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AR DRERE

YFan® (R4 _REFV T VR LT, ARHFD X, Tibotectt: (BiJanssen Research & Development£t) 23
AR 7= T xR ) ROBREE S CHh D, Mycobacterium tuberculosis (M. tuberculosis) DT T /35 - =1
W% (ATP) BRI R A RAOICPE L . AR R OMRIRII O FE R OV AU L ThHIRO R TR 2R, &
7= AENDFE AT AT AT TV LRI R ThH DL RO B TNDE Y,

KETIE AN PERERZ B (MDR-TB : multidrug resistant—tuberculosis) {Z X2 ifGE% OFRIGHIE L CTHEGR
ZATV, KER A IESE AR (FDA) 12X D Fast Track X OMBSEHRATTEDOL L, 20124F 12 (RGBS Uz, K
MNZENTY, 2014453 F IS & KBSz, 202049 A BIE, AHKIIMDR-TBMifE 25452 AI0F
EO LA LTG5 D [E I I C/AGBE M T D,

FRICHENE D ENTIE201654E9 A ICA s E SR S o Fe %% 7=, £ LT, MDR-TBJlifit B x4l
L7z E PN 1A (TBC2001788R) K OS5 I AHFRBR (C208785R) . MDR-TBAffE % B35 (B A ik £%
BEZET) ot B E LTI TARRRER (C209585R) OfE L0 . AFNIIAFN BN O | O EME, [%
F A it A% | 0D 3 JEE CT20184E 1 H I LS I 78 /& GR A UG LT,

ko RN EE IR (EMA) ORI (EC) 726/2004 5514 (7) HEIZ ISR EEAGRTHY . KFNE G L IA & FR0L
DA R LTI A OARFN O AT i L OV2 VI B 9218007 — 2255 (B IR MRGERER) 2 &N AR S L7 -
T3,

BEDAREFHN - BEFREYE

(1) AH (—i4 : _REXV 7~ UFE) 12, MDR-TBICEEEHNCA/EH T T UL X )V ROHFERIETHSD
(in vitro), (IV. 2. (1))

(2) ARANIM. tuberculosis DATPA %I 2R AL ETHI LT, I K OWREREA D FERZ B OV 3 Ukt
L ChIRWA TG 27~ (n vitro) , (IV. 2. (1))

(3) HAANDMDR-TBJfifEEZ BE & xR EUT-ENH I ARRER (TBC20015385%) [HMfENT [IZk W T, BEAY
e — B — A ERAREE I (MGIT : mycobacteria growth indicator tube) & OVINIEEHIZ LAWK IR L& e £ T
DOFFEIZ14 3015 H ThHho7=, (V. 3. (2) 1))

(4) MDR-TBHfif B2 B F xR EL, 7T st MIEAE 2 b —H 5 M THER LRl aBR Ch 2 o4 2 T AH AR
(C2085 Bk stage 2) 128V T, MGITIZLAMEZ G E 2 AL ZCORERM (FFYLfi) 13, ARAIRES3 B K OV F'R
FEI25 HTHY, MR e eSS 7= [N —R I (95%CI) : 2.44(1.57, 3.80), p<0.0001, {&%Hk
T it |25 $ A BE B OV 28l b2 328 B L L7z Cox lb Bl —RET V], 24IBEOMGITIZ L DVEIR B fatE(b
RiL, AKAIEE78.8% (52/6661) K N7 T BHREEST.6% (38/6641]) THY., Hat o2l BEZENBOLNT-
(p=0.008, FEHERAWLBLLT-0 2T v ZEFET L), (V. 3. (2) 2)

(5) MDR-TBJififi % F8 3 (B 2 A M ME i Ak % (B3 & 5 T) 2t S E U= ¥Esh 56 1A R (C2097805R) 128\ T,
MGITIZ L AW E2 38 Rt L F TR (P fif) 1257 H . 24 OMGITIC L AWEIE B2 38 [ L #1379.5%
(163/205%1) Tdh-o7z, (V.3. (2) 3))

(6) MDR-TBJiifiti k% & 2t S E L2 [E NS TTARRRBR IRV C, BIVE (BRR A I o0 S8 25 o) 136451 3451
(50%) IZZBDHINT-, BIVEMIL. NTFHSRE R 141 (16.7%) . Myt 7TELH] (16.7%) . SIE 14 (16.7%) Tdh-
7= (GKGRIRE) ,

