 » HU LT F~=F2&E5 LTI 1.0% (2/192
) THoD, 2 5 AT ORETIE 8.3% (19/229 #) Th-o7-, RIS, 6 » AU LT 7~=
R &35 UTZBETIE 90.9% DB DY SCC ZHEFF LIz LT, 2 » HEL T O TIEX 70.9% ThHh
of:o

nEB, TAOMEEROBENGT FET (1240) KOHEA (11 ) 2 TEMI 23 F
ZERANVUTZEFITIE, TI~v=REDREL 6 ARG LIZEETIE, 77.3% (136/176 i) @
BN 24 » HIBPRRIC RAFRIGHERIF GRIEE0MTERTET) ZRLed, 2 » AU T oL
BETIE 554% (123222 1)) Thhot-e ZDO OO OETERICHEERENHY, 6 » ALLE
TIV= RERGLIZETIE 11% (2/176 f5l) Tho72n3, 2 » HUL N OB TIE 8.1% (18/222
) Thote, FERIZ, 6 # ALLET I ~v= F&&b LI2HETIX 91.7% (122/133 i) OBHEN
SCC R L7=DITXI LT, 2 4 HUUTORETIL 72.1% (111/154 f5l) Th -7,

XDR-TB DBFIZONWTIE, TI7~v=Fad7el st 6 » ARG LB TIE, 61.4%0DEFH
324 5 BRI BIF 7R IRRIRIR 2 m LTS, 2 » AU T OHRG5RETIE 50.0% Th - 72, [AEEIZ,
6 W AULET I~=Fa&HG LI-RETI 77.5%DHEE N SCC ZMEFF LI-DICx LT, 2 # ALLF
DOFETIL 41.7% CTh o7z, TR L TIE, 2 » HLULFORETIE 25.0% (3/12 ) TH-o7273,
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6 H AU ET I~w= RE&RE LB CIIETHIER LN o T2 (044 61)

MDR-TB # &L FERIC, 7—Z OMEEHROBLNGZ FET (12 f) KOHA (11 #) 12
THEME SN 23 BRI LIZEM T, XDR-TB OERFIZOVWTE, TI~v=F247x< LY
6 » ARG LIZBETIL, 68.4% (26/38 f5l) OBEEN 24 » AIRREZIZBIF 2RISR Z 7~ LTc
25, 2 n AL T ORERETIX 455% (5/11 #) Thoto, RIS, 6 » AU ET I~=R&&5
L7-BETIE 80.6% (29/36 i) DEFED SCC Mt L7zDIiZxt LT, 2 » HELFDORETIE 36.4%
@/11 ) Tholo, FTRIZELTE, 2 » HLLTORETIX 273% 3/11 ffil) TH o722y, 6
B AL ET I~= REEG LIERECIIECHITR O -7 (038 i)

T2, IhE COBEKRBREET, 77 ~v= FIQIBEFONBEE MO WD X 5 A EE
EER (B 2 TN - iR, FEAERSE) XA O RhoTolod, etk & AAMEICH
X7 ne Bz bhniz, BKRBRCHERINET 7= D QT EEEHICEHLTIE, VA7 %
AT 2HBFBCRMLEFECBVWTEEZRET S22 LTI X7 ~5tihd 5 & 412, Risk
Management Plan (RMP) (ZHLE S5 2HIFHEOF CLEMZ +2 IR T 5 2 & Z5HE L T
WD,

PLEXY, AARIZEWT MDR-TB TLHINGMEE S TEIGRREOUEICK L TT 7
~ = NIZ XD R IEROBEAHIFF S D, BIZ XDR-TB ¥ 45 ¢s MDR-TB & 2K TO
FECHRDOE T K Y XDR-TB BE KT 2RO E S 05, AATHEL 72> Tuv% XDR-
TBIZERET 2 & BEZONDHECROUES IR SN HEREZRET 26D Th S,
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS
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1.7 RERZIMS—

(RO [F] 2 i &
=TVRRHD, £z,

BEX

LT, ZhHe - RIT R D0,

VZyoevy, B30I RBRbD,

FIFE[FZhs—ERE R 1.7-1,

[tk AZ K O DM OFERZIE ] % Zhie

A L [R] CAERIBEF & A D AL P RIEA 1

IR ET HERFNHE L LT

#£ 172, F 173157,

= 1.711 RERMSE—EX (1)

e L TIYZFK PRVEL 252
HR5E 4 T IVT 4 236E 50 mg bt RZ& A-I0) 50 mg
=t KRG R RStk RE MRStk

AREAHR — 19854 3 A 18 H

BifER — 1975410 A 17 A

BEEER —

HHEIX — AT AU SR,
N
SReLY )
[[8=22 - Sk N o ©/N OXF
ozN—Q\/jN/\)(C;? o N/NHz
H

B -8 | 18EFT 7~=F50mg & 1&g A =7 K 50 mg & &ie

< s T R > < R R >

HEE - DB ARFNZENE D FERZ RANZIENE DO FERE

L < S > < S EE >

LA M 2

e - BRI
MEY SR
EDEE

AEIOBREIZL Y QTIEENH bbb BEN
NHHDOT, QTEEDH HHRE, HDHVE QT
HEEZEZ LT WEFEE~OEGIZHONT
%, URZ ER_XRT7 4y bEBE L TRAIRSE
OIS EEREICH T2 L, (M1, EER
5] OHEBH)

ik A% K OV DA D FEREAE

Ri% - AE

WH, RAZET 7~=RF&LT1[HE 100 mg
Z 1 H2MH8, YICREROIKET S,

1 H& 200
25530,

WE, AN, 4 =7V RELT,
~500 mg (4~10 mg/kg) % 1~3 [
fE B U 2 BRROBS T 5,
WEERGAITIE, 1 HEMBRAIL 1 g £TC, 135K
X 20 mg/kg FCTHELTH XU,

i, FERIC XV M EERT 5.

BB, MOFHREE LT L EBEF LY,

1.7 [AIFEFIZh G — R
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= 1.7-1

REEMGE—ER (2)

—AREIB

FSIZK

(V=7 K

A& - HEIC
BEEY HEA
LDEFE

(1) ABNOFERIZHT=-> T, MHHEEORBEE
B <=, A E LTl o BUs sk OARF]
Wb AR (MiHE) 28 L, Btttz
B BEAFOFREEE 3 FILLEICAHKZ L5
FLCHAT D Z &,

Q) AFEEMHERT 2551, VA7 X
X7 4 v b EEE L THRG Ok & BB
Wrdszl, LT 6MAEBLAMHA
BERIT 2, ]

(3) ZEERFCAR 2R YG L-5GE, BRKkEE L
s L C Coax X OV AUC DR TR D B D
Zlnh, ZEEMRERG ARSI, (B
MENEE] DIESR)

S
If

1. RANZxH HMHEER B A T2, filk
FEDIEFRNT 4 72 ik & Bk % FR o= Al X 1%
FOREDL ETHREL, WEFRIZEDS
Z&,

2. AFNOEEIZEY QTIEEERH bbb BZE
N 50T, BEBRERTR OE I E S
AN DERBRESEZITY, VA7 X7 4
v N EBE L TARANOE G 2 EEIHET 5
ZE,

Pl
¢

22 (ROBHICIEIERELLENI L)

1. ARFIOREHR LIRBUE DB D H 5 8
#

2. WFIE SUTIENR LTS ATREE D & D I A
(I'e. wim, EiR RILBE~DOES5S O
IHE M)

A

ey =1

22 (ROBHEIZFEBELAEWNI E)
EERHREEDH HBE [FREENE(LT LB
FNndsb, ]
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= 1.7-1

REEMGE—ER (3)

—iREIB

FIYZFK

AIY=ZTFTTFR

FERLOEE

1. BEHRE (ROBEICITEREICERET S
&)
() QTIEEDH 5 BFH (FeRM: QT I RIEFHE
) [QTHEENE(LTABENNH 5,1 (2.
BELEKRMIE] 0HEEOC 4. BIERAQ)
EXLEMER QTER] OHEEBMR)
Q) QTIEEZEZ LT WTIREOEE [QT 4T
EnbobhadaBEnr»sds, 1 (12, &
BLQEXNEE 0ELOQ 4. BIER(ME
XLEMER QTEER] DHEBM)
1) FEHARRIRO & 5 HBE
2) BfWEREOHLERE (KLY 7 AMSE,
B~ 7' 322U AMIE, KBV T AMAE)
3) DRBROHDEE
3) QT EEEE Z T2 LM b TV D HRH|
ERALTHWAER [QTIEERL LDLNDE
b b, 1 (2. EBELERNITE)
DI, 3. #HEMER) oBEELV 4. BIE
AMEXLGEMER QTER] OHEEMR)
(4) FTBERERS = D i 5 BE R LR K OV
Yo MFEPRED EH L, QT ERFDREIEH
DRETIBENRH D, ]
G) KT NVT I VIEDREE QT EERH L b
nNakEnrH5, 1 (12, EBEGERNE
B oLV 4. gMER(MEXRGRIMER QT
ER) OHEZM)
(6) minE (5. BRHE~DERSES] OESR)

1. BERES ROBEICIFEEICHRET S
&)

(1) FFFEE ST ZE OBEERE, H D5 WIEZF DRV O
» 5 BE IFREENSELSUIHER T 2 BE A0
H5, ]

(2) BEE T ZE DD I 5 HBE [AH o1
RED EH L, REHREZEORWERNE L
I 0D, ]

(3) KEHhIEE DREAEIE D & 2 FBE DEE &0
BIDHIBENRH D, ]

@) 7Ta—LREFEORE [JFEE, FrEEN
EorBENLRH D, ]

(5) TAMNAFEORBHEREEIIZ NG ORERE
EOHHBE [KEELEZTIENHDLDT,
R EESTERETILERD DIFAICIL, B
EHo1To 2k, ]

(6) B BUE D BE

(7) MkEE, HiEmoH 5 8E [Zh 6 05E
KRELTIBZENLRH S, ]

2. BEGAXHKIE
FKHIOHEEGIZEY QT LENRHLDLILDFBE
NiRd D DT, AFEEBAART R CAF 5
PREMIRI LB, B N OLIE T LT
TUOBREEITV, REBRDONIZHAIC
I, EEREEITO 2L, ([1. EER
Biomkol4. glER ) EXGEER QT
ER) 0HZHR)

2. BEEGERMIE

L OPURSEZIE & OO LV, EELGFES R
HobhDZ ENHDHOT, T 2H5EITE
BRI ITRRER A 21T 5 2 &,

1.7 [RIFE[RIhih— Bk

3




= 1.71 RERMM—EX 4)
— R FS5I=K AIV=T7TFK
3. HMEH%A 3. tHHEEA

HrRZE BRISEEST S &)

GHREE (BRISEET S L)

EHAHE

FRERAEHK - 1B E

W - BIRETF

O HUA

[EES

EERFEERD
LbhbZ Endh
50T, BT
HEREMB 21T 5 =
L,

JREE CH A ER
KEFE AN IZIT AR X
nNTWnasHLoE L
TiE, =7y &)
Tyt v & ORI
L5H00H0,H)
MR (19%) 12X
D&V vATE
NEVARINAE =3
(P450) Z#HE+
LHZ LY, f)=
TVN R
MBS 5 D%
T 2EE 25
nTnsd,

VAURVE S
AV

7" npevt” VEER O IE
En#oond
b5,

=7y VX9 7
O EBALET D
ZEnh, RS
$2 LUV DIE
DRI ND Z
LD D,

FERALDEE

ERIRE BREREL - 1 M - Bl
[P &+
QTEEZE T & | QTEEL | fHHICLY
NHONTWHEA | o4k | Hmm 2
X o RPUELE Thnd | QT IEE %
TXxv XY | B, EZTRE
VUSRS, LR N,
7a XYk
iy %
7 7 A 1A AR
%
X=Ur, Fun
AT IN %
7 Z 2 1 PRk
%
TIAFa, Y
Ha—) %
ZNVEY R, 37
FIv, BEVNR,
Ry F—), =
Jy2xmp~<wAfy, a
NIRRT =
P
BH Vo AMEZR | K5V D | KEKROZ
IFTZENRMLNT | AMEE R | LD DA
W 5 3RA HZTEB | XQT R
TIJ)Z7Vavk | Znlnd | oERRER
RPUE 3 %, 2% TR E 5
N e O WAERZT
UHREEE, BT~ BENDH
A v ik %,

i
FI R A
7t K, Y
JapNAFT Y
N
TARTUTY B
%

PrCAm

%
73::|~'f\/,
D"
ARV

R IR 2N FEEL S
HIENDD, F
7=, Rt T
&, AN O
WS ND Z &
HbD,

=7V NPT A
M ASEORE % PR
=L, MHREE
A2 E035
be E£T7, et
[ A4 RVAVARIN ov
B (P450) %
FHETHZ LT
0, )TN 3T
ARG A T
LOEMEHETD &
EzobhT05,

R DB pR

Jpi 3K
by7 53
[

/A

=77 N e K EH
592 )-8
YIS DT N THER
AR ST
PR T VR % 38055
L, —F%, LERS
T, AR D X
M 2 105 5 (iU AT
BETF) T2 &I
X0 MR TR
N R R
HITW5,

Y AVT 4T A

Ui IR, AR
HENHODONDZ
LD D,

NATIAZIE 3 oD
REHREE 2 S
TWBENR, 205 b
2 DO XA
DA A Y VI T
OEAFNZ L v
EINDEY O
B TH s
i NNRVAY S | av
BEY (BT
V) BENEFL,
TR AL i A
HEE S O ER 23
TR R R S Y OV
TW5,

1.7 [RIFE[RIhih— Bk

4




ai—Ex (5)

Ji
A

(V=F7F

FERALDEE

3. #HEER (F\E)
BHREE (BRISEET S L)

ERI4E |BRKREK -HBERZE| BF - GBREF
F4)utl)y HFEW, R EO | PR EERIC
FHARROFNE | L2bDEH
HAEHE®RTHED |26 TW5D,
WERD D,
VAR Vo | v Ak Vo MR | ()= M, YRk
ENTHTD L0 | VoS Z Y
WMERD D, B EHENE T
%,
AVT2F) =W [ AbT2) -V OER DY | BRI & Tk 7R
BT 280 | WS, A173F) —vd{X
H5, M Ui i
NFETDEEEZD
nTWN5,
MEBT | ZHSHEHEDE |1)=7v VX, /734
B3 AR+ 26 |3 - EEM%
RIEARE | N3d D, HTHEEhTn
B - JIAS %
AR
il 38
ZERRHL
5 I
13 A 17 o NWAN/Y (=525 D/aS A B 15 e 43 RSP R QI N
I HBENRDH |V, AANZLD Y
%, N LR PR SR S BELSE
EhbéEZLNT
W5,
IREBALTIV | ARFI ORI ES | 2 D OFKA & V-
SIVERD | SNDLIBENND | R EE, A
il 8 B ZOERIZEAI L, RAIORILAHME
ORHAEMZT S | FT25EE26NT
FTZEILEY,/E[ VS,
LLORERDH D,
NFUHE | R, RIE, | AR Ot b=y O B
i35 S, ERBENH D | VAR EILET DA
bhvbBEnrd |1 AHEBE L MAO
5o EHT AT | LEER 2 b SARHA
1T, EHIRICERIE | & ofFic Xy, F
REBEL, HEIC [ BAROt b=y N E
HEET 5, istEx6NT
W5,
LAFY VA& | SRR, RLEE, WEM, [4V=7Y N, VTIvE
2L Gl |BELEOLYI/ R | R - HEEM (¢
T 54 PRITZENH [ AVnER) AT
2, BHEINTND,
FIES | M ER, BEEE (V=7 N, 27
KEAT |2F2enbsb, |3 -t HEER 7
LR TNERR) A HT D

LEInNTND,

1.7 [RIFE[RIhih— Bk




& 1.7-1 RERMA—ER (6)
e L TIYZFK PRVEL 252
2 BIfEF 2 BIfEF

FRLOEE

L HN MM fE R B & % 42 & L 7= [E B3 R R
BRIZ 3 TR ST GUEF] 395 Bl (HAR
A 10 FilEETe) |, BRRREREO R %2 5T
TERAS 208 5l (AARAN2HZET)  (52.7%)
RO LN TS, ERBIERIL, RIRE 48
Bl (12.2%) , %@ 41 #1 (10.4%) , QT EE
28 B (7.1%) , 1EIE 25 5] (6.3%) ST -7z,
(MEXGEMEMA

QTER (5%LL) QTEENRHLDLND T
ERHDOT, BEELTFIATY, BEIRD
LNEHAIE, BEEPIET D Ll e
EEITH> 28, (M1, BERS) 0KV 2.
BEELEKRNEE OIHEEBMRW)

(2)Z Dt D EIE R
TEFEMAE | 5%LlE | 1~5%KH 1%
L WEV, | R, A | EEHR, B
#R O, M| &, RER IR, BEREEE,
iR, AR FtfitE= 2 —
iE 7T —, A
MR, AN,
U v F—JLi,
W, oo
o, FEARREEE,
FEAp R
SHAEER | L, R | HK MEE | AROUHE, R
M, R | RPURR, & | B
BRAR, 1
LR, T
I
fRIR= =S BE7av 7,
HISMILHE, =i,
JE, AR+
mi% £, FR i
Eesghn, A
i ERD,
B FR R
n
FrFfieg FFHSRER | me Y ey
" I iE
RE W, 0 | KIgK, R
&, ZiTIE
Z 0 ETY, B | PR, H
e, M) | U, YW, B
iE, BAEN | PrREE, B,
i, W, | MBS, M
ERERIT. | AT, H9dE,
SiE, A U | IR, 1Y
v AISE, | R, R
SVFY | EETR, MR,
—)v k5 a VT — )
KN

AANZ, i EGRERA S O FIE A R B YA

fife & 72 DIAAT & FEHE L Cuh7Ruy,

(1) EXAEEER GHEETRETY)
TROBRZEWVERZS LN ZEND
LOT, BEESIATD, BENEO LR
T-BAICIIR G2 Ik U, @Y R0 E 21T 9
Z &,

1) BIERFAZEOEELIFES
EI T RER A LTS Z &

2) hEMREEFRMELE (Toxic Epidermal
Necrolysis : TEN) , RK[E*5IEARE 13
(Stevens-Johnson fEI%E) , #IEE (F
B T B2 1 2% )

3) ZEHI4 B EREAE 1R EE

(FIHARERR « 3895, 38N

(B3 HETR « AFHREREE, VU > HifE
MR, BinEkEm, AEseksg, 2Ry
RERD H B %)

t hALR2T AL A6 (HHV-6) 250
UANVADFIERALEES 2 EREL,

i hepm
DIERD TR S 5 VITBIE LT 5 2 &N
HOHOTHEETDHI L,

4) SLE ¥RIEIR
OFEIR - 2880, FLBE, FHP9dE, POV, V
VOSEIRERR, MOERIESE)

L 77« B R AR v AR 55)

5) FE B T4 A 2%

CEEIR 582, ik, PROLREE, s X R
HH, ARRERIE S %)
(L 51k - R B AR VE AR 55)

6) BFe, MEMHEX RT7O0—EEEE
IR : 2880, F29p, ZIR, #IE, EAR,
R RE IR AT S )

7) SEFERIBRAE, MM/MRED

8) &g

9) iRk, REHRERE
GER - BET,  HolmE %)
(WL« 4 2 B6 #&55%)

10) RAEMEIFR
GEdR - o BE R, LUK, 3R
M MM, BT, %)
(WL - © & 3 B6 #5.4%)

1.7 [RIFE[RIhih— Bk

6




= 1.7-1

RER%

“n
W

x (1)

\‘\

—iREIB

1
NJ|
«]
|1
-

AIY=ZTTFR

FERLOEE

4. BIER (0DF)

(2) ZnDEIER
TR ORIEM 2 & %bﬂé EBBHDHD
<, iﬁlél%ﬁ)nm&) DTG AT EL W2 l‘/&
L A 7 <

O RV e BT

0.1~5%AK0M |0.1%A0M | SEEERBED

AST(GOT) L | #JE

Tty
i ALT(GPT) L

5%

EE™ TR, B

HmAgEm (v
i, Mg, £
Hfn, AR H
M%)

2, FRIE
Bk, A
R, 4
FRERHE £ 5%

Mg

B, %
v, BREE

R

(FEAZE,
R ot o e 2o, L’
H HET, %
LA e
i, @ié%g%)

S I~
B
il

oA R
ES

S B E
=
%
i

BRI, &
L, TEM, H
R, E
Ji, (HRNSE

HkE

AL
FLit 53U, H
HERETE, A/
T/A

D FeRIA

Z Dt RAEE

1) ARHE UIEMCRB N TRO LTy
AEIWER O 7= 9 M AR,

H2) HEENLERGAIIIBBRIELITO 2
L,

5. BfE~NDRE

— R EEE TITAEEBENMETL TV DD
T, BEOREABELADHEEICHEET S
e,

5. BERE~NDKRE
— R EEE CIXAEEBENMETL TS O
T, WETOIREEETDL L,

1.7 [RIFE R0 dh—

7

L ES




& 1.7-1 RERM&E—EX (8)
— R B FR At AV=ZFLF
6. 1R ER BILBE~ORS 6. iR ER BILBE~ORS

FERALDEE

(1) HFEEXIFER L TW D RO H D i A
iFEEE Lnz &, (@R (T3 F)
TF T~ = ROFKEIZ L0 BHIWRILER O
NPWEINTND, BWER (7> b)) TE
ROz X, WERE, NlELOE
KAROHHEBOMMAHEE SN TS, £
7o, BER (Z v b)) CTREBRRSHE S
ncTnsg, ]

(2) BEHLA O NI ARFN e G- 13 5% 3L % b
FEELZ L, [EWER (T v h) THIH
¢~®%ﬁmﬁién1méo]

(1) B ER (v R) THRIFOREREEERN
WEINTWD, £/, 7V U FAEB
WHRZHERES SN TWAEET, GEE
DOHBENENE T HEPFHFHERREL H
DT, ST R L CW B RTREME O &
BIRNCITRG LN ENEE LUy,

b NEILHFA~BATT 5 O T, AFE G IR
AT SEDZENEE LD

2

INREADERE
ﬁmémﬁ 2, HrER
KB M THENL L TR,
BEIR A ARV, )

LI, BRI
(18 7AiM D

7. BEkS
FEAR - IR OSEMR & L TR, SE, R

T R—T R, BlHERHHbIE Z
EWb 5,

ALGE - AR DN i/TtAA% REHET
¥RV RTIREE KT R U T D
%Wﬁﬁﬁéo
AYV=T Y RORARLFREOE Y K¥
U EFRIRNER T 5,

KB fEMR L, o2l 2 R4 %
HIEOY G, Mk (DHP) Z1795 2
EIREE LY

8. BE®RE

HiE, fERK -

QTEEZEZTRBENNH 5,

E -

WEICIRA L2541, ﬁ%@%%ﬁikk

%:,M@I@E%£ML,%%®%M
TS Z koﬁ‘ﬁ%wEht%éu
VLG 2R AL AT D

8. TOMDEE

~ U A X B ER (B AR 0.01~0.25%EA
(§9 15~375 mg/kg (KTH) 7 » A OS] <
RS ORAENRE SN TS, L, T
RO LA X =T K 5 I8 CIIMEES 5 R AEH
THRE SN TV, £/, B MZBWTIHE
R A L OBEMEIIRD Dol LT 5%
FHRAR RN WS ST D

9. EHLEDEFE

FERIAZ (B - PTP A2 DO FEHIL PTP 2 — v b
B L CRAT L >ET52L, [PTP
— FORRIRIZE Y, OSSR~
FIAL, BITIIEILZRE D U CHERIAASOE
BERAMEZFRT LI EnHEIRL T
%, ]

10. ZOMDEE

(1) ~UAKRGT > hE A28 AR (2

AERBREIRE O3 5) ITB W T AR R
BRI o T2, HEHBRIZBWTE hoE

RO 1 SOMEEEE (AUC) XGRS &
ZFRE->TEY, TONRAUFEMY A 713G
IZE TN,

Q) AAlDO~ 7 ADOBAFHEREBRIZB N T, E
FIVKOETICED EEbn 2 Hiu s

24 BRALIEORE~ 7 2B W TR b,

2014 4F 4 A 1ER%

WA SCE 2013 46 3 HekET (GF 11 iR)

1.7 [RIFE R0 dh—
8

L ES




= 1.7-2

REEMGE—ER (1)

—AREIB

yor7rETY

ESCFIF

HR5c4

V757 H 7L 150 mg

v 7 <A FNER

=18

B = Ikatt

IRt

AEFRHE

2009 27 A2 A (REAEEIZLD)
(197116 A17TH (V77 Yrh7EL) ]

2008 4 3 H27 B (BOEAEFEIZLD)

Balie A

1975410 4 17 A

BEEFA

2009 4£3 H 30 H (N> 9W)

R RS

5 AVBESE

5 AVBESE

EFEER

HC I-II-I CH;

0 \ OH }
_\0 7 T CH;
CH;

O

N

N NH2

~
N

FIfZ -

p
]

1A FEAFICABY 77 B2 150 mg (F7
) ZEHfT %,

AR ES VT3 R

8|
&
iy
o

GEIGERE)
ABENEME D~ A a7 7)) T LR

GEGIE)

R e OV O OFEREE, ~A4 277V
LeTETLAL T Ly s A (MAC) fEXETe
FERERMEIIREE, N U

CGEISEE)

AFN RN O RERE R
(ﬁff?

i RZ B OV DL O FERZAE

Ri% - AE

[ R 2 Dt D FE%AE]

BERANIIE, V77 LT 1A 450
r@(ﬁm)[3ﬁ7ﬁ»]%151@ﬂaﬁm
Bh545, 2720, BESHARIO® 2561

2 HfETH L, RHlE U CHIRRTZE @ﬁ&
HE L, il ERICI 0 EEEET S,
F7o, OB E OPFRANLEE L,
[MAC fE # B L IEHE R ME B B AE ]
WEREANCE, V7o LTI E 450
mg (Fiff) BH7EA) 21 H 1 EEBRA
535, FRIE UCHRRZEERRS & L,
R, R, REIC XV EEEET A, 1 H
RREIL 600 mg (i) (47 EL]) X
AN

VANVE 2]

WHERACIE, V77 & LT 1 600
mg (Off) @ BFEnr) & 10712 1~2 [
XiX 1[E 450 mg (i) B A7EA) %21 H
1 EEHRAREGT 5, KAE L CHRRTZENE
Refe - & L, AR, ERIC X BRI 5,
Fio, oFinrwUFEAEIIET I &,

WE, RANIE, EI9UFIRELT 1HELS
~20g % 1~3 BT TRAKEGT 5,
Fifn, ERIC LV EEHERT D,

2k, MOPIEZIEERATSZ &,

A& - HEIC
BEEY HEA
LDEFE

1. iRz e OV DAl O B2 E N 6t 9~ D AH D
I H T > T, MEEORREEZ -
W, JFANE L TRZMAHER L, FIREOBEL
VB R/ NMREOMBOZEGIZ L EHDH L,

2. AH % MAC IE % & TeJEAE RN EPTIR B (2
HI 2820, FG5RRMmME, S50, O
WENZSOWTEHNIDORFEFES A RTA
%,%ﬁ@%%%%%ﬁb,&@?é:&o

AHNOERNCHT= > TIiE, FHIE Uk tEr
TR L, FIRORE VB R/ NREOIAR O
Hizk oz b, [MEEORREEZL, ]

1.7 [AFER S — 2

9




= 1.7-2 RERMME—EXR (2)
—ARBIE TR yorrETY FSSF+3 R
=E 22 (ROBHIZIFBELEWNI E)

$
U

(ROBHEICIFESE LGNNI L)

1. AHEPASEE XX EE R TR EO H 5 B DE
KRBT IBZENALRH D, ]

2. HIV FRYSETEFIR (1 v o EVhisE = &
J =LA, e A OVERE, RL
T 4T ENVA VR, RAT T L eV
TN DKFW, T X EAEREE, T
TFENLTUAVARE, Ve e SR
B, oA ET 7T AL Ta v ATy b
EETHHA) , R afryS—n, FI53V0
VTN, BETT 40 (T RYIE) XIiET
FTVvENNEEGRORE ( THEEH ©
HZH)

3. REN ORI xE LIl iE O BEEED & 2 &
*

IR IG

IS e

FkEEDH 2 E8E [RIER & U TIPS OB
W<, JERPET S BENEH D, ]

FERLOEE

1. EERE (ROBFICFHEZRIIRSTSHC

&)

(1) WBUEDBEERED & % BE

Q) WEE G 352 — ik L, 54
286 [ZOX 3 GBI 7T Lax—H
ORIERN S b, ]

B) BIBEERE0H 5 BE [RIE (&) 7
V—EEFERTLHZEND D, ]

@) BHEFIRREOH 2 BE RS T
FE 2 B IBEL S D Z &3 h D, ]
(5) FFREENITZ DBEERED & % B ERD

BT RT2B8ENLRH D, ]

1. BERE (ROBECTEEICKEST S

&)

(1) AATHEH, AIcmEREE (BE5H)
DOEEERED & 5 B T ORBAED L5 L C
W5 EBE [BIEH & L CRME L&, Jwm
BIERHLONDLHZ ENb 5, ]

Q) BEFEOHIEHEXIBEEECRVOH D
BE BRI ORI TH Y, BEEOR
FHIITHERG AL ETH D, ]

(3) Mg ( TEEE~O®&G) OHESBH)

2. BEERERMEE

) thoPifEZE L OffAIcL Y, EERITE
ERHLONDZENRHDLIOT, HFHTD
Sl EMIMIC S EERE 2175 2 & (T
HAEA] , TEXZEWER OEZR) |

Q) N UVFEAOERICHZ > THE, v
TR - REEE ((BAES - ()
B S RAT) 2 5BIIRREITH Z &N
ZE LV,

B) NUBVROIBEICH - TE, RANC K
DIRBIT O T ORVEN T — & OEFRENR D
RN EEED, BEICESRRBIAEITO),
AT —bRearvkvr N 2B52 L,

2. EEGEXRMIE
ARNOREGIC L) BEEBHEERH5bND 2
ERHLHOT, EHNITREZTT O 2 EBIEE
+431ZAT, REDBRD 5N HEITTE DI
Fehadik L, WEeEEZT 2L ( TRIE
M OEZM)

10

1.7 [RIFE[RIhih— Bk




& 1.7-2 RIERME—EXE (3)
— % By A TR JyI77UELY [
3. #HEEHR

FREDIE

AFNTF b7 o — 2 P4503A4 (CYP3A4) %1%
U & 2 EmHIIERE, PHEALFES
HLERN D 5, KANLZ < DA & OHEAAIEH
DPEINTHDEN, AJEEEOH DT XTOM
HAEDREIZONWTHRET SN TV DI TIER
WO, i E ST G AICITEET A Z
L,
(MBEREZES (BERLAEWLT &)

EXLE |BEREK - BEAE|BF - BRET
HIV B E | 2 D 0 3AN 0 1| A Al o i 34
AmE FANBET o2 | 3 B #
A7y P R | s B, (CYP3A4) #

gy ) -Ast EEAICLDY,

e Zh B oAl

(UEZ)) VT IE AR

FRFE VAV VR L NOR A TR I

# ML, M

Ve 7-7) % 1/5 L FITAR

VT AFE WAV TEHEDHLEE

fifsth ZHITND,

(ViR

BATV7 Ve

HVvyyhoKFodn

w9 7)

TR VAR

i3

WATH9Y)

I VA A H DY

VR W W #

ZIES) (CYP3A4) #
EERIZLY,
FIEYT AR
# A EE L,
AUC %9 100%
KF&®¥2 L
ExZbR T
%o

Yt e AH DR EY

[iz3in) W W #

EAEVVY (CYP3A4) #

EERICEY,
Jre e ok
B A L
Cmin, C max &
W AUCyy4 &%
WEI 89%.
69% K 1 80%/L%
TEHpEE
AN TWVWA,
) A F D RT3y
XiFat yaky & @ mE &
M EAT S (CYP3A4) #
L EEMAIZL Y,
(AL VR IVETF)TIE VR
Rat  yady b o
R 2 L,
LN i 5N
TEwHbsEE
AN TWVWA,

VLTI

1.7 [RIFE[RIhih— Bk

11




= 1.7-2

— kB4 R

m
dl

n

FREDEE

3. HHEEH

MBtRER

(BFtRALAGLC L)

(Do)

KHB%E

FRERAEIR - HHEA X

W - BIREF

4573740
T YV

PR 57 4 v VE A3
BroBEAND
2o

ARH D I S R
f#s% (CYP3A4) #%
BEMICEY, K
#1(600 mg/ H)DHf
HT, 34774010
mg)® Cmax KO
AUC #ZhZEh
46% K 1 88%IK T
SELHEEZLN
T3,

F37°UE M
AN

777 Ve v VR 23
BT DEBEAN
HD,

A D I I AR
F%% (CYP3A4)
FHEERICLY,

777 Ve v O &
i L, AUC %
NRUIXF =2 &
EzoNTN5,

o Yary -
W

VAR VEY
b

Y ar) -y fE R
W D BENR
HD

AT D T SR 5
%% (CYP3A4) #
EEMICLY, &)
1) =D Cmax K&
WAUC ZZFNnEh
93% K& T8 96%1E& T
SELEEZLN
V5,

773 T
b

AN M
x

TIIN T IVD
TERDEEE T 58
ENRH D,

AH D I 3
B3 (CYP3A4) i
EEMICLY, 77
VT O ARG A AR
L, MmAEEE
1 100% 1K F =&
LHEEZLNTH
2,

1.7 [RIFE[RIhih— Bk

12




= 1.7-2

REEMGE—ER (5)

— kB4 R

Jyor7rETY

’

ESTFI R

n

\

FREDEE

3. HHEH%RA
QQ#tREE (HARICEEST S L)

3. HEEA

PRHEE (BFRICEET 22 &)

KHBE

FRIRAEIR - HHE &

W - BIREF

Eh %

FRERAEIR - HHEA X

W - BIREF

8977 b=
1EEE1E

477 bV ORI EE
ZHmI 2B ENN
H%,
BAREIZSNT
BRETDIATS,

BFIEAHTH
%o

iEE
£)=79 8

xF

HIE TS 2 &
bbidZ ehnd
Do
TEHIR I T RE R AL
2179,

NN X /E A
HIWE R T EAEH
Wk, =1y
ORI L,
T o Sl
8 oA %
HWiNxEs &%
AN TWV5A,

TEbFI/ 71

AHN DRI 512
X0, RFEMRH
BB TFHE S,
FrEEE A L7 <
hHEDOREN D
b,

A F D T HE AR
Bl = =N (S
W&, 7E7s
v D AR & A i
L, fFsttaefad
o R D pEE
ZEMsED &
FEAHLNTVD,

w7

S E AR 2
KIGAAT > TR
ARERIZIBWNT, VIV
M ONE AR H Y O
Cmax N EH L=
DHERD %,

A F D JF 5 4 X
BEEE (CYP3A4
%) FEERICK
D, VIV)IN G
EEREY ~o
R ZMRAET 5
EEZHRTWY
%

BT AN RFY
9L

PANESDN ) 5 N
RIGUAT - T2 0F A
M A SIANGII AV AN
ARFs @ Cmax KO
AUCHEHLEZED
WERD D,

FHET =4/ N IURR —
B=Z LTzt N
AYF VD JF g~ D
B DA B % B E
TorEEZLN
%

EVALY

SN E N REFERR N % it
ST - T OF R
WZHBWT, ITIN o
Cmax & OV AUC MK
TLEEEOREND
%

BFIET A TH
%o

V3 CH Voo

EMETS 22 Ln
HD

KA D PHEE H75
HEMHICES DL
DEEZHNT
W5,

ThV v OfFRIZ X
v, 7 ayo i R
FEDHI S3%IK T L.
t1/2 1349 33 e 4
Lt o@EDH
%o

BT IR TH
2,

JFIRE Ak =
LRog Al

BIVER & LTS
OEENEL, B
(2 &Y FFEEREBLO
fEBRMEAMERT B,

fElRR 1« ks
EDOHDEE

13

1.7 [RIFE[RIhih— Bk




® 1.7-2 RIERME—EX (6)
— % By A TR JyI77UELY [
3. #HEER

FREDIE

Q#ftREE (BFRISEET S L)

(Do%)

ERILE EGERIET - HBE | BF - ERETF
ik
SRVRBUERE | 2 S O RF O | AFK 0TS
x TEH 2S5 3 % | B3 (CYP3A4
SN -BEN YL ZERDD, ) EAERIC
TE RN Y v, zhso
ROFERBE HH O &
~YINAE Yy, #HL, ZnbHo
45y LRIk F04, SRAN SFTEMER
3271/-MEEEI1F B o> I i
I FERTEED L
“T74)Y EZzbRTW
AR TVE - %

M 7 Ay

A EREE
FovT R K
o, rEVFUHE
Bk, v UL 73
N 7 an 72y
R, v Wi
= IR K Fn
L

IVIbIE I EE
NIN IV A
W, =7y,
VA=A V- X

-7 YV ERE

~I7° LY

- BEEMREE
PAVAR-IE AP
fit, 7" n7" )0
—VHEERYE, AT
VA

11577 UMV VR
b}

- =g MfiE FAEE
Jm747" 7=, T
N AFF/H N OA,
CYP3A4 CH#
Ih s 3A
(VN AT )

b MR ERIE
¥4

BB R ERE
-1l

-BRRERVEVRE - B
FineEsHl

- FITZNAMEY

-4034h7123-0

N ULV -1
& KkFN4

539284y

~FYAOVAYY

TS -VRIER
;"é

Tty -
STIET 174 UiEER
B
-HIV B AE A
§

HIV 7" v77-t" BH.
EHIOME N, B
bV v
[VAMAVES S
Ey, TI7ET VY,
TVFITTE WYY
A, w7t )
“RTAMAFE
Jr=My, hven
ey, JEMF Y
~ILM)TT SRR
KELIE
B REE

JA ;TN TR A
M YN =, ATy
+E Yy, ey
TV, Iy

(VS
ATV
YREF]
VNSNS &
VAV N VoAV
S

W T LNER
igry

YR 0y
ZRFRSD
IVNTFY e
by

SR Y

PR SRR
5
-5-HT, 2B K%
ARt EE
ot vhnvHEER
B

‘NK1 5 &4
FUA ) M3
BATT Ve By b
VYA N
BERYIIVNIVER
18, bITIvhIY
i)
MEMNEEE
CYP3A4 TR
& B BAl
(UF=7" }y Vi
i, §4F=77,
TN F277 by MER
TR, 1))
Thy R KN
By, Vin)® —k)
AR 12751

5 [EEH

YWE T vy
e, NI
KRR KT,
B GT 4TI R
-1 AV IKFIH
SINTERYY Ty,
9N InVE
-7 713YR9A
B

M VIBERIE,
77 VINI4viE
izgry
- VI7VFZ7 HIvER
5

1.7 [RIFE[RIhih— Bk

14




& 1.7-2 RERME—ERX (7)
—RENE T YI7oESY ESCHI R
4. FIEHA 4. 3EH

FERLOEE

(s B U D OFE%E)

FKGEATO A 843 B P s X7z ERRIEA X
HIGkE®E 5.7% 48 1) , AST (GOT) - ALT
(GPT) EH 4.0% (341) , FFFEE 14% (12

), 9A¥ 0.9% (8 ) THoi=,

TG DA 9,950 Bl E S i E72EIEH

13 H Wk E 8.6% (855 1) , AST (GOT) - ALT
(GPT) LEH 42% (418 1F) , 3% 1.9% (187

1), IFFEE 1.2% (119 1) , %3 1.2% (118

1), MR 1.0% (96 #4) , 883 1.0% (95

) ThHot-,

AL %

N IR BB LT AR

BWTY 757 v B2 UIEARHI R G A 5 B

A, 118 FildsE S 7-mITER X 22.9%
Q760 <, EREMEMIZE K, Igikso
HIGEE 5.1% (66 Thotz, (FHEEKT

)

(1) EXAGEMER GEEFHED)

TROEKRZBEEANRGLDONDZERH D

DT, BEE DT, BERRD LN

BIEEEETPIEL, BEURLEEZITY Z &,

Fl2, Dvavy, TFHFI7 4 T7HF—=3)FRE,

MR 4) Wb mOFIERIC W TIE

TULAF—EEZSNTREY, FCHEERS

B35 % — ik LER T 5854810
ZORLTVWOTHEETHI L,

1) BIERFREDEELESE

EMIZITHREEREZITY 2 &,

2y avy, TFI473F—

(COIEAE R« BB, BRI, Rk R )

3) BEXE, MEMER #*70—EEEH

4) B HEEIm

5) |EBBRIBRAE, M/MREAD

6) BIEMXBRAREONEFEEZESEELTKGX
GiER - &, MR T H#ISE)

7) & & K IR 5 Bh 7 fiE (Toxic Epidermal
Necrolysis : TEN), F [§ %5 I% iR 4E &%
(Stevens-Johnson fE{%%f) , RESEEK
%, XREEHRRUVERBERRE, RE (R
Bt FR RS 2%)

8) MIE MM

ASHN A P s S A A oD BILVE A % BB R AS e
L7 DR E I LT ey,

(1) EXGEMER (BEEARH)

1) EELIFES : BUETXEOEERITkEE
EIHNH LD Z ENHDHDT, EMRICH
BHEATH e BB Z 02TV, BERFED S
NELGAICIFEBICES 2RIk L, @Y e dLE
ITH 2 b,

2) MEMEX : MEEBRID LD L DO#H
ERH D,

1.7 [RIFE[RIhih— Bk

15




® 1.7-2 RIERZM—EZE (8)
—RENE T YI7oESY ESCHI R
4. EER 4. EEA

FRLOEE

Q) ZDHOEIER

(2) TDHDEIER

TROBRWERZSH bbb Z ERNHDHDT, # SAETH
WNRD BN TG AIII SN LRS- & B8 B | RERME LH, JWEEIE (BIfE)
L9 57 ClORNEEITH 2 L, M & | AEEEREESE
5%l | 0.1~5%%i% | SEERBAED BEUET | RE, K2
P e LR [RFCRIE, B, IR
AST (GOT) ZDfh  |FER, TR, GARIA
5, W) &hEhibkToz L,
ALT (GPT)
A%
BEUE? HIBE B O
i
FRAEWERE, 22
RIB 5
g B JRE A% 1R %
m & ERT BRI,
H e, A
a2 %
JHIEER H 5k H it OV 5
(BH AR 'y
R, T, =D/
e, A
JF, T,
RN
%)
B AR, B, |V DOV B,
ER HFE N fEHAR, S5EL
R 53 i HiSE, H
AR IR RE K
T, @R
AERA
Z Dt LB, |, FiE
L OV Dby,
TR, EE)K
B

1) ARRE TSN B W TRERD BTV A REITE
F D7 HBEE AR,

7 2) B AR 5 S 5% — Pk LR ST
AT, ZOX I RIERBEZ DT
THEETLHZ L,

16

1.7 [RIFE[RIhih— Bk




® 1.7-2 RIERME—ER (9)
— % B2 TR Y77 ELY ESS+H3 K

FERALDEE

5. BlEOA~AKRS
— R E R E IR AEEENET LTS O
THET R CEEICRSG T L,

5. BfENANRE
BEOREBZBE LN OHEEBEIIRET S
Lo [RICERE TITAEEEENMET LT
%, ]

6. WEiE, EiE RILBE~OES

(1) T TIENR LTV B A[REMED & B I AT
1, G LRV ERNEE LY, [BWE
B (7> b, ~UR) THEFERAIHRE
EhTnsg, ]

Q) RILF DAL, 1B EOARMENER
ME EEbd Y EnNsG8ICOLREE
T52¢, [BEMEAF~BITTLZLEN
WEINTWD, ]

6. TR EiR RBRIBE~OHRS

(1) T ST HER LTV B RIREMED & B iF AU
IRE EOBF N fEREE EEbh b L
Wrana4GEicois&Esds2 L, MR
PO T 22 EMIEMES LTV
(AN

Q) BHAFOBANITEEG LN ENEE L
WA, R ESTRETHGAICIIRLE
BEFEEDHZ L, [ MEALF~BITTD
ZERBHD, ]

7. BRBRERRICRIZTEE

(1) BSP XX ICG HEMDOBRIEN A B D Z &
5,

(2) MAEWFIIRRAEIRIC X A IIE P IERefE,
ZIVBRENREETTZEDNH D,

8. BERS

(1) #8i% - aEK

1) FZJ& « MEHR « SRR - ¥F « BEif OB IR AL (red
man syndrome) , W&% - W&M:, A%, AR
K, #JE, AST (GOT) - ALT (GPT) %o
B, R, BRI SR R AR

2) AVEMiAKNE, vEAR, EEkREE, &8, (KM
£, JAER, OISR, OME IR

(2) wiE
HoeveE, IEER OB, REIFIR, &y
&, MBS UCGHEREERIT O Z &,

9. WARALODEE

FERIZAHEE : PTP WEEDOIEANL PTP v — b D
B L CRATS L2 FET52L, (PTP
— FORRIRIZE Y, OSBRI~
FIAL, BITIZEILZB 2 U CHERIAASOE
EBheEZHRT I ERHESTY
%, )

10. ZDHDEFE

(1) JR, &, WER, %, 7F, BEX 77
RO ORBIC L W SRABICE AT
%, 7ok, MiEbREKEOEREZRT, Fi,
VI Rha AT N U ANEGRTHI L
b5,

Q) MEIMZBWT, W7 4 U EDBEICH
B LIESE, EREFREIB LI EL LD
WERDD,

WA SCE ¢ 2013 42 7 HekET

WA 2009 4F 6 AEkET

1.7 [RIFE[RIhih— Bk

17




& 1.7-3 REEMGE—ER (1)

—HER B Yo7 IFy AMLT YA D UBEE
HR5E & 27T 4 TR 150 mg WA P LT h~A T UER 1 g TR
Eak 7 7 A P —EASt Meiji Seika 7 7 /L~ R & 4

AREAAR 2008 £ 7 A 16 H 2005 4 6 A 30 H

BifER — —

BEEEAR —

HHIX 5 LT A E SR A5 AU E SR

H’C: HH
4 . Hu~"NH H M
e 3 H A HS\H/J\.,-',
. on 1]
H
P65 on
i L
[8=22 - Sk }':-;:r-o y lien.
HC H i
oH
H o
HiC Ho 40
AhoH N,
kkho—ﬁ}
- - H H
e 0oH oo

B - B8 L A7'AHY) 77 T7F 2 150mg & &t I XA T AR, AU T b= URBRE 1 g

Z " ==}

(i) Z&de

<HBICHTE>

AENBNED~ A a7 F Y Y AR

<BRGHE >

EHE, ~A AT F YT N FTEYLATLT
Ly 7 Z (MAC) JiE % & L IERE EVEH IR R,
HIV &G B (21T 2 #RTEME MACE O S JE Il

< HEE>

ARV b~ NEEDO~ AL AT T
v LR, R, XA NE, BRRE, vA L
WL hAY T

<HERE >

YR DN (R DON_=2 ) U XET
U ESFHOBAEICRD) , XA, BR
W5, BFEEE R OVF DO FERERE, ~ A a7 F
Yy h-7ETLaL 7Ly 7 2 (MAC) JE
T o OIERERETIBEE, U A VIR

e - BRI
EEY SR
LDEE

AENE, V77 oo HNREE RS
T &,

1.7 [RIFE[RIhih— Bk

18




—fiREI B R Yo7 IFy AbLT YA UBEE

TERGAE [M#ERUZOMOERIEIZN L THEAT
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BOEE) 2BV THARMETRD bR d o 7203,
YHRBRICBONTE PO EREWO 1 SOMgEHE R
(AUC) XERIRIgEERE THEl->TEBY, ZONRAUK
PEY R 7 EA BN STV,