MDR-TBJlif#% B 2%t G L Uz 56 TARRRBR (2B ¢, RIER (BRFR A E O B 25 Te) 133354
116641 (49.6%) IZFRD BTz, TAREIVEAIL, L6141 (18.2%) . BAERESTHI (17.0%) | S8 44451 (13.1%) .
Mg H-4161 (12.2%) T -7z GRFRIE)

7ok, ERREWEHELT, QTIEE, R ENSHESN TS, (VL 8. (2))

FERIZOWTIE, B IR SCORIER K QR DOHO R EMOR REZ T 528,

(7) EFCEDEEAN « RS - JERIAT - RDZEORIFR, Ve H
ARANT %I D B R BB 1k e OVl B OHEE D=0 . KENHFK G I1XYv 77—~ {THRAP
(Responsible Access Program) D& MEMETR Y AT DB ERSIVIZIERD « FAIBIO WA B EREFRERT « 35
WZHBWTC, BEEFITHLTTHIZEESNTWD, FTo, MR O L, ERZMAT L0, fiiEE e
179, (V. 1)

X, BHFHICET2HE KRS I O L DXL {5 0HEEZ RO,
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(3) RT 4L
A
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G

HOC - Xy~ COH
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4y . C,H,BrN,0, « C,H,0,
451 : 671.58

5 k24 (didik)
(BX4)
(1R,25)-1-(6-7 BE-2-ARF T F )V =3-A V) A= (FPAFNTI)) 2= (F T HL 2~ 1-AN) - 1-T == )L T Z -2~
F— v —7 < Vg (JAN)
(£4)
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7Eh=kJ/L 0.38(g/100mL)

(3) BTt
FE IR

4) R (R, BR. RER
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(5) BRI B AR Bf TE 4L

pKa, : 9T pKa, : M (Wb KRR AR O R EE LD SMEL TR

(6) N ECIREL
logP
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1
Sk B (mm) = (mg)
11.0 460

(2) "WEI DY
ML

(3) #AIa—k
T207

(4) pH, ZEEL. HE. LE, BEROERUVREGHESF

A1

KFI DA

(1) AR (EERT) DEE

1EEP AR T 7 < LRt 4120.89mg (A Y 2L C100me) &
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it HB A & ek Ge & LT FEI N o5 TLAHRRBR (TBC200158B1”) 128\ ) T AFIOA MM O i bz, L
LR RICESE | ARIOBEE IR E L,

2. PEEXIFHRIZEHETZIE
AR ESITUR

3. AERUA=E
(1) AERUAEDMEER

W RAICIE G-BRAE S22 I Z F U L LT H 1E400mgA B EZ IR AR 535, F0#%., 3L

FEIX, XYL TLEI200mgA il 3Bl 48FFHILL EORIRZ &HIT TREZICR A& 575, 5T

X, BT ORI T AL,

(2) FBERUVAEDRTRERE - B0

ARFNOAERL OHEZ, TRIHE XITZ R | O ERILL 72> T FEARFRER (TV. L IR O AEZ RO Z

OICHESEFELT,

WEAMZ 35 T AR ER (C2083BR" ) K ONC20958 8k V) CTHIVWV= AR 0 I - H&IT, JEERRBR coZe

KO 0T — 4 W NSRRI OUFE R R R ER D222 . A2 R O ERE D AR I DWW TR E

L7,

FEERIR AR BR A S, C208TRBROBAM F EEL T, (EHEMBR G 2% R LU= T AR (CDE-1023 8k,

CL0438BR" J NC10938BR™Y) CAMZ K 5 LI-BO KM ETHY ., BAFRBAEMEREDOLN, B

D EREZ 7R LT= [ ARA1400meZ 1 H 18] T2 3% 5 ) na@E IR &7,

C2083%5h stage 1V Cld, FLE » FHRELL T, HERFE L CIMAE R~ ) 4 fE 2600ng/mLLL EICHERF3- 57
W IARHN400meZ 1 H 1A T2l # 5, Z00#200mgz 30l Colll il 5- ) 2RI 7=, F/-. TV TITo72

MR BR RS R MRS (20mg/kg/ A2 H) O BT, H A5 (5bmg/kg/ B ) OB L FFRE T

VB THT-280 0, IVEHIRR G-I AJREMNHHZE2EZEL . ARME B IR 7028 3] &

HREIRENT=,

ARHN LT TR G224l 3% B L7-C2083Bh stage 2”9 L C2093884 ™ ¥ ¢l [ AAI400mg
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pre-XDR-TB : pre—extensively drug resistant tuberculosis ; pre—#aZ #iitPERE % ()
MDR-TBDS %, 7/ A ud Ju RHifEER (7L A yas) USRI (73 ™ 7
F~ A2 K OCapreomycin'™) OUNFFUH L RESRIC T2 % 355582 (1)
D) BN THEGESIV TV DRIEE « ZhRICHTEEZ ) O DOFEZIEITE FA TR0,
72) e ST E N RIS T
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AhERHE | BIRETEIE B
(fe) OMGITIZEAWEREFIEMAL R (T —4 « 248/ 12038 ) [ A HRNT]
[V.3.(2) BRI A FEE e B (S5 T AREAER © C2083 Bk stage 2) JOHEASHOZ
&,
B REHMMIE R (YD T IL—T )
OB 7 7N —TRIMGITIC L DMK G AR PR =R (77 —& + 12008 RF) [Fc ke fiaT ]
AFIRE TR
WE P RE g WE IR R
%k FatAl %k FapEAl
B3 (%) % (%)
fiioZzER L
Zeififb e L X L2 2em A 0> 28 12 8 (66.7) 10 6 (60.0)
itz 2em bl o> 22 42 26 (61.9) 41 19 (46.3)
Wil 2emBL o> Z2 12 7 (58.3) 15 4 (26.7)
fiti >zl (X#)
Zedfib e L S i L2 2em A i 0O 2211 14 9 (64.3) 16 9 (56.3)
Jr iz 2emPl o>z iR 41 26 (63.4) 36 17 (47.2)
Wiz 2emBL D22 11 6 (54.5) 14 3 (21.4)
M
TT 8 6 4 3
R 6 3 7 4
7705 37 20 (54.1) | 42 15 (35.7)
FE7 AU 15 12 (80.0) 13 7 (53.8)
N 2T A L RFOHIV IR
(£33 61 38 (62.3) 52 23 (44.2)
[ i 5 3 14 6 (42.9)
FERE T DIt
MDR, .z~ TB 39 27 (69.2) | 46 20 (43.5)
pre-XDR-TB 15 9 (60.0) 12 5 (41.7)
R—2ZFA DTV T IRV
i 38 23 (60.5) 33 11 (33.3)
RS 18 13 (72.2) 26 14 (53.8)
N— 2T A D R FI R VE
[FfE3 9 6 8 4
&S 45 30 (66.7) 50 21 (42.0)
N—2FA WD T LAy sz M
[iBKE2 6 3 4 1
RS 48 33 (68.8) 54 24 (44.4)
— IR OH G-
oL 6 5 8 5
HY 60 36 (60.0) 58 24 (41.4)
N—2FA VI G- SN AR IR IE DO IS YA 7R LT S8 AI 3K
3HIA I 13 6 (46.2) 11 5 (45.5)
AL 40 30 (75.0) 44 19 (43.2)
NR—2TA VIR G- SN R IR IR IR DS B A M2 o= U T 28515 (R f#A)
3AIA I 13 6 (46.2) 11 5 (45.5)
AL = 41 30 (73.2) 46 20 (43.5)
R—2F AL DBMI
<18 24 13 (54.2) | 29 11 (37.9)
>18<20 10 7 (70.0) 13 5 (38.5)
=20<25 28 19 (67.9) 18 9 (50.0)
=25 4 2 6 4
NR—2FA DT VT I AEDCrade™
Grade 0 38 26 (68.4) 24 13 (54.2)
Grade 1 11 7 (63.6) 14 7 (50.0)
Grade 2 14 7 (50.0) | 27 9 (33.3)
Grade 3 3 1 1 0
R mITTRENTREGAER . AT © missing=failurefiAT
sk DMID Adult Toxicity Table (2007411 H Ki) 12 55 < 34
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A EhVERHA
(i)