2) ¥~ T ADNAFEMRBRICBWT, X K OET
2L B L b s il s 24 BALIEO i~ 7 2
BTN D,

MBI
LT
1) BB AIZE 5 EMEE

fEERER AU AR 100 mg XiE 200 mg % B2 H A K&
U1 H 18] 10 BREKERN# S LI-RORE/LKD
MR EHERS J O ENRE R T A — 2 %X 1 kO
#1177,

FERER A 100 mg 1% 200 mg & 1 A 1 [E&#%
PUERE QG LT R ORI O M IREIX 10 H
LINICERIRIBICEL, K2 HFORBRA LY,
60D

—o—100mg S5 (af)
—0—200mg H[E (B8)

—&—100mg RW108 B (af)
—8—200mg RE10BE (55

Tl + HEEE

500

400

o ‘Ii ;] II2 'IIE 2‘0 2‘4 2‘3 '3‘2 3‘6 4‘0 4‘4 4‘8
BEEMM (h)
1 RERAIZH TS AH 100 mg X% 200 mg %
B#%ICERRU 18 1H 10 BMREZRSHOD
MmighREHR

1 R IZAH] 100 mg XIF 200 mg # &%
HEREU 1 H1H 10 BRRERSBEOENH
HBNTA—4

AUC’
(ng-h/mL)

Cmax
(ng/mL)

tiz

(h)

tmax

(h)

e 5

100 mg 4.0 (4.0-5.0)[201.1 (17.5) |3190.8 (23.2)[25.6 (35.2)

200 mg 4.5 (2.0-5.0)[212.4 (26.9) |3275.7 (17.5)[29.4 (18.8)

BAE B

100 mg 4.5 (4.0-5.0)[327.7 (16.5) |4207.5 (20.9)|26.4 (32.3)

200 mg 4.0 (3.0-5.0)422.0 (20.1) |5230.0 (16.2)[33.0 (10.4)

THIE (CV %),

tmax DA AR (FEEH) , 6 B

72720, RIEBSRED 200 mg DA 5
* o HE B R AUC.., SEHG-RHE AUC,u

) AFIOARS-HEIZ1E100 mg % 1 B 2[ETH

%o

(2) BEIZEITH2EYHE MEAT—2%8T)

LA RGBS AR & 0P U CARAI 1 [H]
100 mg % 1 H 2 [l 56 H M &% &L Lok DREBMIE
DOIMFET AL 14 H LN TEFIRBEICE LT, £,
QTc ZEEAEIC EITHE LTV A RE (DM-6705)
O IMAE I G BAAE 6 W TERIRBICEL
72o RELRKOMCHY) (DM-6705) DOIRMEIEE T
A =B HF 2R,

*2 LRI g EEICAAF 1E 100 mg = 1 H
26 56 HEIBZIRESBEOEMEIRE/NT A —4
tmax (e AUC,4 ti
(h) (ng/mL) | (ng-h/mL)| (h)
R 3.02 414 7925 37.8
(144 B, t1 : 66 1) {(0.00-9.97) | (39.9) (37.5) (34.3)
3t (DM-6705) 9.97 151 3125 231
(145 B, tip : 66 151]) [(0.00-24.0) | (44.6) (44.7) (36.7)

CEHIfE (CV%)

toax DB FRAE (FEH) ,  toax KO Crnan

(TR O AiE)

() BEDOXE

fREFER AT AH] 200 mg 2 HEIRE AR S L2, &%
B G RHICEEARZEIER Tl Cox LY AUC 1ZENEN
0.53 {5} X 0.56 5T o 72, fERERAICAFR] 400 mg
ZHERE ARG UK, %R (555 keal, BN 16 g)
BHRITE, EER (913 keal, JEW 54 ¢) TiZ
Chax XY AUC 1ZZNZERL 2.21 5T 2.06 5T -

. 5)
— o

) AFIOARS-HEIZ1E100 mg % 1 B 2[ETH

60

2. EEMEEE

77~ = KLU DM-6705 Ot b fLiEE AR & HIE
99.5%LA LT o7z (in vitro, THIENTIE) O,

. R

TIw=RIE, ELLTOEPTT LTI LR
Wb, £, B FF b7 a—2P450 (CYP) 71
FEDH L, CYPIAA IC L Wb »icfiEans,
DM-6705 1%, CYP3A4, CYP1A1, CYP2D6 & X CYP2EIL
kv Ens”,

COBEM (AEAIZK D RE)

fERERR AL, MC-F T~ = F 100 mg Z &% ICH AR O
Wb U7, #ERRORFICENZNEY L 6E
D 89%K N 3% A Pkl X 7o, REAKDFEF 5 DlE]
IR ITIEBD 53~T75% Th 7208, JRFN S IEEIR
Ehehoi=b,

5. HE/EH

(1) In vitro FBRELIE
77~ =KX, %& CYP oy FRISMEICKI HEEH

1.8 WAT3CE (%)
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R OGEEMEM T2, £72, MDRI, BCRP, OCTI,

OATPIBI X%} OATPIB3 D% b7 v AR—HF — DXk

B Ti%72 <, MDRI, BCRP, OATI, OAT3, OCTI,

OCT2, OATPIBI, OATP1B3 & O BSEP O% k7 v

AR—Z —HE L2200,

(2) ERERAIE (MMEAIZBIT B HEHE)

AR NTIBNT, ARFNIOEFH LU D Y
Ty UEVVIRL AV =T Y RH/SET U
R[Z]P Cppax S O AUC 125288 % R S T2 o 7273,
TH T N —IU[E]D Coax 2 O AUC 1EIAFHI DG
IR o TENEN 27%K T 23% M L7, ARH D
Crax XY AUC [X[R)/[H)/[Z)/[E]1 & OPFRBEIZ X
D 45%iE L,

- BEEERLAIC BN T, AANIOFH L7t HIV Eo T
JREN, BEFELS Y MFEALKRRET 7 E
LY D Coa T N AUC 1T A BT X 72 o T2,
AFND Cpax X AUC 1F, T/ RELKDT T 7
ELUYOFRIC LV E L Lo 7o, rES
v/ Y MFEAOHHTENEI 18%K T 22%
L7221,

6. QT EREICxT 582

77 AR R A L BRI TR R (1
BRILRIERER) ICB W T, ZAIMMEMREL B (481 4,
AARN 12 6l%ETe) X512, A%1100 mg 1 H 2 [H
X% 200 mg 1 H 2 BIAFEHERHIC L3 LT 56 HIH
5 LT2fER, QTCF MRRO T (b EIT R 5] & &
BTN L, HEEFI7: QT IEENFE D bive (3 3)
Y, 72k, A 100mg 1 H 2 [EIFEE 56 H H O 54% 4
RERDIZ BV THROR 16.8 msec 7R L, £ DD 7 7 &R
BEDOZEL AT 5.0 msec ThH o7z, Fiz, AHI200 mg 1
H 2 EI#EE 56 H H & 5% 10 FREEIZ IV TR 20.8
msec Z/R L, TDREDOT T REEDOE(LEIL 5.2 msec
Tholo, TDHD 6 &AMk 53R TIE, QTcF M
PR B2 bR 6 1 B LR E L, 6 & H ORI
HIZEDEEFBMEmPIRT D LB L (R
4) 9, 7, AAH%E 56 BEEG LI2FER, QTCF Mk
DOEALDINTINDORER T 60 msec VL EIER L7z B3
1%, AH100mg 1 H 2 [FHET 7.5% (12/161 i) , AH
200mg 1 A 2 [T 10.6% (17/160 i) TH-7Y, =
D55 16l QTcF &Y 500 msec Z# 2 Tz, %
DD 6 18 H ke e 538 T, A% 100mg 1 A 2 A
FET3.6% (5/13761) , AHI200mg1 H 2 FIFET 3.9%
(3776 Bil) Th o729,

*®3 TSR BEEAC-ZETRAETHML
BRAER (EREREER) 2B T35 KERE5H

B D QTcF DEHELE (5% 3 BFRH)

QTcFDZE{E=E (msec)

#5H | A#1100 mg 1H2E | &#|200mg1 B 2@ | 75K + OBR
+OBR (1614l) + OBR (160 #1) (160 45)

188 -0.1 (11.7) -1.2 (10.5) -3.2 (10.4)
14 BE 6.7 (13.2) 6.8 (13.1) -1.2 (14.6)
28 HE 6.1 (17.7) 114 (15.1) 0.1 (15.1)
56 HE 12.8 (16.6) 14.7 (16.0) -0.4 (14.5)

M (R RZE)

OBR : fiifi 2R HEIG R IE

QTCcF : Fridericia DR A& AV - 2 OFIE QT IR
QTcF D=2 T A U hxib DE{LE

x4 6 BFHAMBIRSHRICE T SFRAIIREHREH

@ QTcF DEHEILE

WA A#100mg 1 B 2@ + OBR |A#I200mg1 H 2@ +OBR
B | QTcF O ZE {8 (msec) | IEX | QTcF D Z 1L 8 (msec)

2 115 10.4 (194.2) 68 11.2 (192.2)

6 110 13.5 (140.8) 65 9.60 (195.2)

10 74 16.5 (133.8) 39 10.4 (249.0)

14 104 13.7 (141.7) 60 10.0 (217.5)

18 86 13.0 (167.9) 43 12.3 (188.5)

22 94 14.4 (147.0) 49 9.73 (223.7)

26 98 14.6 (140.7) 55 13.7 (154.3)

FHfE (CV%)

OBR : fiifi 22 A HETE 1A
QTCcF : Fridericia DA AV - 2 OFIE QT IR
QTcF D=2 T A U hib DL E

) AFIOARS-HEIZ1E100 mg % 1 B 2[ETH

60

CER PR A&

1.

BRI AEREE R

ZAIM R B 81 B, BARAN 2HZET) %
KIRIZ, 7T B AR BELE 2 (b S Il TR g
AR (ERRLRRR) 25U, A% 100mg1 H 2 [H]
1% 200 mg 1 H 2 [ 2 AEHEREIC L3ed LT 56 HIH
B OFIER OZ R 2 ME Lz, A& 100 mg
HROT 7 R FoOEEhERELERIL, ZhEh
45.4% (64/141 f51) K 129.6% (37/125 %) TH Y, %f
EEBIC BT, MEHEMICEBERENRBO SN (p=
0.0083, Z=iME A DA M4 & & L 7= Cochran-Mantel-
Haenszel RE) ,

. RIEARER

7T Rx R IEE AL T E BRI TR iR (E
BItREIRER) (AR S N 2RISR RS (2
D% D 6 EA MG SRS I LI BEEZET) O
2 Fh O RIBFIEIRICOWT, 1B XTIEEET L
-EBEOEISE, AKI 100 mg 1 H 2 [H 3% 200 mg 1
A 2[E% 6 H UL R EHEIAHRIC ERE Lo BT
74.5% (143/192 Bil) , FEHEIRHR~D LR 2 @A L
TR o BEENI T 55.0% (126/229 f5]) T - 7=,

1.8 WAT3CE (%)
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T T AR RV E AL B MR TRERT L RGRER T 56
H QEH) , Mkbitxb#BRT 6 fEA

F) AAIOARIN-HEIZ1E100 mg % 1 B 2ETH
%,

()

1. EBEMER

(1) ﬁ%{’ﬁﬂi”‘ 18, 19, 20, 21)
LRI RS B, B2 IR B2 8 2 3 o A o
WICHUETE 2 L, MR ASEE R O R & R o
IRIRBURERZ B 6 L C b PR 28 LTz,

() BEHR
~ U AEBMREIEET MICBNT, BO&EICKD
Fifi R AE B 00 FH BAH B 72 b 338 8 By, TRIER)
RER LT, E, BERERORERE~ U AfE
BIEET MZBW TS, FREOHRFENRZ R LI,

) BERERELOHAHRE? D
VU AROENE Y MEMERFZIEE T BN T
BEAF O HURERZEE & OO F % 512 & 2 1R ) o> S
NRD BN, £7-, ELEy MBMEREET L
WZHBWT, SRR ORMZE IR L TR R % R
L7,

2. fER%FE "7
FRERA DI 23— VROEGREZEET 2,

3 . Wﬂﬂ‘i 17, 24, 25)
TN AE T AR F420 BEERTOERIZLY
MR SN D, Invitro BRICBWT, TF~=FK
O BRMEREHBBEE L) 77 e X bm<,
A V=TV REFA%ETHoTZ, LnL, fhobiskmg
L OZRHMETFE O STV,

(BRI T 2 EILFHER)
—f%4 : 77 ~=F [Delamanid (JAN)]
{bZ4, © (2R)-2-Methyl-6-nitro-2-[(4- {4-[4-(trifluoromethoxy)
phenoxy]piperidin-1-yl} phenoxy)methyl]-2,3-
dihydroimidazo[2,1-b]oxazole

HE -
SRGNLY
o Q/N 0" F
N\
N

5330 CysHasF3N,Og

yFHE 53448

PE R s BEA~REE AR U IEOM R TH 5,
NN-CAFNATE T I RIZETFRTL, T
TERR 7T AR, TER=E
U MZRREITIZL K, A 7 —MZEETIc<
<, =& =) (99.5) IZHD CTIEITIZL <, K

WIEE A BT,
A A K 195°C (5 fE)
(a%)

TIVT 4 236E 50mg : [PTP] 60 #& (10 52 x 6)

(EEXBRUXEFERSE]
FEXR

1) fENERE (77 ~= FOmERER)

2) tENEEL (T~ bIEEIRME K O AT)

3) AR (R R O E & 535R)

4) tENERE (AR ERE Z R E LT 7R
& O EEREER)

5) &R (HER5-35)

6) HENEE (B R ILIEE AREA)

7) HREE (v NMEE R

8) &R (MC-7 T~ = FH[EH 5 RER)

9) &R (b b CYP BLEK VFHE)

10) #NEE (B b b5 o AR—Z — LB R OFEE)

1) #NEE (=& 7 b —/L O Rifater®0F B O A A
YERD

12) #NEE (B HIV EOEREFOMEAER)

13) R (=7 7 v L RO AVE)

14) #ENERE (ZHIMERER RS 255 & LIRS
A5

15) Gler, M.T. et al.: N. Engl. J. Med., 366(23), 2151-2160,
2012

16) Skripconoka, V. et al.: Eur. Respir. J., 41(6), 1393-1400,
2013.

17) Matsumoto, M. et al.: PLoS. Medicine, 3(11), 2131-2144,
2006.

18) thE Rl (ERARRER CoOBE L 7-/EEE (ZAIME, &
ZAIME) (CHT 27 7~ = ROEZM)

19) NG (AARTHBESN-FEE (SAIME, 8%
HtE) 2xt4 57 7 ~= FORZME 1)

20) fENER (HEARTHOBES N fEE (A, 8%
HitE) 12x4 57 7 ~= KO 2)

21) fENER (RERAL L7= w7 S BURERL B BCG BRiCxHd %
A TETEME)

22) #ENERE (= U RBPERERIE T T VT O LA ER
JEICXTT 2T 7~ = R&& AL O

23) &R (BT Y MEWREIEET L TOT v =
R % & el b OF L ORI E)

24) HNEER (77~ = ROMmMHEIC B b 5 s 1-HET)

25) HNER (57T~ = PO B RMHERE HBUEE)

XRREER 5%
FECRRICFTEFH OB RN & L TH FREIC ZTHE
RTEEW,

KERSER S BRI RE L 7 —

T108-8242 A AT HE X LR 2-16-4
W7 Z o Ry F LT —

HEah  0120-189-840

FAX 03-6717-1414

BLEIRIE T
KGR A
AR T XA [ =] HT 2-9

1.8 WAT3CE (%)



TILT 4 /388 50 mg

%158
(RFEFTRREBRRE VR XEICHT H1FHR)

1.8 Thge- xR, TRE-BElI XU
[MEALEDEE] ZERML

REFERERASHT



1.8  I=hee - Ry, TRE-RE] R ERLOFE] BERL ..o 3
181  BHEE - RNERIRTEIRML oo 3
1.8.1.1 1 1) L SOOI 3
1.8.1.2 ERTERRIL ..o, 3
182 R - FAIBERTEIRML oo 9
1.8.2.1 == B = = OO 9
1.8.2.2 B s BB DIRTEIRML ..o, 9
1.8.2.2.1 IR BN RO HELOGME (POC BRER) oo 9
1.82.2.2 T T2 RHE « FHEOBGEIL oo 9
1.8223 ZHIMEMTEZERE ICBIT AT 7~= ROHEIEE o 10
1.8.2.2.4 e X | OO U OO 10
1.82.2.5 AT PR BB OIRIFRICBIT 57 7~ = ROHESEHE - HE ... 11
1.8.3 MERLEDEE] BRURTERIL . .o 12

1.8 T%hee - 2y, THIE - A kO MEH LoER) REmi
2



1.8

1.8.1

Zhee - R, TRZE-BE] AU IERLOIE] RERML
REE - R ERML

1.8.1.1 e - R

< W R >
AFN M D FERZ
< JEPEIE >

EZ: U TREIEETA

1.81.2 EZTEIRH

7 I <= ROAMMEE, 3 >oEEtRHE eaoffoos s, 242208 35, 292116

B)

WCEVEHMm L7 (¥ 1.8.1.2-1) , Z+hb 3 REROAE LY, WHO 2IE'ET 5 ZHIMHE MRS

% (Multi drug-resistant tuberculosis : MDR-TB) JREfEEHIT 7~ = REMANT-HE OB &
LMD HER ST,

242204 75 - MDR-TB (% &5 % & U= 3B & L CIEicokBiio 481 4 (5% 9 [,
17 fig%) % MIELICEMT L —HER Y 7 v R bEGAER, 7 7~ = F 100 mg BID,
200 mg BID X377 &R &2 BEAFHifEE%3E  (Optimized background regimen : LA T, OBR) (Z
FHLTSs6 H 2 v A) &5L, ALK ONLEMEZFMT 52 LICE D EOKEHE
ERETT A2 LR BEE Lc, FIC QT IERAEMH Z PK/PD OBLENHIRFTTE 5 & 512l
EIHIERZRT T,

* EEREMIA B 1X, Mycobacterial Growth Indicator Tube® (MGIT) 2T AIC L 0 #4500k
A2 MDR-TB "3k 552 5 CTd - 72 #5 [modified intend-to-treat (MITT) - MGIT] % %5
ELT, 25 HICkT aEEEEERME(L (Sputum Culture Conversion : SCC) % K L 72 #
BB OEIE L L, BIRZEHIEEEHEIC X D 2 5 H O SCC & 2R L 7R E O EIE5<°
SCC £ TORFM& L L1z,

242208 5k : 242204 HBRICH 2 FEE, FIv=FD 6 » HEOBMIGHEE RIS
Lk 5B, OBRIZOFHT 27 7 ~= FOMEIZ 100 mg BID /LB L, EROE
HIZE Y 200 mg BID ~f&EA(REE L7z, AR CRMIZ AN, MM & A M2 5,
WHO 7714 RZ A > ® MDR-TB 5#{bigE M D 6 » HIZHELT 5,

22116 #5242 204 BRic RSN 2 ToRE Qa2 feos HricsmLEn
E DI B RIZ, 24 4 A B ETOMEFHT —2 LAIMT — % OINEZ B &
L CHEhE, 24 » H D OBR JEHHK THRRICE T 2 Ri&iRERiRiR %2 & T B A 0 2 iR
T 5N NGB, RBROT —#1%, WHO OH#E4Ed %5 MDR-TB FEOJFH] « TIEZ 2
SFCEDLERMENOINE LT, 24 » ADBFED 7 v —7 v 7HIE 87.5% (421/481 151
ThH-oT,

ko WHO FHEICHD X, BRI TR (24 » A%) 18, BAHRIGEET B, WE<ET)
SO BIFTRVIRIFERIG GET, TRREN, 1BRAEIT) LERL, HEEIZI ¥k &

1.8 T%hee - 2y, THIE - A kO MEH LoER) REmi
3



L7z,

WHO & # e ét
OBR Bl @M AN
(6-8 1 A; MESIEILIE 240 8) (12187 A; W&t 216H8)
iﬁ‘ﬂ:i"aﬁ&ﬁ’f L 7?
XKEOTII=FEE
24220458842 T 24220858 T HREGMET
242116 BBHBR 4
——— (i —k, 240 8)
TOYF s ~ PG - — — — = = = = = e <
+
wi@mEg R
OBR (6-8 1 A; MESIEILIE 240 8) (12182 A; W&t (L 216H8)
Eitf‘ﬁﬁﬁ?’ HEamRT
1.8.1.2-1 WHO H\#2E4 5 MDR-TB JAEIES & TV = FOBRKRRTY

CEERT T RS o204 B T, FREE KR BED MDR-TB B4
X, Hx OBEIEREREEO OBR P FicT7 7~=FK%& 1 HH&E200 mg % 1 H 2 [A]#
5 (LLF, 100 mg BID) Xi¥ 1 HH&E400mg % 1 H 2 [E[#% 5 (LLF, 200 mg BID) T 56 H[H#
5L, BEMEROAERMELZ OBRICT T ERZ0HH LIcHE & ik Uiz, ARWED FEEHEE B I,
MGIT |2 L DR BRIV T, R5REE 2 » AR 5412 SCC M LI-BEOE IS & L
Too TOEIGE, I ERBELBLCT Iv=NFETHRICERD? o7 (£ 1.8.1.2-1) , FEFE
i HIZBI L CiE, LOCF, OC X' PP THAFHTL, Wil hT 7~ = FHEO T T v REET T
DM R SN, FEREHEEE THT 7~ = REECIE TEGHE» HER R E T
O N7 7 RBICHARTHEHL, 77 ~= NOEEMEIIMORIKREHEE B OREICB VT
—HBMERA LN, LIER->T, 77~v=FK% OBR &fHT5HZ L2k, MDR-TB BEHEIZH

12

WTEE 2 5 Ao bRz m LS8, ERMICHEEZIF1LT 5 2 L RS,

1.8 [ZhRE « 2R,

TiE - R RO TR EoEE ) BERIL

4




% 1.8.1.2-1 MGIT I2 & 2EBRIEBREICH LV THZED SCC ZEM L 1-1ER
Zngla 4a2]204 st50)
BEH
INGA—5
FITZK FISIZK TSR
100 mg BID 200 mg BID + OBR
+ OBR + OBR
B 141 136 125
Fatifb &2 R L2, n (%) 64 (45.4) 57 (41.9) 37 (29.6)
T RRITHT DA v Xk 1.534 1.416 -
Z v R0 95% CI (1.107; 2.124) (1.012; 1.980) -
pflEE t7Z&R) 0.0083 0.0393 -

BID : 1 H 28], CI: {EfEXH
P EEME RS ROVUIES 1 HE) 128V T MDR-TB Th 5 = & AR S - iiBr g
<BIHIE : 2.5 F255 2 kE>

f7- 202116 BT, 202204 HBUCHLAAN BT BE D 87.5%2F\ T 2 FERIO 7 4
n—7 v 7nnsni, 20216 RrokEEHE, 2 5 Ao 242204 3B (100 mg BID,
200 mg BID, 7’7 t&®R) 0%, 6 » HD 242—.—208 B (100 mg BID X% 200 mg BID) (ZHHA A
NHENTZPHANR LIRS o L - TR 1.8.1.2-2 1R X 5 7 9 RO ERIC /T B
7o

EREHE (&KX 24 » ARE)

DLM 100 mg BID 116 SBR1 FE
50 AR 6 »AM g (n=238)
j S —
DLM 100 mg BID (n = 63) DLM 200 mg BID 116 ERERIC fizm
i 2 1AM 6 n Afd S (n=21)
(n=161) =
208 FHERIS SHER (= iz
DLM 7 116 SERIC =
N e W -
DLM 100 mg BID 116 BRI iz
oo 6 » AR ' (n=45)
i
DLM 200 mg BID (n=76) DLM 200 mg BID 116 BRI iz
204 & 2 n AR 6 1 Afd S (n=22)
(n=160)
208 BRI 116 BRI BE
1-~ al ~ o]
W
DLM 100 mg BID 116 SRERIC Tk
oot enAm [ (n=39)
5544 BID ’ DLM 200 mg BID Py
Ls|  2nAM 6 » AR (n=27)
(n=160) A, iy
08 & = = _
| ,\ 116 SERIC L
smey DLM %L @—» Pt

1.8.1.2-2

<5187t : Position Paper on Combined Analysis >

1.8 [%hgE -

UL

TR - AE) RO MER EoREE)

5

B EARAL

202116 HBRICHE T2 TSI FOBRSEEHMIC L5948




SO EM%E, 7~ =K 100 mg BID £, 200 mg BID BEOARMENFRIETH 7= 2 &
MOMEEEE &Y, T, T7~v=F6n AL ERER (K 1.8.1.22 1, B> 7 TRLAERF)
E2 H HUTHEERE (K 181229, ZL—TnRLUER) ICEEDTHEHLEBER, T7~v=
R 6 5 AU EHGRETIT 2 » HUTHRGRHC TR RIEREET (GARHAESET) 2R LA
FEOEGNEL, Fm, HERITIF IR TETFLE (3 18.1.2-2) .

Fio, THAOWEEROBAOLT NET (126]) KOBEA (11 1) & THEES iz 23 4
RO LT BRHIORE R 2R 1.8.1.2-3 1TR LTz,

= 1.8.1.2-2 TIRZF 6 nAULBREERU 2 h AUTEREHEICE TSR
BEERERUECE
Fov=re5E | 02]esH 24 5 BABRORKARER
ER S SRIAE I 3K BT 8 RERIF BT
(ITT) n (%) 95% CI n (%) 95% CI
6 # LA E#EE® 192 143 (74.5) 67.7-80.5 2(1.0) 0.1-3.7
2 % AL FH#E® 229 126 (55.0) 48.3-61.6 19 (8.3) 5.1-12.7
2 HUTDS 5, 73 42 (57.5) - 6(8.2) -
TIw=RERL

" P<0.0001, vs2 » H UL FEEEE
¢ o4 oz, 242208 BERICHLA AR B AL SE G

® 2ar J2os stmric sz, 242 208 BB AL B AL TR
CI : confidence interval, ITT : intention-to-treat.
<BIFC :25 F257 #LE>

#* 1.8.1.2-3 TIY=F 6 nALULEBREERUY 2 n BUTHREHEICEIT &K

BEERRUECE (BEMER)

Fov=rip58 | e 24 h BABRBROBRKAERER
ER B B E 151 40 RIFARERR T

aTT) n (%) 95% CI n (%) 95% CI
6 » ALLE#EG " 176 136 (77.3) 70.4-83.2 2(1.1) 0.1-4.0
2 5 AL TG ° 222 123 (55.4) 48.6-62.1 18 (8.1) 49-12.5
23 HLUTFD I B,
S AL 71 41(57.7) - 6 (8.5) -

20208 oL, 22204 RBTT I~ = NI T TR EEE Sh B
Poa Jros #BrTF T~ = T TR EEE SR, 242208 HEBRICBINL Ao 1 B
< 5|7t : Position Paper on Combined Analysis H A< F3 Il 7% >

FFRIZ, XDR-TBIZIR-7285A6 0T 7~=RF 6 » HU ERRERET2 » AU TRGHIZHEITX
0 % < OIERITRIFIIRFEIZARD BN, 6 » AU LRSI LHIIIR b eroT- (&
1.8.1.2-4)

Z heT (1260 KOHA (116 ZBROWMIT T, FRORRN G L (R 1.8.1.2-5) ,

1.8 TZhRE - 2R, DAL - HE) RO MEH LoEE] BUERIL
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#* 1.8.1.2-4

XDR-TB BEIZEFTEHTIV=F 6 n ALULESHERUT 2 5 AL

THREFICHEITIREAREFR VTR

TSI Rig5E 24216 24 5 BAEEORKARER
AERESR BIF 1A BRI T
fiE 151 45
(ITT)
N n (%) 95% CI n (%) 95% CI
6 » HLL ¥ 5 44 27 (61.4) 45.5-75.6 0 (0) -
2 5 HUL &5 12 6 (50.0) 21.1-78.9 3 (25.0) 5.5-57.2

<BIHIE 2.5 #258>

#* 1.8.1.2-5 XDR-TB E&ICHITET5Y=FK6 n AULBEERUV 2 n AL
THRERICEITAREABGIBRUETEE (BRETER)
7ov=rsn |2202ffe 24 7 BRI O BHARERIR
HERER BT AEERIE A
fiE 11 35
(ITT)
N n (%) 95% CI n (%) 95% CI
6 » A UL E#S 38 26 (68.4) 51.3-82.5 0 (0) -
2 4 AU TF#S 11 5(45.5) 16.7-76.6 3(27.3) 6.0-61.0

<BIFHITt 2.5 #£25.10>

7 7<= FRIXOBR L DOHHTT, 1BKEEHLE 2 » A EF S TR ORERE R LR % M S,
FOHBEILITIREEMES (KRB TIX 6 » AL EBRERE) T2 L1280, 2 %0 B RK
BERIRZ L0 L, EREERTIED 2 LRI,

WIZ, 7TT7~v=F6» AULEERGHLE 2 » ALLTHREHIZ OV T, Kaplan-Maier f# 712 K %5 SCC
ORI L g L7z (X 1.8.1.2-3) . ZOFER, &M 2 » A% E TORMERERME(LERD
KEIHEE, TTI~V=F6 » AL EEGRETIIL Y BOEBRMECEIRD b, 24 5 A £ TRt
L7z, 24 H AR CORBRMAEITT 7~v=R6 » ALLEEER T 745%, 7 7~=F2 % ALL
THRERET 55.0%CThH o7 (F 1.8.1.2-2) , L0 EWEBEMALROMEED, R&IREEROWE
WCHBLTWAD EEZ BTz,

T =X OWEEROBLE D, 7T (124 KOBHA (11 #) (& THEM 7z 23 #il% kxR
SAUTZEATIE, 24 v AR CORBRHALRIZIT I~v=F6 » AL EEEGHET91.7%, 77~ =
K25 ALULTFEERET 121% Th o 72,

TiE - R RO TR EoEE ) BERIL
7

1.8 [%hE - 2]



247 ABFETHSCC, MITTERH
AR

100.0%

90.0% |

- — — — T

F— - — — — =

FTIRX=F2HhAUT — -

— — TIX=F6nALL LT

80.0% |
70.0% |

G0.0%6 |

=i DHESL

T T T T T T T T T T T T T
o 56 112 168 224 280 336 392 448 504 560 616 672 728 784

SCCETMESR (B)

1.8.1.2-3 TIYZF6 nALLEREHE 2 n AUTEREHICET51R5M
1eM 5 24 H ARFTO SCC DHEBDLLE

<BIHIE 2.5 K253>

LLE, MDR-TB BE Zxi5 L L TiTo7- 3 DOEELEFRRBEOEONT-T 7~ = ROFLM
BT D RN S, SR 226 « R & LT&RRHELZITHY 2 & & L,

1.8 TZhRE - 2R, DAL - HE) RO MEH LoEE] BUERIL
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182 R% - AERERN
1.8.2.1 R - A=E

W, RANCIET 7~=F&LT1H100mg % 1 H 2 [EE, ZIBEROEET D,

1822 FL - AEORERH
18221 VHRENROAERKEHE (POC HER)

t MZBT DT 7~ = ROIEyEEE & G0 [(WHIFEEH : Early Bactericidal Activity (EBA) ]
DEFRIZ OV TIE, HHLICZ S - SRR Z MRS 2 x5 b Lz 242 101 35 (EBA
?® POC A ER) CTat L7, FEBRIZEB VT, 77~ = F 100 mg, 200 mg, 300 mg X% 400 mg
Z 1 H 1A (QD) 14 HIE, BRBICHEMEG L, BIOEBERICHERSHE LTS Y =TT R,
TyoEvy, BIVFI RROZ U7 h— AR EEHRE TR L GHE AT, T v =
K™ EBA IZ, Log CFU DHE N HHEM L-—H %70 O CFU Z21b&: (WK o O
) L LTEHLE, 14 HEOFSHI/M T 200 mg K& ¥ 300 mg TOR KA EDRIT TN EH
0.060, 0.06510g CFU/HTH Y, ZNOHHGEICBIT AT 7~= ROV MmIEPIREERE (AUCun)
IXZENZH 3,551 & 5,489 ngh/mL Tho7-Z Lind, mAKEDEEFET 2 AUCu, OREIEIT
3,500 & 5,500 ng-h/mL DICH D EE 2 BT,

18222 T5YZFRE - AEOREL

B AHRBRICENT, &% (BHER) CBELLLEOT T~ = NRBRITZEERICERS L
EED2FHCYEE L2 o, TR UEORBRITR&R RS THME S L7z, POC #UER (2 1#[# D EBA,
202101 B 1BV T, FI~ =K QD BEEGOAESHR S, PIHIRE RO
BSOEME (1.8.2.2.1) Ot i k5 % 242204 #0137 5 ~ = R AUCn 75 3,500 - 5,500
ngh/mL Z##x 52 L2 HEEE LT,

F o, A EZ XSG T 7~ =K1 HH&E300mg % QD, 1 A 2 [a (BID) X' 1 A 3 [=] (TID)
T TRERE L2 BA 0EpBiE 2 mE L 2221 827222134 21) 120,
TEFRAE (10 H H) T?D AUCo4, 1%, 300 mg QD (25, 150 mg BID & OF 100 mg TID THIAM L,
ETOECBN TR M L BRMT BRI Ch -7, it s - 242204 3855 0 242 J208
FREBROFTMEME (WHO HERZIZHE U7 G M &2 5) R, HFIREIC L3 7T 4
TYAMETOU A7 LG LEDOETHRET LR 1 B 2EEREG L9252 LT LT

U EDORER LY, RO MDR-TB BH 2B 5% N FHRERTIE, 77 ~= oMk - &
& LT 100 mg BID % Tf 200 mg BID &R S, BHEGETHZ &L L,

1.8 [%hge - 2R, TG - A& KO M EOEE] RERNL
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1.8.2.2.3 SZEIMAEMEZBEICE TS5 TV FORERGH

242204 BRI T, MDR-TB #4142 OBR Bl FCF 5~ = F 100 mg BID, 200 mg BID
XIZ778R%E 2 y ARG LT 7~= ROMHE RIS EZFE Lz, FBRT, FEIHE
HHTHD MGIT OFHHIC LD 2 » A B ® SCC #ERK L2 BHFDOEIAIL, OBR EOFH LZMlT
T~ = RHABRERIZEIZ o= (57~ = F 100 mg BID £f : 45.4%, 200 mg BID £ : 41.9%,
7T RAREE 0 29.6%) o EEERHA AW CRIRAGRHMIIE E TIX, 2 » A BIZ SCC &Rk L7
DOENEI1ET Z~ = F 100 mg BID #F 53.8%, 200 mg BID #f 65.2%(Z%f L C7 7 B HREETIE 33.6% T
bHoTl,

T 7<= R®D AUCu 1L7 7 ~ = K 100 mg BID £ T 7,925 ng-h/mL, 200 mg BID #£ T 11,837
ngh/mL Tho7z, ZNHDOHAETIEL, MDR-TB BEIZB W TCEOAMMZ 3T 5 720 O RBE

(AUCa4p, : 3,500 - 5,500 ng-h/mL) %z % Z &R INTZ, 77 ~v=RFOMHE% 100 mg BID
725 200 mg BID (ZHICTZ & C AUCup (FHM L 72 b 0D (7272 LEINI A& LB TIEed-
722%) , 2 » HHIZSCC ZEEK LTZEBEDHEIENOROTET I~= RO 2 HEOHEIMIX, 77
~ =} 100 mg BID #f & 200 mg BID #£ CEIIA DN Do T2, AINEIZHONWTIE, T7I7~v=R%
100 mg BID % OBRIZOFH L CETHZ L THATHH I EE X b,

1.8.2.2.4 e

MDR-TB B IZH 57 7~ = FOLEMEROBEMICSWTIE, 242204 %%&U
242 208 FBRTEEAM L7, WEBRAE U CHTHNE 2 BIAERE S, 1 6 (FRIRRA) |
2602204 HBTF T~ = FEGH, 16l (FERA ) i3 202208 R TF T~ = M&Efﬂmt
#% 62 HETho7z GEMIZ 274 K276 ZH) . EHERAEFRIINET 74 ] (LEM QT
IEf, WEIL, FEHRMERTE, B AHE STV, EPJH?J(D%J i3 242204 #5100 mg
BID #£C 2.5% (4/161 #]) , 200 mg BID #C 3.8% (6/160 ) , 77 & AREET 2.5% (4/160 ) ,
242 208 BT 3.3% (7213 ) TH o7,

FIw= %6 » AMEG Uiz 242208 itBr i 242 204 38R & LR THI A E ST
ROLNTELT, AEFROEBENKGHMIERIZft> T EF T2 &b hoTz,

75 R % st iR L Ui 242204 BB Tix, LB QT IR 2RV THEEGEORIRT
TIY=FHEE T TR CRBE TH - 7o, LEX QT IR DOFEILHEIL, 77 ~ = F 100 mg BID
RET9.9% (16/161 f5) , 200 mg BID #C 13.1% (21/160 ) K ON7 7 & AREET 3.8% (6/160 1)
Thotm, LEM QT ERIZSNT, 242208 BB THAZIT > 7255, HRIKFENR QTCF
JERDFRO B, N—RA T A b O LEITT 7~ = K 100 mg BID #£ T 14.6 msec, 200 mg
BID ## T 18.9 msec T o7z, QTeF MERIIHKEGHHLEH 2 » AlIZmKERY, ZD®%T I~ =
G TETD 6 » AMIZZNLL ED QTeF SERIT L b ivZe o 72, £72, hERG iR O#E R &
U'PK/PD #1f8 L ¥ QTe SERIZFEICE G T2 &5 2 5L 5 DM-6705 I 2 % H LABEHE 72
5 ERIZ o7z, QTcF OAMUE (KaxHE T 500 msec #8 13— A T A > L bl LT 60 msec
PLEDIER) 2R LIEEEOIZEAER, T T7~= NEEIZIMAT, &t LmEEER, K0V
U AMIEZLEDORER Y A7 7 7 7 X —%Ff-> Tu /=, Torsades de pointes <°fE REEARVEH 2 ~24- 2
—IEEOFRII A bl

1.8 [%hge - 2R, TG - A& KO M EOEE] RERNL
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£z, WSO MDR-TB B4 (10 #) # %%z Lz 28 o4 —7 B 42210
AR TIE, 4 roREFER (BIMEOHEEZE, EEIREE, MDR-TB E LK O7 L a—/LELH)
WCERT 2 1FIORCHRR N (F7~v= Rgbhhik#% 14 HE) (27473 K276 ZH)
HFIEFNX 3B (9B 1 BFlERTROETH]) TH-7-, T 7~ = K 300 mg BID + OBR F£ T % FH &l
REEITRRD BT, X—2Z2F A 6D QTcF A b EIX ) 17.63 msec TH 7=,

1.8.225  SZHIMMEMERBEEDERICEITSTIYZ FOEERE - AE

BHHEICB L TIE, OBR IZT 7~=RZfH L7z& &D MDR-TB BHE~DX T 1 v M,
OBR D40 #H L 0 B 5z, 242204 BB HHFME A <13, 79 ~= Rom &
IZBT52 5 HADSCCERENTT7ER + OBREEL Y ARICE -T2, FIZ, EHAHEDMIC
B9 2 AT OFER D, TT7~=F%ZOBR L LC6 » AU L&EE LI-HETIE, T7~v=
R% 2 5 ALLF T OBR OAEH L7ZREICHT, @ SCC EMRE A MR L, THRK THICK
D BAF R BAGRFIRIR G D, HIECTEMET L (R 1.8.1.24) , [FAROZNENZ DEH S
#£HToH 5 XDR-TB BEIZHB N T HHRD H LTz,

— 7, ARV LT, LER QT IR DA EFELNHKEL LI EFHF OFIEGIET 7~ = F 200 mg
BID + OBR #£737 7~ = F 100 mg BID + OBR #£ L ¥ F722 o7 (2.7.4 2) . MDR-TB {f/&ICF
AT 7~= Ng@ZEHNEZ 2 » AT, 2 » A~4 » ALLT, 4 » A~6 » ALLTFIZA T Tl
WLl ZAh, BEHNHPIES TCOZIOREFEROERI AN EFT LI TR0 oT

(2742121 Z8) . LA ->T, MDR-TBIREICK LT, XX 7 v b= VU X7 ORI &S
RBatleT 7~=RohHE GEERE - HE) %2, [EE, RAIZET 7~=F& L T1[\ 100
mg % 1 H2[EE, YIIR#HEKROEGTH] &L,

1.8 [%hge - 2R, TG - A& KO M EOEE] RERNL
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1.8.3 MERAEDZFE] RUKEREM

AHN O IEEG IR BRI e O IR R B AE 2 & & ICHSRDOMH FoEEE22E L LT, ERR 9 F
4 A 25 HIEFE 606 5IW MRl NI 9 45 4 A 25 HIERREE 607 B35 R mani YEHL

L, FTRROXIITHE LT,

FERALDIE ()

BREDRH
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1. ARk B RBLA B < 7=, FERIEOBIRIC 5 72 ik
LRBR A E BRI E OFED b b TRE L, EIE I
5k,

2. KFIOBEEIC LY QTIE RS ORI BZNNRH S DT, #1455
AR O G- PIXEHIANIS DR ESE 21T\, VA7 b7
4 v FEEE L CARIOR S 2 EEICHET 5 2 L,

Lo MPERE ORI Z < 2 &2 MUK S5
To OEE TR LT,

2. AFIOENWEH T QT ITE AR D b~ 2
EDBEE L,

(EZ (ROFBEICEERELENIE) )
1. AFIORK 5 UBUE OB D & 5 B H

2. R XITFEL TWA RO H HiF AN ( T6. TG, pER, %
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1. ZRMEICBE T 2 —RABLEIC LV RE
L7z,

2. BT AFERBROMSRE B E 2,
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72 b, Eiz, MoK Ot
~OBATHER B R TR SN TE
0, ORI X D BRI 0
b7 EnrbRELE,

(xhee - HRICEET HERALOEE)

AFNOEHIZEY QTIEERNH b2 BENRH DD T, QT LR D
HHEE, HBOIWVIQTEEEZEZ LLTWVWAFE~DEEIZONT
g, VAT EREXT v N &BE L CRFIEE 0BG 2 EE R

AFNIORIERAT QT IEENRED L=
LM BERE LT,

L THRE Otk 2 HEIZHIE5 2 &,
82 D AR,

ZEMERFC AR 2 e 5 LTe B, BEREG EHEL T Cr & T
AUC DIETFHRRBOOEND Z &b, ZEEFREGZRIT 5 Z
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(ke L C 6 & A %

(3)

&, (M. EEES) OEBHE)
(% - AZICEET 5ERALOEER)
(1) AFOFERZHT=->Tix, WHEEORRE <D, JFAE (1) ELE 55 CEESE 1R 19 B
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1.9 —RMBMICHRLIXE

(JAN)
LR 23 45 5 H 23 BAFEREREALSE 0523 55 5 Sl K vamm S iz,

—REAFR . (BA%) TI7~=1F
(¥ 4) Delamanid
b4
(HAA)
QR)-2-A T -6-= F T 2-[4-{4-[4-(F U TN F B A NFINT =/ FERY D]-
AN T = ) X INAT)N]23-V e KaA I ZV[21-b]4FH Y —u
(. 4)
(2R)-2-Methyl-6-nitro-2-[(4- {4-[4-(trifluoromethoxy)phenoxy]piperidin-1-yl} phenoxy)
methyl]-2,3-dihydroimidazo[2,1-b]oxazole

(INN]J
delamanid (r-INN List 66, WHO Drug Information, Vol. 25, No. 3, 2011)
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[22—3—A5]

£ %, H &K 4
. B Delamanid TIv=F
— A () PRI
LR S
R
[ 4]

(2R)-2-Methyl-6-nitro-2-[(4-{4-[4-(trifluoromethoxy)phenoxy]piperidin-1- Z
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WHO Drug Information Vol. 25, No. 3, 2011 Recommended INN: List 66

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 66

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-101) and Recommended (1-62) International Nonproprietary Names can be found in Cumulative List
No. 13, 2009 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 66

Il est notifi¢ que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d’une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-101) et recommandées (1-62) dans
la Liste récapitulative No. 13, 2009 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 66

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuacion se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacién en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacién alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-101) y Recomendadas (1-62) se encuentran
reunidas en Cumulative List No. 13, 2009 (disponible sélo en CD-ROM).
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Recommended INN: List 66 WHO Drug Information Vol. 25, No. 3, 2011

Latin, English, French, Spanish:

Recommended INN Chemical name or description; Molecular formula; Graphic formula
DCI Recommandée Nom chimique ou description; Formule brute; Formule développée
DCI Recomendada Nombre quimico o descripcidon; Férmula molecular; Férmula desarrollada

abediterolum
abediterol 5-[(1R)-2-{[6-(2,2-difluoro-2-phenylethoxy)hexyllamino}-
1-hydroxyethyl]-8-hydroxyquinolin-2(1H)-one

abéditérol 5-[(1R)-2-{[6-(2,2-difluoro-2-phényléthoxy)hexyllamino}-
1-hydroxyéthyl]-8-hydroxyquinoléin-2(1H)-one

abediterol 5-[(1R)-2-{[6-(2,2-difluoro-2-feniletoxi)hexillamino}-1-hidroxietil]-
8-hidroxiquinolin-2(1H)-ona

C25H30F2N204

HO |

adomiparinum natricum

adomiparin sodium sodium salt of a low molecular mass heparin obtained by enzymatic
depolymerization of heparin from porcine intestinal mucosa; the
majority of the components have a 4-deoxy-a-L-threo-hex-
4-enopyranuronic acid or it 4-hydroxy saturated derivative at the
non-reducing end and a 2-amino-2-deoxy-D-glucopyranose
derivative structure at the reducing end of their chain; the relative
average molecular mass range is 5,500 to 9,000 daltons and a
polydispersity of less than 1.5; the degree of sulfation is about 2.6
per disaccharidic unit

adomiparine sodique sel sodique d'héparine de faible masse moléculaire obtenu par
dépolymérisation enzymatique d'héparine de muqueuse intestinale
de porc ; la majorité des composants possedent une structure acide
4-déoxy-a-L-thréo-hex-4-énopyranuronique ou son dérivé saturé
4-hydroxylé a I'extrémité non réductrice de leur chaine et une
structure 2-amino-2-désoxy-D-glucopyranose a |'extrémité réductrice
de leur chaine ; la masse moléculaire relative est en moyenne
comprise entre 5500 et 9000 et son indice de polymolécularité est
inférieure a 1,5 ; le degré de sulfatation est d'environ 2,6 par unité
disaccharide.
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delamanidum
delamanid

délamanid

delamanid

edivoxetinum
edivoxetine

édivoxétine

edivoxetina

efinaconazolum
efinaconazole

éfinaconazole

efinaconazol

(2R)-2-methyl-6-nitro-2-[(4-{4-[4-(trifluoromethoxy)phenoxy]piperidin-
1-yl}phenoxy)methyl]-2,3-dihydroimidazo[2,1-b][1,3]oxazole

(2R)-2-méthyl-6-nitro-2-[(4-{4-[4-(trifluorométhoxy)phénoxy]pipéridin-
1-yl}phénoxy)méthyl]-2,3-dihydroimidazo[2,1-b]oxazole

(2R)-2-metil-6-nitro-2-[(4-{4-[4-(trifluorometoxi)fenoxi]piperidin-
1-il}fenoxi)metil]-2,3-dihidroimidazo[2,1-b][1,3]oxazol

o
OCF,4

CZSH25F3N4OG

o QA%

(1R)-2-(5-fluoro-2-methoxyphenyl)-1-[(2S)-morpholin-2-yl]-1-(oxan-
4-yl)ethan-1-ol

(1R)-2-(5-fluoro-2-méthoxyphényl)-1-[(2S)-morpholin-2-yl]-1-(oxan-
4-yl)éthan-1-ol

(1R)-2-(5-fluoro-2-metoxifenil)-1-[(2S)-morfolin-2-il]-1-(oxan-4-il)etan-
1-ol

C1gHa6FNO,

ocH; O NH

(2R,3R)-2-(2,4-difluorophenyl)-3-(4-methylenepiperidin-1-yl)-
1-(1H-1,2,4-triazin-1-yl)butan-2-ol

(2R,3R)-2-(2,4-difluorophényl)-3-(4-méthylenepipéridin-1-yl)-
1-(1H-1,2,4-triazol-1-yl)butan-2-ol

(2R,3R)-2-(2,4-difluorofenil)-3-(4-metilenopiperidin-1-il)-
1-(1H-1,2,4-triazin-1-il)butan-2-ol

C18H22F2N4O
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4.2.1.1-02 Influence of Medium pH on Antimycobacterial || REREHRARHL BN HREH ATl &
Activity of OPC-67683

4.2.1.1-03 Antimycobacterial Activity of OPC-67683 Using | |Gz @ | XEHEHRR S [ER HREH S &
an Agar Proportion Method

4.2.1.1-04 In Vitro Activities of OPC-67683 and Reference | |GzN @ | REHERISH|ER HREH FFHmE
Compounds Against Mycobacterium tuberculosis
Standard Strains and Mycobacterium bovis
Strains

4.2.1.1-05 Bactericidal Effects of OPC-67683 and B XEHEHRR S [ER HREH S &
Reference Compounds Against Mycobacterium
bovis BCG Tokyo Under Aerobic Conditions

4.2.1.1-06 In Vitro Activities of OPC-67683 and Reference | |lGzN @ | REHERISH(|ER HREH Sl E R
Compounds Against Clinically Isolated
Mycobacterium tuberculosis

4.2.1.1-07 Susceptibility Testing of OPC-67683 Against (| |Gz = | PZEE 3 =TT HREH S &
Clinically Isolated Mycobacterium tuberculosis in
South Africa

4.2.1.1-08 Determination of Delamanid MIC Values Against ||| 20 APE |[KREHEHRAZ|(ER HREH ATl & A4
Multi-drug Resistant or Extensively Drug- ~20=Q A E
resistant Mycobacterium tuberculosis Strains
Clinically Isolated in Japan -2-

4.2.1.1-09 Determination of Delamanid MIC Values Against ||| 20 AE | KEEEHXRKXEH(ER HRER Fi &
Multi-drug Resistant or Extensively Drug- ~20=Q A8
resistant Mycobacterium tuberculosis Strains
Clinically Isolated in Japan

4.2.1.1-10 Determination of Delamanid MIC Values and ] 20 ] pi )N HRER Bl &
Sub-species Analysis of Mycobacterium 20
tuberculosis Complex Isolates
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4.2.1.1-11

Antimycobacterial Activity of OPC-67683 Against
Mycobacterium africanum and Nontuberculous
Mycobacteria

.

421112

Evaluation of In Vitro Antimycobacterial Activity of]
OPC-67683 Against Mycobacterium africanum

4.2.1.1-13

Frequency of Spontaneous Resistance to OPC-
67683 in Mycobacterium africanum

421114

Species Identification of Isolates From
Mycobacterium africanum ATCC 35711 Using
Polymerase Chain Reaction

4.2.1.1-15

Evaluation of In Vitro Antimycobacterial Activity of]
OPC-67683 Against Mycobacterium tuberculosis
Complex

4.2.1.1-16

In Vitro Antimycobacterial Activity of OPC-67683
Against Mycobacterium tuberculosis Complex

4.2.1.1-17

Bactericidal Effects of OPC-57998,0PC-67683
and Reference Compounds Against
Mycobacterium tuberculosis

4.2.1.1-18

OPCiLEYDHEHKEA I T HEMIFE (4)
-In Vitro Activities of OPC-242 and Reference
Compounds Against Mycobacterium Species-

4.2.1.1-19

Evaluation of Antimicrobial Activities of OPC-
67683 and Reference Compounds (RFP, INH,
EB, PZA, SM, PA-824) Against Mycobacterium
tuberculosis H37Rv Within THP-1 Cells
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4.2.1.1-20 Effects of OPC-67683 and Reference B B CERESZEELEEGIEDR HREH S E
Compounds (RFP, INH, EB, PZA, SM, PA-824) ~20= A e
Against Mycobacterium bovis BCG Within THP-1
Cells

4.2.1.1-21 Antibacterial Effect of Pulsed Exposure to OPC- _ 0= A ~ | KFHEKXRKX=H|EA HAEH 54 &
67683 and Reference Compounds (RFP, INH, 20 A e
and PA-824) on the Intracellular Mycobacterium
tuberculosis H37Rv

421122 Antimicrobial Activities of OPC-67683 and ] RBEHERISH|ER HAEFH SEEH
Reference Compounds Against Intracellular
Mycobacterium tuberculosis H37Rv and
Mycobacterium bovis BCG

42.1.1-23 Effects of OPC-57998, OPC-67683 and ] REHEHRISH(|ER HREH SEEH
Reference Drugs Against Mycobacterium bovis
BCG Within THP-1 Cells

4.2.1.1-24 Antibacterial Activity of OPC Compound Against || HAEH SEEH
Mycobacterium tuberculosis in Macrophage
(MacrophageR#E#E (23t F 5, OPCILEYIDH
E{ER)

4.2.1.1-25 Bactericidal Activity of OPC-67683 Against ] AEHERARH|EA HAEH ST &
Dormant M bovis BCG

4.2.1.1-26 Evaluation of the Bactericidal Effect of OPC- ||| REHEKRISH(|ER HREH SEEH
67683 Against Mycobacterium bovis BCG Under
Microaerophilic Condition

4.2.1.1-27 Frequency of Spontaneous Resistance of ] AEHEMRASH|EA HAEH B¢

Mycobacterium tuberculosis H37Rv Towards
OPC-67683 and Reference Compounds

1.12 R ftEH—5
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4.2.1.1-28 Frequency of Spontaneous Resistance to OPC- ||| I 0= A E ~ | RFREHRKXESH|EARA HAEH 5T &
67683 and Reference Compounds in 20N A B
Mycobacterium tuberculosis and Mycobacterium
bovis

4.2.1.1-29 Frequency of In Vivo Spontaneous Resistance of (||| I  [200ENEE ~ | XEEEHX21H|ER HRER SEEH
Mycobacterium tuberculosis Towards OPC- 20 Ee
67683

4.2.1.1-30 Establishment of Assay Procedure for Mycolic | lGEG_Gl 20 A~ | KEHEXKKXRH|EA HRER SEEH
Acid Synthesis in Mycobacteria 20 e

4.2.1.1-31 Dose Finding Study for Inhibitory Concentration |/ GzGz_0l 20, AE | KREEXKA=H(ER #HREH SEEN
of OPC-67683 for Mycolic Acid Synthesis in ~20= e
Mycobacteria

4.2.1.1-32 Inhibitory Activity of OPC-67683 Against Mycolic [ | = [20WENENE ~ [ XAEEERX2E|ER HREH S &
Acid Synthesis in Mycobacterium bovis BCG 20| A e

4.2.1.1-33 Analysis of OPC-67683 Resistant Mechanism || NGz 20l lE ~ | RABEERISH|[ER HREH S &
Related Genes of Mycobacterium bovis BCG 20 A e
Tokyo

4.2.1.1-34 Evaluation of Drug Resistant Mechanism of [ REREHRARL BN HREH AT & A4
Clinically Isolated Mycobacterium tuberculosis
Provided From the Korean Institute of
Tuberculosis

4.2.1.1-35 Evaluation of Drug Resistant Mechanism of ] REFEHEHKARH |ERN #HREH Ealid=§ ]
Clinically Isolated Mycobacterium tuberculosis in
Estonia

4.2.1.1-36 Evaluation of Drug Resistant Mechanism of [ 20N A lE ~ | AREE/RA S ([ER HREH AT & 44
CIinicaIIi Isolated Micobacterium tuberculosis at 20 A e

1.12 R ftEH—5
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4.2.1.1-37

Evaluation of Drug Resistant Mechanism of

Clinically Isolated Mycobacterium tuberculosis
Provided From [

4.2.1.1-38

In Vitro Activities of DM-6704, DM-6705, and
DM-6706 Against Mycobacterium tuberculosis
Standard Strains

4.2.1.1-39

Antimycobacterial Activity of OPC-67683
Metabolites

4.2.1.1-40

In Vitro Antibacterial Activity of OPC-67683, Its
Metabolites and Reference Compounds Against
Aerobic and Anaerobic Bacteria

4.2.1.1-41

Therapeutic Efficacy of OPC-57998, OPC-67683,
and Reference Compounds by Oral
Administration in the Experimental Mouse Model
of Chronic Tuberculosis

4.2.1.1-42

Therapeutic Efficacy of OPC-Compounds and
Reference Compound by Oral Administration on
the Experimental Chronic Tuberculosis Model in
Mice

AFAf e -

4.2.1.1-43

Therapeutic Efficacy of OPC-67683 and
Reference Compounds by Oral Administration on
the Experimental Chronic Tuberculosis Model in
Mice

4.2.1.1-44

Therapeutic Efficacy of OPC-57998, OPC-67683,
and Reference Compounds on the Experimental
Acute Tuberculosis Model in Mice by
Intratracheal Infection

ARELEN

20pm - Al E ~
2051 E

RBR I BRI A PBiles BE RO
205 AE ~ (REEEKAS ([ER #HREH SEZEHN
205 E
0= A lE ~ | KAEEEKRA S ([ERA HREH a7l & 4
20F1F B
20, APE | REHEHRARML(ER HAEH BRig e
~20FFlE
20, G EREEZFEELZEEIER HREH a1l & 4
~205 A E
20, APE [REHEHRAZH|(ER #HAEH ATl &
~20=Q Al
20MERAE ~ | AEERKA R ([ER HREH SEEHN
20 A e
20l AE ~ [ REEEKASL(ER #HREH SEZEHN
20+ HF A

AREHUEHRA 24 ([ER HREH SEEH
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4.2.1.1-45

Intermittent Therapy With OPC for the Treatment
of Mycobacterium tuberculosis (Mtb) Infection in
Mice

4.2.1.1-46

OPCiLEYDHERKA I I HEMIFAT (1)
-Therapeutic Efficacy of OPC-242 and Reference
Compounds on Survival Rate After Experimental
Intratracheal Infection With M. bovis Ravenel in
Mice-

4.2.1.1-47

OPCiLEYDHERKA I T HEMIFAR (2)
-Therapeutic Efficacy of OPC-242 and Reference
Compounds on Tuberculosis Model After
Experimental Intratracheal Infection With M.
tuberculosis Kurono in Mice-

4.2.1.1-48

Therapeutic Efficacy of OPC-242 and Reference
Compounds on the Survival Rate After
Experimental Intratracheal Infection With M.
tuberculosis Kurono Strain in Mice

4.2.1.1-49

OPCIt &YD#ERE I3 T 2 EBERME (3)
-Therapeutic Efficacy of OPC-242 and Reference
Compounds on Tuberculosis Model After
Experimental Intravenous Infection With M.
tuberculosis Kurono in Mice-

4.2.1.1-50

Therapeutic Efficacy of OPC-67683 on an Acute
Experimental Model of Tuberculosis in BALB/c
Nude Mice Intravenously Infected With
Mycobacterium tuberculosis Kurono

%
L
L
L
[
LI

AR S fit #5 FD

AR S it S T

HRARAH
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ot HHREH SEEH

HRER SEEH

E RN HREH SEEH

E RN HREH SEEH
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4.2.1.1-51 Therapeutic Efficacy of OPC-67683 on an Acute 0= A lE ~ | REFEREHRKXSH|ER HAEH SEEH
Experimental Mouse Model of Tuberculosis That 20 A E
Made by Intravenous Infection Using
Mycobacterium tuberculosis Kurono in Nude
Mice
4.2.1.1-52 Study of Antituberculosis Activity of Novel OPC 0= e ~ I = - HRAER SEEH
Compound in a SCID Mouse Model of Human 20 ]
Immunodeficiency Disease (AIDS, etc.) I
-SCIDY I RZEMREARLKE (AIDSKEEH)E
TILELT, FLLOPCIEEMIC LD ERAIFER
ERDHZ-
4.2.1.1-53 Study of Antituberculosis Activity of Novel OPC 20 L lEE HREH SEEH
Compound in a Model of Human Tuberculosis in 20 I
SCID-PBL/hu (In Vivo Antituberculosis Activity of I
OPC Compound in Human T and B cells)
-SCID-PBL/huE MERZBERET LERL=HLL
OPCit &M=L A MERIER DR (EFTHIRAB
MRS ERRNICHEET HEDFHLLOPCILEMIC
[ZLBIERZIER-
4.2.1.1-54 Therapeutic Efficacy of OPC-242 and Reference I | = HREH SEZEH
Compounds by Oral Administration in the I
Experimental Mouse Model of Acute I
Tuberculosis
4.2.1.1-55 Therapeutic Efficacy of OPC-242 and Reference I = HRER SEEN
Compounds on the Survival Rate After [ |

Experimental Intratracheal Infection With Multi-
Drug-Resistant M. tuberculosis QR-9 Strain in
Mice

1.12 R ftEH—5
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4.2.1.1-56

Therapeutic Efficacy of OPC-242 and Reference
Compounds on Tuberculosis Model After
Experimental Intratracheal Infection With Multi-
Drug-Resistant M. tuberculosis QR-9 Strain in
Mice

4.2.1.1-57

Early Bactericidal Activity (EBA) of Isoniazid,
Moxifloxacin, and Pyrazinamide by Oral
Administration in the Experimental Mouse Model
of Chronic Tuberculosis Induced by Intratracheal
Infection

4.2.1.1-58

Early Bactericidal Activity of OPC-67683 on
Experimental Tuberculosis Model in Mice by
Intratracheal Infection

4.2.1.1-59

Early Bactericidal Activity (EBA) of OPC-67683
by Oral Administration in the Experimental
Mouse Model of Chronic Tuberculosis Induced
by Intratracheal Infection

4.2.1.1-60

Early Bactericidal Activity (EBA) of Isoniazid,
Rifampicin, and Ethambutol by Oral
Administration in the Experimental Mouse Model
of Chronic Tuberculosis Induced by Intratracheal
Infection

4.2.1.1-61

Monitoring CFU in Lung During Initial 7-day Oral
Treatment of OPC-67683, Isoniazid, and
Rifampicin in EBA Study Using the Experimental
Mouse Model of Chronic Tuberculosis Induced
by Intratracheal Infection

4.2.1.1-62

Plasma and Lung Level of OPC-67683 After Oral
Administration in Mice

RERLEN;

AFAf e -

20 = ElE
~20@FR A e

AR 5 fE A NSy SRR HE#HGE BEEROR]
20l=1E e~ [ = HREH BSEEH
0 B3l ERl
20EIEE ~ [XEEER2H BN HREE TmER
20=E =
20EIE NG ~ [XEEER2H BN HAREH T
20=E =
20E R e~ [ABEEERIEH|EN HREE FmE R
20 = FH
20EIE NG ~ [XEEER2H BN HAREH BSEEH
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20EIE G ~ [XEEER2H BN HAREH BSEEH
20=E =
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4.2.1.1-63 Plasma and Lung Concentrations of OPC-67683 AEHERARH|EA HAEH SEEH
After a Single Administration to Mice

4.2.1.1-64 Plasma and Lung Concentrations of OPC-67683 RFHEKARH|ERN #HREH SEEN
After a Single Administration to Mice (No. 2)

4.2.1.1-65 Determination of Plasma Concentrations of OPC- AEFREH/RA S (ER HAEH SEEH
67683, Rifampicin, Isoniazid, Ethambutol,
Pyrazinamide and Moxifloxacin After Multiple
Oral Administration of Various Regimens to Mice
Infected With Mycobacterium tuberculosis
Kurono

4.2.1.1-66 Serum and Lung Concentration of Rifampicin [ ] 20 B ~ | KEHREXRKXSH|EARA HAEH SEEH
After a Single Administration to ICR-Mice 20 AR e

4.2.1.1-67 Determination of Plasma and Serum [ ] 20 A E ~ (KRIFHEKA R |ER HRER SEEH
Concentration of OPC-57568, OPC-57998, OPC- 200 F e
67201 and Rifampicin by Single Oral
Administration to Mice Infected With
Mycobacterium tuberculosis

4.2.1.1-68 Determination of Serum and Lung Concentration || NN 20 AE ~ | RIFEEKRK S (BN HtREH SEEH
of Rifampicin by Single Oral Administration to 20 E e
Mice Infected With Mycobacterium tuberculosis -
No. 2-

4.2.1.1-69 Serum Concentrations of Rifampicin After Oral | NGB 20 A~ [KIEFEEKRLEH(ER HAEH SEEH
Administration in the Experimental Chronic 20, H
Tuberculosis Model in Mice Caused by
Intratracheal Infection

4.2.1.1-70 Pharmacokinetic and Pharmacodynamic Study of ||| || 20FEQAE ~ | KEHEKKXSH|ERN #HREH Ealid=¢ ]
OPC-67683 in an Experimental Mouse Model of 20 EE

Chronic Tuberculosis

1.12 R ftEH—5
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4.2.1.2-01 Secondary Pharmacology of OPC-242: Binding | | Nl 20l lE ~ ER HREH B g s
Assay of OPC-242 to Various Receptors and lon 20 A E
Channels

4.2.1.3-01 Dissolution of OPC-67683 in the Physiological |Gz 20 RE ~ [KREFEHEKARH|ER HRER SEZEH
Solution 20 A e

4.2.1.3-02 Dissolution of DM-6704 and DM-6706 in the ] 20 =R E ~ [ RIFHEKARH |ER HRER SEEH
Physiological Solution 20 AE

4.2.1.3-03 Dissolution of DM-6705 and OPC-47099 in the | [ 20 FRAlE ~ | RIFEEKRASH |[ER #RE R SEEN
Physiological Solution 20 A e

421304 Safety Pharmacology Studies of OPC-242: - R ZEEEE EE HREH S &
Effects on hERG Current 20f=lA = I

4.2.1.3-05 Preliminary Safety Pharmacology Study of DM- ||l 20l=1E I E ~ (I | = X HRER SEEH
6704, DM-6705, DM-6706 and OPC-47099: 2ofl=llF e I
Effect on hERG Current

421306 Safety Pharmacology Study of DM-6705: Eftect || 2 E EER B HREH S &
on hERG Current v =2 E] ER

421307 Safety Pharmacology Study of DM-6704: Effect || 20 E RN EE HREH ST & T
on hERG Current >y EHEIEm.

421308 Safety Pharmacology Study of DM-6706: Effect || 20l A ~ I | = HREH &
on hERG Current 20f=1A e |

4.2.1.3-09 Safety Pharmacology of OPC-67683: L R E ] EREEE L EEGER HREH T &
Comparative Study of Inhibitory Effects of OPC- 20 A
67683 and Its Metabolites on hERG Currents in
CHO-K1 Cells

4.2.1.3-10 Safety Pharmacology of OPC-67683: Effects of ||| Gz 0= A E ~ | REFEREHRKXSH|EARA HAEH ST &
OPC-67683 on the Action Potentials of Isolated 20 AE

Guinea-Pig Papillary Muscles

112 AN — 5
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4.2.1.3-11 Safety Pharmacology of OPC-67683: Effectof || NI = 20ElEE~ | REEEHXZH|ER HREH ST &
OPC-67683 on General Symptoms and Behavior 20 R A E
in Rats

4.2.1.3-12 Safety Pharmacology of OPC-67683: Effects of ||| 20l lE~ |[ABEERISH[ER HREH S &
OPC-67683 on Respiratory and Cardiovascular 20 E e
Systems in Conscious Dogs

4.2.1.4-01 Evaluation of the Anti-Mycobacterial Activity of ||| | = [200EIEE ~ | XZEERX2E|ER HREH S &
OPC-67683 in Combination With Rifampicin 20 A e
Against Clinically Isolated Mycobacterium
tuberculosis

4.2.1.4-02 Evaluation of the Anti-Mycobacterial Activity of ||| |||l = [200ENEE ~ | XEEE&X2H|ER HREN Ealid=E ]
OPC-67683 in Combination With Ethambutol 20 A e
Against Clinically Isolated Mycobacterium
tuberculosis

4.2.1.4-03 Evaluation of the Anti-Mycobacterial Activity of ||| | = [200ENEE ~ [ XZEERI2E|ER HREH S &
OPC-67683 in Combination With Isoniazid 20 e
Against Clinically Isolated Mycobacterium
tuberculosis

4.2.1.4-04 Evaluation of the Anti-Mycobacterial Activity of ||| |||l [200ENEME ~ | XZEE&X21E|ER HREN Ealid=§ ]
OPC-67683 in Combination With Streptomycin 20 A e
Against Clinically Isolated Mycobacterium
tuberculosis

4.2.1.4-05 Plasma and Lung Level of Anti-tuberculosis I 20 ER e ~ | KREREHRA 4 (ERN HREH SEEH
Drugs After Oral and Subcutaneous 20 F e
Administration in Guinea Pigs

4.2.1.4-06 Combination Therapy of OPC-67683 With T XEHEHRR S [ER HREH S &

Reference Drug on Experimental Chronic
Tuberculosis Model in Mice by Intratracheal
Infection

20QFQAQE ~
2051 R B
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4.2.1.4-07 Combination Therapy of OPC-67683 With - R E ] CEREEEZEEGIER HREH SEEH
Isoniazid on Experimental Chronic Tuberculosis 20 QA H
Model in Mice by Intratracheal Infection

4.2.1.4-08 OPC Combination Therapy for the Development _ 200M=Q A8 ~ TN HREH SEEN
of a MDRTB Treatment Regimen in Mice 20 E e

4.2.1.4-09 Selection the Best Regimen Containing OPC- [ |20 B~ [KEEERIAIH[ERN HAEH SEEH
67683 With Other Compounds by Oral 20 H
Administration in the Experimental Mouse Model
of Chronic Tuberculosis Induced by Intratracheal
Infection

4.2.1.4-10 Selection of the Best Regimen Containing OPC- (|||}l |20 B~ [AEEEKXRH[ER HAEFH Sl E R
67683 With Other Compounds by Oral 20 H
Administration in an Experimental Mouse Model
of Chronic Tuberculosis Induced by Intratracheal
Infection (Experiment 3)

4.2.1.4-11 Selection of the Best Regimen Containing OPC- [ = 20 E~ | REEEHRX&H[ER HREH AT & 44
67683 With Second Line Drugs by Oral 20 A
Administration in an Experimental Mouse Model
of Chronic Tuberculosis Induced by Intratracheal
Infection

4.2.1.4-12 Selection of the Best Regimen Containing OPC- (||| || ]l |20 H~ | KEREKA R |ER HREH SEEH
67683 With Other Compounds by Oral 20 H
Administration in an Experimental Mouse Model
of Chronic Tuberculosis Induced by Intratracheal
Infection (Experiment 2)

1.12 R ftEH—5
15




TR -

TG RRE S A ~v EH B SR fte 441 R BN e Rn HAEA o #GE BEEE ORI

4.2.1.4-13 Therapeutic Efficacy of Combination Regimens (|l = [20lENEE ~ [ABEEE#RAX S |[ER HREH SEEH
of OPC-67683 With Other Compounds Such as 20 M A B
Rifampicin, Isoniazid, Ethambutol, Pyrazinamide,
Grepafloxacin, and Moxifloxacin by Oral
Administration in the Experimental Mouse Model
of Chronic Tuberculosis Induced by Intratracheal
Infection

4.2.1.4-14 Assessment of the Potential Activity of the B ANE =) HREH SEEH
Nitroimidazo-oxazole OPC-67683 as Part of a ~20=) e
Standard Drug Regimen and a New Drug
Regimen for Tuberculosis

4.2.1.4-15 Evaluation of the Antimicrobial Contribution of ||| || | |l |20 AE TN HRER SEEH
OPC-67683 to Alternative First- or Second-line ~2051F B
Regimens Without Isoniazid and Rifampicin

4.2.1.4-16 Therapeutic Effect of OPC-67683 on [ ] 20 A B ~ | KEHEXRKXSH|EARA HRER SEEH
Experimental Chronic Tuberculosis Model of 20 R A e
Guinea Pigs

4.2.1.4-17 Therapeutic Effect of OPC-67683 on [ ] 20 FRFE ~ [ RIFEEHRASH|[ER HRER SEZEHN
Experimental Chronic Tuberculosis Model of 20 A e
Guinea Pigs (2)

4.2.1.4-18 Therapeutic Effect of a New Regimen on ] 20l =RE~ [ABEEERX2HE|ER HAEH SFHmE
Experimental Tuberculosis by Intratracheal 20 A e
Infection in Guinea Pigs

4.2.1.4-19 Plasma and Tissue Concentration of OPC L R EE EREEELEEGER HREH SEEH
Compound After Administration in Guinea Pigs 20= A e

4.2.2.1-01 Preparative Details of [dihydroimidazooxazole-3- || 20j=] B e ~ N HREH SEEH
“CloPC-242 200=1FlF

1.12 R ftEH—5
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4.2.2.1-02 Preparative Details of [dihydroimidazooxazole-3- ||| 20[=lIFlE ~ - F=TN HREH SEEH
“CloPC-242 20=1FlF

4.2.2.1-03 Validation of Assay Method for OPC-67683 in ||l 20l lE~ |[ABEERISH|[ER HREH SEEH
Gum Arabic Suspension by High Performance 20 E e
Liquid Chromatography With Ultraviolet
Absorbance Detection

4.2.2.1-04 Homogeneity and Stability of OPC-67683 in Gum |||l 20l =lRE~ [AEEERX2HE|ER HAEH SEEH
Arabic Suspension 200 A E

4.2.2.1-05 Validation of Assay Method for OPC-67683 and ||l 20l E~ |[ABEERISH[ER HREH S &
Its Metabolites (DM-6701, DM-6702, DM-6703) in 200 F @ H
Rat, Mouse and Dog Plasma by LC-ESI-MS/MS

4.2.2.1-06 Validation of Assay Method for OPC-67683 and ||l 20 =F e ~ [ A EEERX 2 |[ER HAEH FFHmE
Its Metabolites in Mouse Plasma Using LC-ESI- 20 A E
MS/MS (2)

4.2.2.1-07 Development of Assay Method for Enantiomers || 205 AE ~ |KREEXKA=#(ER HREN Ealid=§ ]
of OPC-67683 and Its Metabolites in Mouse, 20 A e
Rabbit and Dog Plasmas by LC-MS/MS

4.2.2.1-08 Validation of Assay Method for OPC-67683 and || B~ [ABEEXRX2H|[ER HREH SEEH
Its Metabolites in Mouse Lung Homogenate by
LC-ESI-MS/MS

4.2.2.1-09 Development of HPLC Assay Method for OPC- |||l 0= e ~ | RABEERISH[ER HREH SEEH
67683 in Plasma Samples 20 A e

4.2.2.1-10 Investigation of Interference Peak Affecting | 20 APE | KEHERAZ|ERN HREH AT & 44

Determination of DM-6705 in Animal Plasma

~20+FlE
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4.2.2.1-11 Validation of Assay Method for | 20lE)E e~ |[AEEERARHE|ER HREH SEEH
I* in Mouse Plasma Using LC-ESI- 20 R A E

MS/MS

422112 Validation of Assay Method for Phylloquinone || 20 A E ~ [ KRIFHEKA R4 |ER HRER SEZEH
and Menaquinone-4 in Mouse Liver Homogenate 20 A e
Using LC-APCI-MS/MS

42.21-13 Ruggedness of Assay Method for OPC-67683 ||l 20lElEE ~ [ A EEERA S |[ER HAEH Sl E R
and Its Metabolites (DM-6701, DM-6702, DM- 20 A e
6703) in Rat Plasma by LC-ESI-MS/MS

4.22.1-14 Validation of Assay Method for OPC-67683 and ||l 20 B~ |REEEHRXEH (BN HREH S &
Its Metabolites in Rat Plasma Using LC-ESI- 20, H
MS/MS (2)

422115 Validation of Assay Method for OPC-67683 and || i B B ERESZEEEEER HREN EaliR=g =]
Its Metabolites in Rat Plasma Using LC-ESI- ~20=) e
MS/MS (3)

42.21-16 Validation of Assay Method for Enantiomers of || 20 A~ [KREH#EHRARH([ER HREH S & A
OPC-67683 and lts Metabolites in Rat Plasma by 20 H
LC-ESI-MS/MS

422117 Validation of Assay Method for OPC-67683 and || 20|l = ERNPSTEET ST ET HREH SEEH
Its Metabolites (DM-6701, DM-6702 and DM- 20 F e
6703) in Medium Containing Rat Liver S9 by LC-
ESI-MS/MS

42.21-18 Validation of Assay Method for B | 20 =lE0E ~ [RAEEERRXKH|[ER HREH sEZEH
in Rat Plasma Using LC-ESI-MS/MS 20 A e

422119 LC-MS/MS ZR@ L\ =74 ¥m#Esh oPC-242 & | 20 EEH__  _IEE HAEH Sl AR
U7 D B4(DM-6701, DM-6702, DM-6703) i ~20= A |

EOEEENIT—Yay

H
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4.2.2.1-20 Partial Validation of Assay Method for B B E ? ER HREH ST &
Metabolites (DM-6704, DM-6705, DM-6706) of ~20i= 7
OPC-242 in Rabbit Plasma by LC-MS/MS H

422121 Validation of Assay Method for oPC242and Its (I 2B HE~ ? EA HREH ST & FF
Metabolites (DM-6704, DM-6705, DM-6706, DM- 20li=A =
6717, DM-6718, DM-6720, DM-6721 and DM-
6722) in Rabbit Plasma by LC-MS/MS

422122 Long-term Stability Study of OPC-242and Its ||| I |20 E E ? ER HREH SHmEH
Metabolites (DM-6704, DM-6705, DM-6706, DM- ~20i=1F =
6717, DM-6718, DM-6720, DM-6721 and DM-
6722) in Rabbit Plasma at -70°C or Below

422123 Influences of OPC-242 and DM-6704 on R E E R ? EA HREH ST & FF
Quantification of DM-6705 in Rabbit Plasma by 20 A e
Liquid-liquid Extraction Method With Diethyl
Ether

4.2.21-24 Validation of Assay Method for OPC-67683 in |l 20=NEE ~ [ A EEERASHE |[ER HAEH S E
Dog Plasma by LC-ESI-MS/MS 20 A e

4.2.2.1-25 Validation of Assay Method for OPC-67683 and ||l 20l=AllE~ |[ABEERISH|[ER HREH S &
Its Metabolites in Dog Plasma Using LC-ESI- 20= A e
MS/MS (2)

42.21-26 Long Term Stability Test of OPC-67683 and Its |||l 20=EE ~ [ A EEERARHE|[ER HREH Al E R
Metabolites in Dog Plasma at -80°C 20 R e

4.2.2.1-27 Validation of Assay Method for OPC-67683, Its || 0= e ~ | ABEERISH[ER HREH S &
Metabolites, and Antituberculosis Drugs in Dog 20 A
Plasma Using LC-ESI-MS/MS

42.21-28 Influence of the Feeding on Recovery in the | 0=k~ [ AEEERARHE|ER HREH Sl E R
Assay Method for OPC-67683 and Metabolites in 20*=F e

Dog Plasma by LC-UV or LC-MS/MS
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4.2.2.1-29 Validation of Assay Method for < [ 20 E ERESZEELEEEER HREH SEEH
in Dog Plasma Using LC-ESI-MS/MS ~20=) e
4.2.2.1-30 Partial Validation of LC-ESI-MS/MS Method (3) || 20l =AlE~ |[ABEERISH|[ER HREH S &
for the Determination of OPC-67683 and lIts 20 B
Metabolites in Rat Plasma
4.2.2.1-31 Partial Validation of LC-ESI-MS/MS Method for ||| 20 ElE [REEEKRIZH[ER HAEH SEEH
the Determination of I inRat ~20=) e
Plasma
4.2.2.2-01 Pharmacokinetic Study of ~0PC-67683 || 20 lIE ~ | ABEERISH |[ER HREH SEEH
in Male Mice -Plasma and Lung Concentrations 20 Q A8
of OPC-67683 and Its Metabolites (DM-6701,
DM-6702 and DM-6703) After Single Oral or
Intravenous Dose-
4.2.2.2-02 Plasma Concentrations of OPC-67683 and Its | [ GGz 20l lE ~ | ABEERISH|[ER HREH SEEH
Metabolites (DM-6704, DM-6705, DM-6706, DM- plt) =3 5] |S]
6717, DM-6718, DM-6720, DM-6721 and DM-
6722) After Single Oral Administration of *
OPC-67683 at 3 mg/kg to Male Mice
4.2.2.2-03 Pharmacokinetic Study of *and * [ 20l lE ~ | ABEERISH[ER HRE R S &
OPC-67683 in Rats -Plasma 20 FE e
Concentrations of OPC-67683 and Its
Metabolites (DM-6701, DM-6702 and DM-6703)
After Single Oral or Intravenous Dose-
4.2.2.2-04 Plasma Concentrations of OPC-67683 and Its ||l 0= lE ~ [RBEERISH|[ER HREH SEEH
Metabolites (DM-6701, DM-6702 and DM-6703) 200 F [ H
After Single Oral Administration of *
OPC-67683 at 1000 mg/kg in Male Rats
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4.2.2.2-05 Plasma Concentrations of OPC-67683and Its ||| I = [200EAlE ~ | XFEERXSH[ER HREH SEEH
Metabolites (DM-6704, DM-6705, DM-6706, DM- 20 e
6717, DM-6718, DM-6720, DM-6721 and DM-
6722) After Single Oral Administration of *
OPC-67683 at 3 mg/kg to Male Rats
4.2.2.2-06 Blood Concentrations of Radioactivity Following || |||l lll =  [200EAME ~ | XFEERXSH([ER HREH BRifg s
Single Oral and Intravenous Administrtions of 20 AR e
C-OPC-67683 at 3 mg/kg in Male and Female
Rats
4.2.2.2-07 Analysis of Radioactivity in Plasma Following a fﬂ REFHEHKARH |ER #HREH Ealid=§ ]
Single Oral Administration of "*C-OPC-67683 at ~20* A=
3 mg/kg to Female Rabbits
4.2.2.2-08 Pharmacokinetic Study of *and [ 0= lIE ~ | ABEERISH[ER HREH S &
OPC-67683 in Dogs -Plasma 20 Q A
Concentrations of OPC-67683 and Its
Metabolites (DM-6701, DM-6702 and DM-6703)
After Single Oral or Intravenous Dose-
4.2.2.2-09 Plasma Concentrations of OPC-67683 and Its ||l 20 FRAE ~ | AIEREKRKX ST |ERN HREN SEEH
metabolites (DM-6701, DM-6702 and DM-6703) 20 E e
After Single Oral Administration of *
OPC-67683 at 1000 mg/kg in Dogs
4.2.2.2-10 Plasma Concentrations of OPC-67683and Its || | | ] = [200ENFE ~ | XEEEHRLZH|[ER HREH SEEH
Metabolites (DM-6704, DM-6705, DM-6706, DM- 20 A e
6717, DM-6718, DM-6720, DM-6721 and DM-
6722) After Single Oral Administration of *
OPC-67683 at 3 and 10 mg/kg to Male
Beagle Dogs
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4.2.2.2-11

Plasma Concentrations of OPC-67683 and Its
Metabolites (DM-6704, DM-6705, DM-6706, DM-
6717, DM-6718, DM-6720, DM-6721 and DM-
6722) After Single Oral Administration of *

OPC-67683 at 10 mg/kg to Male Beagle
Dogs

4.2.2.2-12

Pharmacokinetics of *and *
OPC-67683 Tablets in Male Beagle Dogs:
Plasma Concentrations of OPC-67683 and lIts
Metabolites (DM-6701, DM-6702 and DM-6703)
After Single Oral Administration of OPC-67683 at
100 mg/body

4.2.2.2-13

Absorption and Excretion of Radioactivity

Following a Single Oral Dose of "*C-OPC-242 in
Dogs at 10mg/kg

AFAf e -

4.2.2.2-14

Absorption, Distribution, and Excretion of
Radioactivity in Male Rats After Twenty-one Day
Period of Repeated Oral Administration of 3

mg/kg Dose of *C-OPC-242

4.2.2.3-01

Distribution and Excretion of Radioactivity After

Single Oral Administration of *C-OPC-67683 to
Male and Female Rats

4.2.2.3-02

Tissue Distribution of Radioactivity Following

Single Oral Administration of "*C-OPC-67683 at
3 mg/kg to Male Long-Evans Rats

4.2.2.3-03

Whole Body Autoradiographic Study in Rats

Following Single Oral Dose of *C-OPC-67683 at
3 mg/kg

MABERE

AR 5 fE A NSy SRR HE#HGE BEEROR]
20EIENE~ [ABEERR2H BN AREH BSEEH
20=HE =
20EIE G ~ [XEEER2H BN HAREH T
20=E =
20l=E1EE ~ [ = HREH T
o = )Z] EllL
20l=1EE ~ [ = HREH T
2o0f=sl= |1l
20 FlE [ XBEEERIEL|EAN HREE FmEH
~20m=1 A H
20EIE e~ [ABEEERIEH|EN HREE FmEH
20 = FH
20EIE NG ~ [ABEEERIEL BN HREE FmE R
20 = FH
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4.2.2.3-04 Protein Binding of “C-OPC-67683 in Mouse, ] ZOIEIF]IE ~ | REHEEKAH(ER HREN Sl &
Rat, Rabbit, Dog and Human Serum Proteins by 20 A RE
Equilibrium Dialysis Method

4.2.2.3-05 Binding of *C-OPC-67683 to Mouse, Rat, | R E E R ERRIER HREN S &
Rabbit, Dog and Human Albumin and Other 20@FaFMHE
Human Plasma Proteins by Equilibrium Dialysis
Method

4.2.2.3-06 Investigation of Protein Binding of '*C-OPC- L AERERARML (BN HRERN EAN
67683 by Ultrafiltration Method

4.2.2.3-07 Identification of Protein Binding Site and Kinetic ||| ||| [l  [20 XEHEHRREH|ER HREH S &
Analysis of *C-OPC-67683 in Human Serum
Albumin

4.2.2.3-08 In Vitro Determination of Serum Protein Binding [ |||l AEEEHAE(ER HRER S &
of OPC-67683 Metabolites (DM-6704, DM-6705
and DM-6706) in Mouse and Rat by Equilibrium
Dialysis Method

4.2.2.3-09 In Vitro Determination of Serum Protein Binding (||| I REREHRARL BN HREH ATl &
of OPC-67683 Metabolites (DM-6704, DM-6705
and DM-6706) in Human, Dog and Rabbit by
Equilibrium Dialysis Method

4.2.2.3-10 Placental Transfer and Excretion Into Milk After || L IEE HREN FE &
Single Oral Administration of [*CJOPC-242 in L
Rats

4.2.2.4-01 Analysis of Radioactivity in Plasma Following a | |l | ZOIEPHIEI ~ [RIFHEKA R4 |ER #HREH Ealid=§ ]
Single Oral Administration of "*C-OPC-67683 at 201 e
3 mg/kg to Male Mice
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4.2.2.4-02

Investigation and Identification of Metabolites in
Male Mouse Plasma Following 14-day Repeated
Oral Administration of OPC-67683

4.2.2.4-03

Investigation and Identification of Metabolites in
Male Rat Plasma and Urine Following 14-day
Repeated Oral Administration of OPC-67683

4.2.2.4-04

Investigation and Identification of Metabolites in
Rabbit Plasma Following 13-day Repeated Oral
Administration of OPC-67683

4.2.2.4-05

Investigation and Identification of Metabolites in
Dog Plasma Following 13-week Repeated Oral
Administration of OPC-67683

4.2.2.4-06

Investigation of Chiral Inversion for OPC-67683
and Its Metabolites (DM-6701, DM-6702 and DM-
6703) in Mouse Plasma After 14-day Repeated
Oral Dose of OPC-67683

4.2.2.4-07

Investigation of Chiral Inversion for OPC-67683
and lts Metabolites (DM-6701, DM-6702 and DM-
6703) in Rat Plasma After 14-day Repeated Oral
Dose of OPC-67683

4.2.2.4-08

Investigation of Chiral Inversion for OPC-67683
and Its Metabolites (DM-6701, DM-6702 and DM-
6703) in Rabbit Plasma After 13-day Repeated
Oral Dose of OPC-67683

4.2.2.4-09

Investigation of Chiral Inversion for OPC-67683
and Its Metabolites (DM-6701, DM-6702 and DM-
6703) in Dog Plasma After 13-week Repeated
Oral Dose of OPC-67683

BREALEN

AR S fit #5 FD

AFAf e -

200 A e ~
20F1F B

20 FR A e ~
2051 A E

200 R A e ~
20+ AE

20Qm<FR A E ~
20 A e

20QF A
205QA
Y =3 ] =
2051 A B

20pmRA e ~
20 A e

200 FR A e ~
2051 A B

AR S it S T HRARAH FEHGES BEEE ORI
REREHRAR4 ([ERA #HREH mE R
AREHUEHRA 24 ([ER HREH a7l & 4
REREHRAR4 (ERA HAEH BXig s
REREHRARH |EA HREH ATl &

H~ |KREREHAZH(EAR HAEH ATl &
H
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AREREHRAR4 (ERA #HREH B E e
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4.2.2.4-10 dentification of Metabolites in Mouse, Rat, Dog | = [20BERIE~ | XEEEHRILHL([ER HREH S E
and Rabbit Plasma Following Repeated Oral 20 F e
Administration of OPC-67683

4.2.2.4-11 The Analysis of Radioactivity in Plasma, Lung, |Gz = 200 lE ~ [AEEERX2H |[ER #HREH Ealid=§ ]
Urine, Feces and Bile Following a Single Oral 20 A e
Administration of *C-OPC-67683 at 3 mg/kg to
Male and Female Rats

4.2.2.4-12 Radioactive Analysis in Plasma, Tissues, Urine || 20 AR | KEHERAR|ER HREH BRiig s
and Feces, and Covalent Binding in Plasma and ~20@mFQR A gH
Tissues During a 21-day Period of Daily Oral
Administration of *C-OPC-67683 at 3 mg/kg to
Male Rats

422413 Absolute Configuration and Enantiomeric Ratios || |||l [20EFlE ~ [AEEEHRX2H |[ER #HREH Ealid=§ ]
of OPC-67683 Metabolite (Racemate DM-6717) 20 A e
in Female Rabbit Plasma After 4-day Repeated
Oral Dose of OPC-67683

4.2.2.4-14 The Analysis of Radioactivity in Plasma, Urine || TGN = [20lclEIE ~ [FAEEERXSH|[ER HREH ST &
and Feces Following a Single Oral Administration 20 AE
of C-OPC-67683 at 10 mg/kg to Male Beagle
Dogs

4.2.2.4-15 Comparative Biotransformation of OPC-67683in (|| I 20l ElE ~ | REEEHX & [ER HRER FAfh &
Human, Rat, Mouse, Dog, Rabbit and Monkey el =3 5] [
Liver Microsomes and 9000g Supernatant
Fractions (S9s)

4.2.2.4-16 In Vitro Metabolism of *C-oPC-67683 in Human. | TGz = [200EIENE ~ [ XEEE&RL2H[ER HRER Sl &

Rat, Mouse, Dog, Rabbit and Monkey Liver
Microsomes and 9000g Supernatant Fractions
(S9s)
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422417 Covalent Binding of “c-oPC-67683 in Liver | NN NN 20Q=RANE ~ (REERERARI | EN HNE R E P E
Microsomes and Hepatocyte of Rat and Human 20 A E

422418 In Vitro Metabolism of "*C-OPC-67683 by Human | NN 20Q =R A B ~ (RIFRERARI | EN HRE &P 2
Cytochrome P450s Baculovirus Insect Cell 20 ANE
Expressed

4.2.2.4-19 Identification of Human Cytochrome P450 ] 20N A ~ | REFEREHRKXESH|EARA HAEH 54 &
Isoforms Involved in Metabolism of *C-OPC- 20=QAlR
67683 in Human Liver Microsomes

4.2.2.4-20 Stability of OPC-67683 and Investigationof its || = 20ElEE~ | REEEHXEL|ER HREH SEEH
Metabolites in Rat and Mouse Plasma Incubated 20 e
at 37 Degrees Centigrade

4.2.2.4-21 In Vitro Metabolism of "*C-OPC-67683 in Human, - 2OI¢IHIEI ~ [RIFHEKA 4 |ER #HREH Ealid=§ ]
Rat, Mouse, Dog, Rabbit and Monkey Plasma 201 A e

422422 In Vitro Metabolic Mechanism of OPC-67683tc | || I = [20WENENE ~ | XEEE&X2E|ER HREH S &
Its Metabolite (DM-6705) in Mouse, Rat and 20 A e
Human Plasma

422423 In Vitro Metabolic Mechanism of OPC-67683t0 |||} JJNE |20 B CERESZEELEEGIEDR HREH FHmE
Its Metabolite (DM-6705) in Dogs and Rabbits ~20=A

4.2.2.4-24 In Vitro Metabolism of OPC-67683 Metabolites, ||| I 20 e [AEEEHRISH(|ER HREH S &
DM-6704, DM-6705 and DM-6706, in Human, ~20=R 5B
Rat, Mouse, Dog and Rabbit Liver Microsomes,
9000g Supernatant Fractions (S9s) and Plasma

4.2.2.4-25 Isolation and Identification of Metabolites B B CERESZEELEEGIEDR HAEFH S E
Produced by In Vitro Metabolism of OPC-67683 ~20pmF AR HE
Metabolite, DM-6705, Using Rabbit Liver 9000g
Supernatant Fraction (S9)

1.12 R ftEH—5
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4.2.2.4-26 dentification of Human Cytochrome P450 I 0= E e ~ [ A EEERA S |[ER HREH S E
Isoforms Involved in Metabolism of OPC-67683 20| A e
Metabolites DM-6704, DM-6705, DM-6720, DM-
6721 and DM-6722

4.2.2.4-27 Effect of OPC-67683 on Cytochrome P450 - R E G EREEEELERRER HREH S &
Mediated Reactions in Human Liver Microsomes 20 Ee

4.2.2.4-28 Inhibitory Potential of OPC-67683 on Cytochrome ||| 20 ANE ~ | KEHEXNKXZH|ERA HRER 5T &
P450 Enzymes In Vitro Using Human Liver 20 A e
Microsomes

4.2.2.429 Inhibitory Potential of OPC-242 Metabolites, DM- [T 2OEIEHE ~ I =X HREH ST & FF
6704, DM-6705, and DM-6706, on Cytochrome 2ofl=llF = I
P450 Enzymes In Vitro Using Human Liver
Microsomes

4.2.2.4-30 Inhibitory Potential of OPC-67683 Metabolites, | [ 20l =]RE~ |[ABEEERX2HE|ER HAEH SFHmE
(S)-DM-6718 and (4RS, 5S)-DM-6720 on 20fl=E B
Cytochrome P450 Enzymes In Vitro Using
Human Liver Microsomes

422431 In Vitro Evaluation of OPC-242 as an Inducer of ||| 2 BE R WER HREH S &
Cytochrome P450 Expression in Cultured Human 20 A e
Hepatocytes

42.24-32 Effect of OPC-67683 on CYP2B6 Expression in ||| 20l =A e ~ [ A BEEERR 2 |[ER HREH SEEH
Cultured Human Hepatocytes 20| A e

4.2.2.5-01 Biliary and Urinary Excretions and Enterohepatic (|||l | REFHEKARH |ERN #HREH Ealid=§ ]

Circulation of Radioactivity Following a Single

Oral Administration of *C-OPC-67683 at 3
mg/kg to Rats

112 A5

27




Wl GRS Iy B wEomn | Reohmr | e e AT

4.2.2.6-01 Drug-drug Interaction in In Vitro Metabolism of || 0N AE ~ | AEREEKRA A ([ER HREH ATl &
OPC-67683 in Liver Microsomes After Repeated ply =3 2] S
Administrations of Rifampicin in Beagle Dogs

4.2.2.6-02 Effects of Cyclosporine A and Verapamil HCl on || 20FRAE ~ | AEHEHKKXSH|ERN #HREH SEEN
Plasma Concentrations of OPC-67683 in Rats in 20 E e
the Concomitant Dosing

4.2.2.6-03 Drug-drug Interaction in Plasma Concentrations ||| 20N AE ~ | AEREEKRAZH(ER HREH AT A & 44
After Repeated Concomitant Administrations of 20 A e
OPC-67683 and Rifampicin, Isoniazid,
Pyrazinamide, and Ethambutol in Beagle Dogs
Under the Limiting Food Consumption

4.2.2.6-04 Drug-drug Interaction in Plasma Concentrations | [ REREHRARML|ER HREH AT A & 44
After Repeated Concomitant Administrations of
OPC-67683 and Rifampicin in Beagle Dogs
Under the Limiting Food Consumption

4.2.2.6-05 Effect of Rifampicin, Isoniazid, Pyrazinamide and || AKEHEEHA S (ER HRER SEEH
Ethambutol in Plasma Concentrations After
Repeated Concomitant Administrations of OPC-
67683 in Beagle Dogs

4.2.2.6-06 Drug-drug Interaction in Plasma Concentrations || REREHRART |ER HREH SEEH
After Repeated Concomitant Administrations of
OPC-67683 and Rifampicin, Isoniazid,
Pyrazinamide, and Ethambutol in Beagle Dogs

4.2.2.6-07 Drug Drug Interaction of OPC-67683 Combined ([ ||l | REFEHEHKARH BN #HREH Ealid=§ ]
With Other Anti-tubercular Agents in Mice

4.2.2.7-01 Recognition of "*C-OPC-242 by MDR1 and | ] L |EE HAEH 54 &
Inhibition of OPC-242 on Digoxin Transport in the L
MDR1 Expressing LLC-PK1 Cells
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422702 Inhibitory Effects of OPC-242 and Its Metabolites | T 20EIEHE ~ 1 =~ HREH T & FF
DM-6704, DM-6705, (S)-DM-6718 and (4RS,5S)- 20f=lA e (I
DM-6720, on Substrate Transports by MDR1,
BCRP, OAT1, OAT3, OCT1, OCT2, OATP1B1,
OATP1B3 and BSEP in the Transporter
Expressing Cells or Vesicles

4.2.2.7-03 Recognitions of 1*C-OPC-242 and Its Metabolite | 2 |20 AlE [ = HREH SEEH
by Various Transporter Expressing Cells ~20ff=1F = |

4.2.31-01 Single Oral Dose Toxicity Study of OPC-67683 in ||| NGz 20IEIﬁLE| ~ | XBEERISHE(ER HREH FEEH
Rats 200=E e

4.2.3.1-02 Single Oral Dose Toxicity Study of OPC-67683 in || 20IEE‘3 ~ | REEEHRRXEH (BN HREH S &
Dogs 20 E e

4.2.31-03 Preliminary Single Oral Dose Toxicity Study of || 20l =NF e ~ [ A BEEERX2E |[ER HAEH SEEH
OPC-67683 in Rats 20 B e

4.2.3.1-04 Preliminary Single Oral Dose Toxicity Study of || Gz 20l lE ~ | ABEERISH[ER HREH SEEH
OPC-67683 in Dogs 20 A e

4.2.31-05 Toxicokinetic Study of OPC-67683 After Single |Gz 20l =R~ |[ABEERX2HE|ER HAEH Sl E R
Oral Administration in Rats 200 F e

4.2.3.1-06 OPC-67683 * HHLE | I 0= A E ~ [ X EEEKRRESH[ER HREH BSEZER

BARROKREZEDS Y MIEITS 20 A e

Mm% shOPC-67683: Al E

4.2.3.1-07 Determination of Plasma OPC-67683 _ 20=RAE~ |[KEEEKRASH|ENR HREH SEEH
Concentration After Single Oral Administration of 20 e
OPC-67683 * Suspension to
Rats: Examination of Lower Doses

4.2.3.1-08 OPC-67683 *  BERRORS (I 20 A lE ~ | KEREHRAZH (BN HREH SERH
#DZ v MIHITSHMEHROPC-67683iRERIFE 201 A e
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4.2.3.1-09 opc-676s i ( ' EEEORE (I RBEHERISH(|ER HREH SEEH
‘DA XIZH TS MIEFHOPC-67683iRERIE

4.2.3.2-01 Four-week Repeated Oral Dose Toxicity Study || Gz FRAE~ [KEHFKAR|ER HRER B¢ =
With Four-week Recovery Test of OPC-67683 in 20 A e
Rats

4.2.3.2-02 Twenty-six-week Repeated Oral Dose Toxicity || G0N R A~ (KEREKRAZH|ER HREH AT A & 44
Study of OPC-67683 ( *)in Rats 20 QA H

4.2.3.2-03 Thirteen-week Repeated Oral Dose Toxicity ] N 2 EERL 0 BEE HRER S &
Study With 4-week Recovery Test of OPC-242 in o EJEl ERl
Beagle Dogs

4.2.3.2-04 Thirty-nine-week Repeated Oral Dose Toxicity || 20=NEE ~ [ A EEERA 2 |[ER HAEFH FHmE R
Study of OPC-67683 ( * ) in Beagle 20 AR e
Dogs

4.2.3.2-05 Preliminary 1-week Repeated Oral Dose Toxicity ||| Gz 20 AE | KEEEHASHL[([ERN #HRER SEEH
Study of OPC-67683 ( * ) in Mice ~20Q A e

4.2.3.2-06 Preliminary Two-week Repeated Oral Dose I 20N AlE ~ | AEREEKRA S ([ER HREH SEEH
Toxicity Study of OPC-67683 ( *Yin 20 R A E
Mice

4.2.3.2-07 Two-week Repeated Oral Toxicity Study With | [ 20l=EE~ [REEERXLHE|[ER HREH sEZEH
Two-week Recovery Test of OPC-67683 in Rats 20 E e

4.2.3.2-08 Two-week Repeated Oral Dose Toxicity Study of ||| Gz 20 E A lE ~ | KEREHA 4 (ER HREH SEEH
OPC-67683 ( * ) in Rats 2ol=Rr =

4.2.3.2-09 Two-week Repeated Oral Dose Toxicity Study |Gz 20 RAE ~ [REFEHEKARH |ER HRER SEEH
and Two-week Recovery Test of OPC-67683 in 20 A e

Dogs
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4.2.3.2-10 [Two-week Repeated Oral Dose Toxicity Study | RGN0z 20EEE ~ | REEEKRLS4E(ER HREH SEEH
and Two-week Recovery Test of OPC-67683 in 20 A E
Dogs] DEITDPASEEIC & 5REMARFINE
T

4.2.3.2-11 [Two-week Repeated Oral Dose Toxicity Study | RGN0z 20 E ~ | REEEKRXS4E(ER HREH SEEH
and Two-week Recovery Test of OPC-67683 in 20 e
Dogsl IZ& 11 3BT DMABFHNRUVEBEMRE

4.2.3.2-12 Supplementary Two-week Repeated Oral ] 0= A ~ | REFEREHRKXESH|ER HAEH SEEH
Toxicity Study of OPC-67683 in Dogs 20 R A E

4.2.3.2-13 Two-week Repeated Oral Dose Toxicity Study of ([l 0= lE ~ | ABEERISH|[ER HREH SEEH
OPC-67683 ( * ) in Male Beagle Dogs 20 A e

4.2.3.2-14 Thirteen-week Repeated Oral Dose Toxicokinetic ||| 0= AlE ~ | AEREEKRX S ([ER HREH AT A & A4
Study of OPC-67683 ( *)in Mice 20 A E

4.2.3.2-15 Two-week Repeated Oral Dose Toxicokinetic | [ Gz 20 AE | KEHREH#HASHL(ERN HRER SEZEH
Study of OPC-67683 in Rats ~20= A8

4.2.3.3.1-01 OPC-67683 D+ X F 7 AEZAL 2 ERZE I 0= A lE ~ [ REREEHRXZH|[ER HREN ATl
HER (TJL—bhaArva—FRL—33vik) plo =3 2] |[S]

4.2.3.3.1-02 OPC-67683: Reverse Mutation Test in I YElE ~ [REEEHRX £ [ER HREH S &
Salmonella typhimurium YG1041 and YG1042/ 20 Ee
Male Rat Liver Microsome by Plate Incorporation
Method

4.2.3.3.1-03 DM-6705, a Metabolite of OPC-67683: | REHERISH|[ER HAEH Sl E R

Salmonella/microsome Reverse Mutation Assay
by Plate Incorporation Method

-
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4.2.3.3.1-04 (S)-DM-6718: Reverse Mutation Test in | 0= E e ~ [ A EEERA S |[ER HREH S E
Salmonella typhimurium With Male Rat Liver S9 20| A e
by Plate Incorporation Method

4.2.3.3.1-05 DM-6704, a Metabolite of OPC-67683: || 20l =lAE ~ | RBEERISH[ER HREH SEEH
Salmonella/microsome Reverse Mutation Assay 20 Q A
by Plate Incorporation Method

4.2.3.3.1-06 DM-6706, a Metabolite of OPC-67683: | 20 El ERESSEELEEGER HAEH SEEH
Salmonella/microsome Reverse Mutation Assay ~20= e
by Plate Incorporation Method

4.2.3.3.1-07 T - Reverse [l 20 lE ~ | ABEERISH|[ER HREH S &
Mutation Test in Salmonella typhimurium Using 20 E e
Male Rat Liver S9 by Plate Incorporation Method

4.2.3.3.1-08 OPC-67683: Forward Mutation Test at the | 20 E e ~ [ REEEKRX2H |[ER HAEH FHmE R
Thymidine Kinase Locus of L5178Y Mouse 20 e
Lymphoma Cells Using 96-well-plate Fluctuation
Method

4.2.3.3.1-09 OPC-67683: In Vitro Toxicokinetic Test for ] 0= e ~ [ABEEERRXLHE|[ER HAEH FHmE R
Forward Mutation Test of L5178Y Mouse 20 A e
Lymphoma Cells Using Male Rat Liver S9

4.2.3.3.2-01 - opPc-67683 * Formulation: ] 0l=1FE~ [AEEERX2HE|ER HREH Al E R
Micronucleus Test in Bone Marrow Erythrocytes 20 F e
of Sprague-Dawley Rats After 2 Consecutive
Daily Peroral Administration

4.2.3.3.2-02 DM-6705: Micronucleus Test in Rat Bone Marrow/| | 20 A E ~ [ KRIFHREKA R4 |ER HRER Ealid=§ ]
Erythrocytes After Oral Administration for 2 20 E e

Consecutive Days
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4.2.3.3.2-03 (S)-DM-6718: Micronucleus Testin Rat Bone |Gz 0= ElE ~ [ A EEERRSH |[ER HREH S E
Marrow Erythrocytes After Oral Administration for 20 e
2 Consecutive Days

4.2.3.3.2-04 - opPc-67683 * Formulation: ] 20 B~ [KEEERISH|ERN HREH sEZEH
Preliminary Micronucleus Test in Bone Marrow 20 H
Erythrocytes of Sprague-Dawley Rats After 2
Consecutive Daily Peroral Administration

4.2.3.3.2-05 DM-6704: Micronucleus Test in Rat Bone Marrow ||| 20=NEE ~ [ AEEERA 2 |[ER HAEH SEEH
Erythrocytes After Oral Administration for 2 20 A e
Consecutive Days

4.2.3.3.2-06 DM-6706: Micronucleus Test in Rat Bone Marrow/ || 20 FRAE ~ | AEREKRKX S |ERN HRER SEEH
Erythrocytes After Oral Administration for 2 20 E e
Consecutive Days

4.2.3.3.2-07 DM-6704: Two Consecutive Daily Oral ] 0=k~ [ REEERASHE|ER HAEH FHmE R
Toxicokinetics Study for Micronucleus Test in 20 A e
Rats

4.2.3.32-08 DM-6706: Two Consecutive Daily Oral T 20l=AlE~ [ABEERISH|[ER HREH S &
Toxicokinetics Study for Micronucleus Test in 20 E e
Rats

4.2.3.3.2-09 DM-6705: Two Consecutive Daily Oral ] 015~ [AEEEKRKXRH[ER HREH FHmE
Toxicokinetics Study for Micronucleus Test in 20 F e
Rats

4.2.3.32-10 (S)-DM-6718: Two Consecutive Daily Oral ] 20 B~ |[REEEHRRXEH (BN HREH S &
Toxicokinetics Study for Micronucleus Test in 20 H
Rats

4.2.3.3.2-11 Plasma Concentration of DM-6704 After Single | [ 20 B~ [KEEERIAIH[ERN HAEH SEEH

Oral Administration of DM-6704 to Male Rats (Il)
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4.2.3.3.2-12 > v k~DM-6704 ZEmEEOHRE L-Eom (I REBEHEHKASH |ERN HRER SEEH
$2ehDM-6704 B E

4.2.3.3.2-13 Plasma Concentration of DM-6706 After Single | [ Gz AEFEEEHA L (ER HRER SEZEH
Oral Administration of DM-6706 to Male Rats (II)

4.2.3.3.2-14 >y F~DM-6706 ZHEIEOKRS L=FFom | REREHRAR ([ER HAEH SEEH
2 HDM-6706 JRE

4.2.3.3.2-15 Plasma Concentrations of DM-6704, DM-6705, _ KFHEHRASH|EA HREH SEEH
DM-6706 and DM-6718 After Single Oral
Administration of DM-6705 to Male Rats

4.2.3.3.2-16 Plasma Concentration of DM-6718 After Single | [ GGGz AEHERASH|EARA HAEH SEEH
Oral Administration of (S)-DM-6718 to Male Rats H

4233217 = ‘Male Rat Hepatocytes ||l (20 A~ (I = < HREH ST & FF
In Vivo/In Vitro Unscheduled DNA Synthesis Test 2of=jce (I
by Single Oral Administration

4.2.3.4.1-01 Preliminary 13-week Oral Dose Carcinogenicity |Gz 0= AlE ~ | AEREEKRX S ([ER HREH BRiifg e
Study of OPC-67683 ( *)in Mice 20 A E

4234102 A 104-week Oral Gavage Carcinogenicity Study | 7 E B ElL  |EE HREH ST & FF
of OPC-242 ( * ) in Mice ~20E Al I

H [ ]

4234103 A 104-week Oral Gavage Carcinogenicity Study || D EE Bl BEE HREH ST & FF
of OPC-242 ( *)in Rats 0= e (I

4.2.3.5.1-01 Reproductive and Developmental Toxicity Study |||l 20N Al E ~ ER HREH AT A & 44
of OPC-242 ( * ) in Rats by Oral 0= e (I
Administration - Study of Fertility and Early .
Embryonic Development to Implantation -
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4.2.35.2-01 Embryo-fetal Development Study of OPC-67683 ||l Y Ee ~ [ XEEEHX£E[ER HREH ST &
Administered Orally to Rats 20| A e

4.2.35.2-02 Embryo-Fetal Development Study of DM-6705 || = Bl ERAESZEE L EECIEDR HREH S &
Administered Orally to Rats 20 A8

4.2.35.2-03 Embryo-Fetal Development Study of (S)-DM- | ABEHERISH|[ER HAEH SFHmE
6718 Administered Orally to Rats

4.2.3.5.2-04 Embryo-Fetal Development Study of OPC-67683 ||| AR~ [REHREHXKARH|ER HREN Ealid=§ =]
Administered Orally to Rabbits 20 A e

4.2.3.5.2-05 Preliminary Embryo-fetal Development Study of [[Jlif 20 ANE ~ | KEHEXRKXRH|ERA HRER SEEH
OPC-67683 Administered Orally to Rats 20 R A E

4.2.3.5.2-06 Three-day Oral Toxicity Study of OPC-67683 in || Gz 20l lE ~ | ABEERISH[ER HREH SEEH
Female Rabbits 20 A e

4.2.3.5.2-07 Thirteen-day Oral Toxicity Study of OPC-67683 || N 20l =NA e ~ [ A EEERX 2 |[ER HREH SEEH
in Female Rabbits 20 F e

4.2.3.5.2-08 Preliminary Embryo-Fetal Development Study of || 20N AE ~ | AIEREKRKX ST |ERN #HREH SEEN
OPC-67683 Administered Orally to Rabbits 20 A e

4.2.3.5.2-09 Toxicokinetics Study of OPC-67683 I 0= E e ~ [ A EEERARH |[ER HAEFH Sl E R
Administered Orally to Pregnant Rabbits 20 e

42.3.5.2-10 Eleven-day Repeated Oral Dose Toxicokinetics || Gz 20N AE ~ | AIEREKK S |ERN HREN Ealid=§ ]
Study of DM-6705 in Female Rats 20| Q A

4.2.3.5.2-11 Eleven-day Repeated Oral Dose Toxicokinetics | |Gz 20 A B ~ | KEHEXRKXSH|ERA HRER Sl &
Study of (S)-DM-6718 in Female Rats 20| A
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4.2.3.5.3-01 Reproductive and Developmental Toxicity - R EE R BEE HREH BRiifE s
Studies in Rats Administered Orally With OPC- 20f=llE e I
242 ( * ) -Study for Effects on Pre- and
Postnatal Development Including Maternal
Function-

4.2.3.5.4-01 Ten-week Repeated Oral Dose Toxicity Study of ||l D EE B BEE HREH BXiig s
OPC-242 ( * ) in Juvenile Rats with 4- 20=MElE (I
week Recovery Test

4.2.3.5.4-02 Preliminary 6-week Repeated Oral Dose Toxicity ||| 20 Al I (=X HRER SEZEH
Study of OPC-242 ( * ) in Juvenile Rats ~20i=1 A e |

4.2.3.6-01 Acute Dermal Irritation Study of OPC-67683 in || Gz 20 Pl | RBEEKRX£|[ER HAEH FHmE R
the New Zealand White Rabbit ~20=) e

4.2.3.6-02 Acute Eye Irritation Study of OPC-67683 in the || 20 e [ AEEEHRASH([ER HREH S &
New Zealand White Rabbit ~20=F e

4.2.3.7.3-01 Effect of OPC-67683 ( *) on Blood B A [ XFEERISH|ER HREH FHmE R
Coagulation in Male Mice by Oral Administeration ~205 A
for Twenty-four Weeks H

4.2.3.7.3-02 Preliminary 4-week Repeated Oral Dose - R E i CREEEELERRER HREH SEEH
Investigational Study of OPC-67683 ( *) 20 A e
in Mice/ Effect on Blood Coagulation

4.2.3.7.3-03 One-week Repeated Oral Dose Investigational ||| = 20EE e ~ [ REEEHRX &1 [ER HREH SEEH
Study of Warfarin in Mice/ Effect on Liver Vitamin 20| A e
K Contents

4.2.3.7.3-04 Comparative Study of Effect of OPC-67683 and ||l 20 =lAE ~ | ABEERISH[ER HREH S &
Its Metabolites on Rabbit Vitamin K1 Epoxide 20 Q A

Reductase
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4.2.3.7.3-05 Two-week Repeated Oral Dose Toxicity Study of |||l 20lElENE ~ [ A EEERASHE |[ER HREH S E
OPC-67683 in Female Rabbits and 2-week 20 e
Recovery Study

4.2.3.7.3-06 Two-week Repeated Oral Dose Toxicity Study of ([l b & Bl CEESTEE 3B HRER Sl &
OPC-67683 in Male Rabbits and 2-week 20 A e
Recovery Study

4.2.3.7.3-07 Effects on Blood Coagulation After Single and || 20 El ERESSEELEEGER HAEH Sl E R
Four-day Repeated Oral Dose of OPC-67683 in ~20= e
Female Rabbits

4.2.3.7.3-08 Effect of Intravenous Administration of Vitamin K ||| 20 AEHEEHA S (ER HRER S &
on Blood Coagulation in Female Rabbits Treated 20
With OPC-67683

4.2.3.7.3-09 Two-week Repeated Oral Dose Toxicokinetics || 20 REREHRARL |ER HREH AT & 44
Study of OPC-67683 ( *)in Female 20
Rabbits

4.2.3.7.3-10 Effects on Blood Coagulation After Four-day | 20 PNZEE ST =T R HREH ST &
Repeated Oral Dose of DM-6704 in Female 20
Rabbits

4.2.3.7.3-11 Effects on Blood Coagulation After Four-day - 20 AE | KEHEHXSHL(ERN HREH EZip=§ !
Repeated Oral Dose of DM-6705 in Female ~20=) e
Rabbits

4.2.3.7.3-12 Effects on Blood Coagulation After Four-day I 200l AEFEEEHA L (ER HRER B¢
Repeated Oral Dose of DM-6706 in Female ~20=) A B
Rabbits

4.2.3.7.3-13 Effects on Blood Coagulation After Four-day | 20 REREHRARL BN HREH AT & A4

Repeated Oral Dose of (S)-DM-6717 in Female
Rabbits
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4.2.3.7.3-14 Effects on Blood Coagulation After Four-day | 0= AlE ~ | AEREEKRAZH (ER HREH ATl &
Repeated Oral Dose of (45,5S)-DM-6722 in 20 F e
Female Rabbits

4.2.3.7.7-01 Phototoxicity Test of OPC-67683 Using T 20l=AlE~ |[ABEERISH|[ER HREH S &
BALB/3T3 Cells 20 A e

4.3-01 The Envelope of Mycobacteria Brennan PJ, Nikaido H - - - Annu Rev -

Biochem.1995;64:
29-63

4.3-02 Susceptibility Testing of Mycobacteria, Nocardia, |Woods GL, Brown-Elliott - — — -
and Other Aerobic Actinomycetes; Tentative BA, Desmond EP, Hall
Standard-Second Edition GS, Heifets L, Pfyffer

GE, et al

4.3-03 Policy Guidance on Drug-susceptibility Testing |World Health - - - -
(DST) of Second-line Antituberculosis Drugs Organization

4.3-04 Bactericidal Activity of OPC-67683 Against Drug- |Saliu OY, Crismale C, — — — J Antimicrob —
tolerant Mycobacterium tuberculosis Schwander SK, Wallis Chemother.

RS 2007;60:994-8

4.3-05 Response of Cultured Macrophages to Armstrong JA, Hart PD - - - J Exp Med. -
Mycobacterium tuberculosis, With Observations 1971;134(3 Pt
on Fusion of Lysosomes With Phagosomes 1:713-40

4.3-06 Mechanisms of Latency in Mycobacterium Parrish NM, Dick JD, - - - Trends Microbiol. -
tuberculosis Bishai WR 1998;6(3):107-12

4.3-07 Mycobacterium tuberculosis Invades and Bermudez LE, - - - Infect Immun. -

Replicates Within Type Il Alveolar Cells

Goodman J

1996:64(4):1400-
6
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4.3-08 Drugs Versus Bugs: in Pursuit of the Persistent |Sacchettini JC, Rubin — — — Nat Rev Microbiol. —
Predator Mycobacterium tuberculosis EJ, Freundlich JS 2008;6:41-52
4.3-09 Emerging Drugs for the Treatment of Yew WW, Cynamon M, - - - Expert Opin -
Tuberculosis ZhangY Emerg Drugs.
2011;16(1):1-21
4.3-10 Metronidazole is Bactericidal to Dormant Cells of |Wayne LG, Sramek HA — — — Antimicrob Agents —
Mycobacterium tuberculosis Chemother.
1994;38(9):2054-
8
4.3-11 An In Vitro Model for Sequential Study of Wayne LG, Hayes LG - - - Infect Immun. -
Shiftdown of Mycobacterium tuberculosis 1996;64(6):2062-
Through Two Stages of Nonreplicating 9
Persistence
4.3-12 Multidrug and Extensively Drug-resistant TB World Health - - - World Health -
(M/XDR-TB): 2010 Global Report on Organization Organization.2010
Surveillance and Response p71
4.3-13 Probability Distribution of Drug-resistant Mutants |David HL - - - J Appl Microbiol. -
in Unselected Populations of Mycobacterium 1970;20(5):810-4
tuberculosis
4.3-14 Modification of the NADH of the Isoniazid Target |Rozwarski DA, Grant — — — Science. —
(InhA) From Mycobacterium tuberculosis GA, Barton DHR, 1998;279:98-102
Jacobs Jr R, Sacchettini
JC
4.3-15 OPC-67683, a Nitro-dihydro-imidazooxazole Matsumoto M, - - - PLoS Med. -
Derivative With Promising Action Against Hashizume H, 2006;3(11):2131-
Tuberculosis In Vitro and in Mice Tomishige T, Kawasaki 44

M, Tsubouchi H, Sasaki
H, et al
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4.3-16 A Clinician’s Guide to Tuberculosis. 1st ed. Iseman MD — — — Lippincott —
Williams &
Wilkins;2000
4.3-17 Tuberculosis. 1st ed. Rom WN, Garay SM, - - - Little, Brown and -
editors Company; 1996
4.3-18 RFPO M ARE WY fEX, KF0 M, - - - e —
Studies on the Blood Level of RFP and New 2 BE 1985;60(9):483-
Administration Method of RFP in Relation to 94
Other Anti-tuberculous Drugs
4.3-19 Early Bactericidal Activity of Isoniazid in Hafner R, Cohn JA, - - - Am J Respir Crit -
Pulmonary Tuberculosis Wright DJ, Dunlap NE, Care Med.
Egorin MJ, Enama ME, 1997;156:918-23
et al
4.3-20 Challenges Associated With Current and Future |Laurenzi M, Ginsberg A, - - - Infect Disord Drug -
TB Treatment Spigelman M Targets.
2007;7(2):105-19
4.3-21 In Vitro Synergy Testing of Macrolide-Quinolone |Martin SJ, Pendland SL, — — — Antimicrob Agents —
Combinations Against 41 Clinical Isolates of Chen C, Chemother.1996;
Legionella Schreckenberger P, 40(6):1419-21
Danziger LH
4.3-22 New Tuberculosis Therapeutics: a Growing Spigelman MK — — — J Infect Dis. —
Pipeline 2007;196 Suppl
1:528-34
4.3-23 Immunopathogenesis of Pulmonary Granulomas |Turner OC, Basaraba - - - Infect Immun. -
in the Guinea Pig After Infection With RJ, Orme IM 2003;71(2):864-
Mycobacterium tuberculosis 71
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4.3-24 In Vivo and In Vitro Induction of Cytochrome Graham RA, Downey A, — — — Drug Metab —
P450 Enzymes in Beagle Dogs Mudra D, Krueger L, Dispos.
Carroll K, Chengelis C, 2002;30(11):1206
et al -13
4.3-25 Specificity and Sensitivity of Salmonella Hagiwara Y, Watanabe — — — Mutat Res. —
typhimurium YG1041 and YG1042 Strains M, Oda 'Y, Sofuni T, 1993;291:171-80
Possessing Elevated Levels of Both Nohmi T
Nitroreductase and Acetyltransferase Activity
4.3-28 L = = = =
43729 L] - - = =
et al
4.3-31 — — — —

p—
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4.3-32 [ = - = Eiiih. -
= - } . H—"1
= I — - — —
4.3-35 Mortality, Major Cause of Moribundity, and Maita K, Hirano M, - - - Toxicol Pathol. -
Spontaneous Tumors in CD-1 Mice Harada T, Mitsumori K, 1988;16(3):340-9
Yoshida A, Takahashi
K, etal
4.3-36 Hemorrhagic Cardiomyopathy in Male Mice De Jonghe S, Verbeeck — — — Toxicol Pathol. —
Treated With an NNRTI: the Role of Vitamin K [J, Vinken P, Lammens 2008;36:321-9
L, Starckx S, Lachau-
Durand S, et al
4.3-37 Hemorrhagic Cardiomyopathy and Hemothorax |Allen AM, Hansen CT, - - - Toxicol Pathol. -
in Vitamin K Deficient Mice Moore TD, Knapka J, 1991;19 (4):589-
Ediger RD, Long PH 96
5.3.1.1-01 242101 Otsuka Frankfurt 20 =R lE ~ |EE 1% =4t HREH sEZEH
A Phase | study to evaluate the safety, Research Institute ply =3 J2] [S]
tolerability,pharmacokinetics and food effect of [GmbH
single oral doses of OPC-67683 in healthy male
and female subjects
5.3.1.1-02 242101 Otsuka Frankfurt 20 R F e ~ | EE 1R RN HRER T & A
A Phase | Trial to Evaluate the Safety, Research Institute 20 A E

Tolerability and Pharmacokinetics of Single and
Multiple Oral Doses of * OPC-67683 in
Healthy Male and Female Subjects

GmbH
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5.3.1.1-03

242 JF801-01

A Trial to Evaluate the Safety, Tolerability and
Pharmacokinetics of Single Oral Dose of OPC-
67683 (100, 200 and 400 mg) and the Food
Effects on Safety, Tolerability and
Pharmacokinetics of 400 mg Dose Level in
Healthy Male Subjects

5.3.1.1-04

242 JF802-01

A Trial to Evaluate the Safety, Tolerability and
Pharmacokinetics of 10-Day Multiple Oral Dose
of OPC-67683 in Healthy Subjects

Otsuka Beijing 20,
Research Institute 20

5.3.1.4-01

Study PRD04-197
LC-MS/MSIZ & % E F1#EH DOPC-67683% U
ZTOREVOAZEMEKRERELEHD/NY T—

vayv

5.3.1.4-02

Study PRD05-158
LC-MS/MSIZ & b & +I#E (FF=IER) FOPC-
67683R Ut (DM-6701, DM-6702, DM-
6703) BEAIEFZEDN— v LN T— 3y
SHER

— St IRIEEYME (DM-6701, DM-6702,
DM-6703) M bRKZEYE (DM-6704, DM-
6705, DM-6706) ~(DZEE —

REHEHRARH

5.3.1.4-03

Study PRD05-274

LC-MS/MSIZ & % £ ~IM#EHOPC-67683 K% Ut
#iY (DM-6704, DM-6705, DM-6706, DM-
6717, DM-6718, DM-6720, DM-6721, DM-
6722) REBIEEDNY) T— 3 UHER

REREHRA R

AR S it S T

HRARAH

AFAf e -
ZEEE DR

A8~

Otsuka Beijing 2om

Research Institute 20§ A 8

FE B

E3E)3

#HREH

Tl &

20[<F
(&

i o

PEBH

E3E)3

AREH

FmAH

E3])

#HREH
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En
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5.3.1.4-04 Study 74135 Otsuka Frankfurt 20.£|5Iﬁ.E|
Determination of OPC-67683 and DM-6704, DM- [Research Institute (FRESERAH)
6705, DM-6706 in Human Plasma by LC/MS-MS |GmbH

5.3.1.4-05 Study 83152 Otsuka Frankfurt 20.¢IJ5].EI
Determination of OPC-67683 and Eight of its Research Institute (FHESERB)
Metabolites in Human Plasma by LC/MS-MS GmbH

5.3.1.4-06 Study 83154 Otsuka Frankfurt ZOIEIJE].EI
Determination of OPC-67683 in Human Sputum [Research Institute GRESERB)
by LC-MS/MS GmbH

5.3.1.4-07 Study CRL-28008 Otsuka Frankfurt ZOIEIFIIE
Validation of an Analytical Method for the Research Institute (FHRESMHERB)
Determination of OPC-67683 and its Metabolites |GmbH
(DM-6704, DM-6705, DM-6706, DM-6717, DM-
6718, DM-6720, DM-6721 and DM-6722) in
Human Plasma by LC-MS/MS

5.3.1.4-08 Study PBR-043473/ PBRL-RD-667 Otsuka Frankfurt ZOIEIHIE
VALIDATION OF A METHOD FOR THE Research Institute (FREZERA)
DETERMINATION OF RIFAMPICIN AND 25- GmbH
DESACETYL RIFAMPICIN IN HUMAN PLASMA
SAMPLES

5.3.1.4-09 Study PBR-066723/PBRL-RD-855 Otsuka Frankfurt ZOIEIHIE
VALIDATION OF A METHOD FOR THE Research Institute (FRESMHERBR)
DETERMINATION OF ISONIAZID AND GmbH
PYRAZINAMIDE IN HUMAN PLASMA
SAMPLES

5.3.1.4-10 Study PBR-066733/PBRL-RD-853 Otsuka Frankfurt ZOIEIH.E
VALIDATION OF A METHOD FOR THE Research Institute GRhESMHERAB)

DETERMINATION OF ETHAMBUTOL IN
HUMAN PLASMA SAMPLES

GmbH
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5.3.1.4-11 Study PRD05-275 KIFHEHRAS4T ZOIEIFJ.EI
LC-MS/MSIZ & % £ Fln#Eh R URERB B R (HBmESERB)
FOPC-67683% X (DM-6704, DM-
6705, DM-6706, DM-6717, DM-6718, DM-
6720, DM-6721, DM-6722) DRHEREMEHAER

5.3.1.4-12 Study TSLR06-087 Otsuka Pharmaceutical ZOIEIHIEI
Quantitative Determination of Lopinavir and Development & (FRESERH)
Ritonavir in Human Plasma by LC/MS/MS Commercialization, Inc.

5.3.1.4-13 Study TSLR08-327 Otsuka Pharmaceutical ZOIEI)EIIEI
Quantitative Determination of Tenofovir in Development & (FRESMHERA)
Human Plasma by LC/MS/MS Commercialization, Inc.

5.3.1.4-14 Study PRD06-348 NCEIE- 3 T ZOIEIFIIEI
LC-MS/MSIZ & % £ FRFOPC-67683% UMt 3t (FmESELB)
¥ (DM-6704, DM-6705, DM-6706, DM-
6717, DM-6718, DM-6720, DM-6721, DM-
6722) EERIEED/NY) T— 3 UHER

5.3.1.4-15 Study PRD05-286 NCEIE- 3 T ZOIEIHIEI
OPC-67683MHEEIFZE AKX EHRER CARFEE (FRESIERB)
5 : 242001 12H1+%E FEEHOPC-
67683R UK #i¥ (DM-6704, DM-6705, DM-
6706) MRERIE

5.3.1.4-16 Study PRD05-287 KRR KRS ZOIEIFJ.EI
OPC-67683MEEIFZEOKXEHER CARFEE (FRESIERB)

5 : 242 fo01) 1251+% £ FERFOPC-67683
RUHHY (DM-6704, DM-6705, DM-6706)
DIREAE

AFAf e -
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I = HREH ¥ 2
L
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L
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53.1.4-17 Study PRD07-009 RBEHEFA ST 2 EEElL_ B HREH BT ET]
OPC-67683D REMZE AR 5RER CARHES EHeznpa) I
5 : 242 f001) 1286145 E FnsEROPC-
67683k UMttt (DM-6704, DM-6705, DM-
6706, DM-6717, DM-6718, DM-6720, DM-
6721, DM-6722) REHIE
53.14-18 Study PRD07-010 AEEERRAST 20 e [ = HREH ST 2 R
OPC-676830 R EMZOIX5HE CARHEBS @&wEEnia) |G
% : 242-J001) 12H1F5 £ FRPOPC-67683
RUREBY (DM-6704, DM-6705, DM-6706,
DM-6717, DM-6718, DM-6720, DM-6721,
DM-6722) MiEERIE
5.3.1.4-19 2.7.1 Summary of Biopharmaceutic Studies and |Otsuka Frankfurt P B E B - ESPAN HREH SEEH
Associated Analytical Methods (MAA) Research Institute (FRES/ERAB)
GmbH
5.3.1.4-20 Study PRD04-038 REHEHRR S N EE B B HREH Sima
LC-MS/MSIZ & B % OPC-67683 & U i @wEEkma) (I
%1 (DM-6701, DM-6702, DM-6703) & Bl E & D
N)T—23 R
5.3.3.1-01 242 Joo1 REHEHRASH 20=R e~ [BX1E® ER HREH AHmEH
OPC-67683 M E M AKX 55 ER ply =3 J2] [S]
5.3.3.1-02 242 101 Otsuka Frankfurt 20 Zl EREEDE: L HREH SEEH
A Phase | Study to Evaluate the Safety, Research Institute ~20[Q) A A
Tolerability and Pharmacokinetics of Multiple GmbH
Oral Doses of OPC-67683 in Healthy Male and
Female Subjects
5.3.3.1-03 242001 RIFHRERASH 200 E B ~ (B AR ESLY HRER 5 E & F
OPC-67683 MOk E#E O K 555k 20N A A
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5.3.3.1-04 242 211 Otsuka Pharmaceutical |[20Q=RE B ~ [KXE15E5% E 4+ HREH B¢
Open-label, Randomized, Parallel-arm Development & 20 F e
Evaluation of the Pharmacokinetics and Safety of|Commercialization, Inc.
OPC-67683 Following Different Multiple Oral
Dose Regimens of OPC-67683, for a Total Daily
Dose of 300 mg, in Healthy Subjects
5.3.3.2-01 242-.-102 Otsuka Frankfurt 20 AME |m7 7Y AhXNE|Es5 HREH SEEH
A Phase Il Trial to Evaluate the Safety, Efficacy |Research Institute ~20lE1 A e |1TkeEx
and Pharmacokinetics of OPC-67683 in Patients {GmbH
with Uncomplicated, Smear-Positive, Pulmonary
Tuberculosis
5.3.3.2-02 242-.-101 Otsuka Frankfurt m7 7)) hENE|EMN HREH Sl & A
A Phase Il Ttrial to Evaluate the Safety Efficacy |Research Institute 3%
and Pharmacokinetics of Four Oral Doses of GmbH
OPC-67683 in Patients with Uncomplicated,
Smear-Positive Pulmonary Tuberculosis.
5.3.3.4-01 242202 Otsuka Pharmaceutical KE1HEE E 4+ HREH Al &
A Randomized, Double-blind, Placebo-controlled,|Development &
Multiple-dose Study of the Pharmacokinetic Commercialization,
Interaction and the Effect on QTc Following Inc.
Coadministration of Oral OPC-67683 and
Ethambutol Plus the Fixed-dose Combination of
Rifampin/Isoniazid/Pyrazinamide in Healthy
Subjects
5.3.3.4-02 242209 Otsuka Pharmaceutical KE 1R ER HRAEH AT & 4

Pilot, Open-label, Randomized, Parallel-arm,
Multiple-dose Evaluation of the Pharmacokinetic
and Safety Interactions Following Oral 200 mg
OPC-67683 Given Alone and With or Without
Efavirenz, Tenofovir and Ritonavir/Lopinavir in
Healthy Subjects

Development &
Commercialization, Inc.
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5.3.3.4-03 242212 Otsuka Pharmaceutical |20j=E[E~ [*E 1% L HREH FHmE
Phase 1, Open-label, Randomized, Multiple-dose |Development & 20 Q A e
Evaluation of the Pharmacokinetic and Safety Commercialization, Inc.
Interactions of Oral 200-mg OPC-67683 Tablets
and Oral 600-mg Efavirenz Tablets in Healthy
Subjects
5.3.3.5-01 242 223 Otsuka Pharmaceutical |20jfEE[E — EL HREH A E R
Population Pharmacokinetic Analysis of Development & (FRESERAH)
Delamanid in Healthy Subjects and Drug- Commercialization, Inc.
Sensitive (DS)-TB Patients
5.3.3.5-02 242224 Otsuka Pharmaceutical [20jfEJEIE — =5t HRE R S E H
Population Pharmacokinetic Analysis of Development & (FRESMERB)
Delamanid(OPC-67683) in Patients with Commercialization, Inc.
Pulmonary Multi-Drug Resistant Tuberculosis on
Therapy with OBR
5.3.3.5-03 2.7.2 Summary of Clinical Pharmacology Trials ~ [Otsuka Frankfurt N B E - =4t HREH SEEH
(MAA) Research Institute (FRESMHERAB)
GmbH
5.3.3.5-04 Delamanid (OPC-67683) Linear and Emax Otsuka Pharmaceutical |20 EEIE - =4t HREH SEEH
PK/PD Models for QTc Concentration-Response |Development & GREEMERKB)
in Trial 242-.—204 Commerecialization, Inc.
5.3.4.1-01 242102 Otsuka Frankfurt 20EMEIE |ZE1 ek ER HREH TEEH
A Trial to Investigate the Absorption, Metabolism [Research Institute ~20p & A
and Excretion of ['*C]-OPC-67683 Following Oral|GmbH H

Administration to Healthy Male Subjects
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5.3.5.1-01 242 204 Otsuka Pharmaceutical |20QFRAQMBE~ (9nE17H#EE Kk |E4S HRER FAM &
A Multicenter, Randomized, Double-blind, Development & 20FERRAE |E1HEER, RIL—
Placebo-controlled Phase 2 Trial to Evaluate the |Commercialization, Inc. 3K, TARAMZ
Safety, Efficacy and Pharmacokinetics of Multiple T2ERE, T RE
Doses of OPC—67683 in Patients with Pulmonary TRESE, o7
Sputum Culture-Positive, Multidrug-resistant MiEER, FE2
Tuberculosis ik, BE4E
%, BAR2ME%,
T4 VEUE
5.3.5.2-01 242-.—208 Otsuka Pharmaceutical |200=RE B ~ |75 E145E:% (R |ES HRER B &
A Phase 2, Multi-center, Uncontrolled, Open- Development & 0= F e |/L—3iEs%, TX
label Trial to Evaluate Safety, Tolerability, and  |Commercialization, Inc F=T2MEER, T
Efficacy of Orally Administered OPC-67683 as b ET7 158,
100 mg BID with Optional Titration to 200 mg BID E2fesk, &ES3
for up to Six Months Exposure in Patients with s, BAR2ME
Pulmonary Multi-drug Resistant Tuberculosis %, JaUVEU
MeE%)
5.3.5.2-02 242210 Otsuka Pharmaceutical 2HE3MER (5 |ESt HRER Bl & A
A Phase 2, Multi-center, Non-controlled, Open- |Development & FETIERRY
label Dose Escalation Trial to Assess the Safety, | Commercialization, Inc. ) b7 =T 20
Tolerability, Pharmacokinetics, and Efficacy of %)
Orally Administered OPC-67683 Two Times
Daily to Patients with Pulmonary Multidrug-
resistant Tuberculosis Refractory to Conventional
Treatment
5.3.5.3-01 Summary of Efficacy Datasets(MAA) Otsuka Pharmaceutical [20jfE]E[B - E3ps HREH Al &
Development & (FHRES/ERB)
Commercialization, Inc.
5.3.5.3-02 Position Paper on Combined Analysis Otsuka Pharmaceutical |20 R - ESPAN HREH ATl &

Development &
Commercialization, Inc.

(HmESERE)
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5.3.5.3-03 Position Paper on Use of Delamanid 100 mg BID [Otsuka Pharmaceutical |20jf A8 - &4t HRNEH Tl &
for 6 months for the treatment of MDR-TB Development & (FHRESERB)
Commercialization, Inc.
5.3.5.3-04 2.7.3 Summary of Clinical Efficacy(MAA) Otsuka Pharmaceutical [20jfEJEIE — E 5t HREH SEEH
Development & (FHRESERB)
Commercialization, Inc.
5.3.5.3-05 Summary of Safety Datasets(MAA) Otsuka Pharmaceutical [20jJf&]E B — SR HREH A E R
Development & GREEERB)
Commercialization, Inc.
5.3.5.3-06 2.7.4 Summary of Clinical Safety (MAA) Otsuka Pharmaceutical [20jfE]E2 — L) HREH SEEH
Development & (FRES/ERB)
Commercialization, Inc.
5.3.5.3-07 Summary of Clinical Efficacy of Multidrug- PSZEE ST o EE E - =5t HRAEH il H
Resistant Tuberculosis Patients Final Treatment (FRESERB)
Outcome / Sustained Sputum Culture
Conversion From Japan
5.3.5.3-08 Summary of Clinical Safety of Extensively Drug | KIFHZEHK 4t N EE [ - ER HREH AT 4 4
Resistant Tuberculosis Patients (FHRES/ERB)
5.3.5.4-01 242116 Otsuka Frankfurt 9 E18fEsx ( [E5 HREH SEEH

Registry for Data Collection to Determine Final
Treatment Outcomes of Multidrug Resistant
Tuberculosis Patients Previously Enrolled in
Otsuka Trials Assessing Treatment with OPC-
67683

Research Institute
GmbH
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5.3.5.4-02 Cardiovascular Electrocardiographic Data Report [Otsuka Pharmaceutical |20jJf A= - &4t HRNEH Tl &
(242-.—204) Development & (FHRESERB)
Commercialization, Inc.
5.3.5.4-03 Cardiovascular Electrocardiographic Data Report |Otsuka Pharmaceutical |20JJfEJEIlE - &4t HRER ATl & A
(242-J-208) Development & (FHRESERB)
Commercialization, Inc.
5.3.5.4-04 Delamanid Cardiac Safety Assessment Report || | ||GzGzG [20l=A0E - &4t HREH Tl & A
(EBESERB)
5.3.5.4-05 Development of a Microbiology Standard for N B EE — 3PN HREHR SEEH
Clinical Trials Evaluating New Drugs for (FRESMHERAB)
Tuberculosis
5.3.7-01 fEGI—& — — — B #HRAEH STl & A
5.3.7-02 EEER EH—E — — — ESE)N HRER Sl 5 44
5.3.7-03 EELEEER EH—F — — — ESE)N HRER Sl 5 4
5.3.7-04 ARREEEELY EH—F — — — ESE)N HRER FHEmE R
5.4-01 OPC-67683, a nitro-dihydro-imidazooxazole Matsumoto M, - - - PLoS Med. -
derivative with promising action against Hashizume H, 2006;3:2131-44
tuberculosis in vitro and in mice Tomishige T, Kawasaki
M, Tsubouchi H, Sasaki
H, et al
5.4-02 Early bactericidal activity of delamanid (OPC- Diacon AH, Dawson R, - - — Int J Tuberc Lung -
67683) in smear-positive pulmonary tuberculosis |[Hanekom M, Narunsky Dis.
patients K, Venter A, Hittel N, et 2011;15(7):949-
al 54
5.4-03 Treatment outcomes among patients with Orenstein EW, Basu S, - — — Lancet Infect Dis. —

multidrug-resistant tuberculosis: systematic
review and meta-analysis

Shah NS, Andrews JR,
Friedland GH, Moll AP,
et al

2009;9(3):153-61
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5.4-04 Biomarkers for tuberculosis disease activity, Wallis RS, Wang C, — — — Lancet Infect Dis. —
cure, and relapse Doherty TM, Onyebujoh 2010;10(2):68-9
P, Vahedi M, Laang H,
et al
5.4-05 Bacteriologic monitoring of multidrug-resistant Gammino VM, Taylor — — — Int J Tuberc Lung —
tuberculosis patients in five DOTS-Plus pilot AB, Rich ML, Bayona J, Dis.
projects Becerra MC, Bonilla C, 2011;15(10):1315
et al -22
5.4-06 Time to sputum culture conversion in multidrug- [Holtz TH, Sternberg M, - - - Ann Intern Med. -
resistant tuberculosis: predictors and relationship |Kammerer S, Laserson 2006;144:650-9
to treatment outcome KF, Riekstina V,
Zarovska E, et al
5.4-07 Adverse events related to multidrug-resistant Bloss E, Kuksa L, Holtz — — — Int J Tuberc Lung —
tuberculosis treatment, Latvia, 2000-2004 TH, Riekstina V, Dis.
Skripconoka V, 2010;14(3):275-
Kammerer S, et al 81.
5.4-08 Biomarkers of treatment response in clinical trials |Perrin FM, Lipman MC, - - - Lancet Infect Dis. -
of novel antituberculosis agents McHugh TD, Gillespie 2007;7(7):481-90
SH
5.4-09 Mycobacteria Growth Indicator Tube(MGIT);%IZ (&0 —RE, jthE i#S, - - - &% —
L HERARBIAEN S DMBRARERBEDRT—  |& X—, TH FIE, ik 2003;78(5):389-
MGITTOEEEEDAREEIC DT — HX 2E 28 93
5.4-10 FoeemEBRET U RTD AL INH - RFPEAIM M4 |S B FE - - - &% -
IRNOFE 1991,;66(10):687-
706
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5.4-12 FRBEHBEIURIDIL | SHITMEREZ 3. (SR - - - . -
ZHIMMEREROESF 1998;73(11):665-
72
5.4-13 Drug-resistant Mycobacterium tuberculosis in Tuberculosis Research - - - Int J Tuberc Lung -
Japan: a nationwide survey, 2002 Committee (Ryoken) Dis.
2007;11(10):1129
-35
5.4-14 ZHIE L VBSHIMMEREZOEERE (2006 [BH EXF, )L FF, - - - . -
) T FE, kA Al = 2008;83(12):773-
A —R, '8 =4, [ED 7
5.4-15 FRAMMPMBEI =L UROHL V. BRIZEITS |FL R - - - . -
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