Z Dt EFhIE B

Olnternational expert consensus group® i€ FelZ SRR (57—« 12008 M) [ &M ]
mlI T THENT R SR R %% 52 & L 72120 I DlInternational expert consensus group® iE (2 3&-5<
TR, 7" TR RE31.8% (21/664) LHELL T, AHFIHELT.6% (38/661) Td 7= (p=0.003,
BRI EBL LI AT 7 ElEET V),

<fEMTETE >

ITTRENT R R K O'mI T TR 6t SR ™ A 5t 2 LU, LU O3[R O fiRHT & FEhE L7z,

- FRREIEAT (2408) [ ZEARAT] © T _TORE N ZE G MM (24 ) 28 T 3T ik L7 E R
FCOT — &N

 FFRAFENT (T200) © T _XTOREDT2EIFORKEEEZKE T XTH LR i ETOT —H & fRHr

 RAEARAT (1200) @ TR TOBEPAREREE T XU IELT-RE R ETOT — X2 fighT

AT RS BIR P T L L= BB 1T T, missing=failurefiZdT 24 FHV M=,

Rollover#t : Rolloverifl DA 50 e V&R T — Z I3 BRI LT,

k1 mITTAEAT xR EE © modified intent—to-treatfiEAT xF R EEM ; ITTHRHT X GAEM DS, XDR-TB L4
FsZ MR AZ (B) (DS-TB : drug—susceptible tuberculosis) 3F20H OG- HBE . MGITIC L AVRIK B2 55
RINR—AT A R FE M T 5 MR E S IO o T B E A RN -5 H

* 2 missing=failuref# 41 : HIERTICHEIR EE R B2 MEALDSFRO BT BB DL T, MRk G A Ik
L=z et bt d° & U, WRIRES ML ECORR ORI, B3 I Y LT T SR N
DI CITH Y0 E LT,

e PP
[ 7]

AEEZZRGEIER™)
AERZ TR
o T EEHR —EeEhEE T
B% (%) . = - =
AL TR ARFIHE TIEREE
79451 8115 79451 8113l
%ggf_\ 55(69.6) 56(69.1) 55 (69.6) 56(69.1)
EREWER D 16(20.3) |0y 12(14.8) [l 16(20.3) |l 12(14.8)
& i 13(16.5) [IFEM: 10(12.3) M- 13(16.5) |[NEMH: 10(12.3)
BIERE  11(13.9) |/ R e RIER  11(13.9) | & RE2 fE
11(13.6) 11(13.6)
HERRIEN 0(0) HAERE 1 (1.2) |2k 1 (L) |HARFE 1 (1.2)
BeE IRz
?;ﬂg%@ 4(5.1) 5(6.2)
FEBLEIS
BEAIRz |’ RTIF—F | TR 2(2.5)
FEoi 5 3(3.8) | ML 7IT—F
HEEG Toa— L digg | 1(1.2)
1(1.3) | U x—E 8
1(1.2)
TR IR O R ) S T
1(1.2)
B 1(1.2)

FERIREIIC B WT, CICE ST RWERIZmEE CRRO DI 2T,

FARBE Y RIS EFREAF LT TR ORI BIRE TRt/ o TAREPER ), ST NETHESE ) &
ML= R AR E S LT,
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Ab | etEEn | DER
R | [BAARiT] | QTCFRIBOIER AR DI, ZAL RO FAHEIEH 1ERHAREEI . Ims, 7T EREES.5ms Tiho
(i) 77 ARBNZ L D24 ORI 1T AQTeFRINE D fic ROEHIEE &L, 15.7ms (18 H) TH-
Too 7T RBFECHITHQTCE MIFROHR R EEEINEIX, 6.2ms (181 H) Th-o7e,
CHEERYITTQTCFRINENA500msZ A8 2 72 R IIARIBED 141 (1.3%) THY ., ZDHA L1165
\ZQTcFEIFE23505ms («— AT AL 73588ms DEIMN) L7427, QTcF[EIE/3480~500ms Tah-o7=
BEEIIARAIREL3% (1/7961) . 7 T7-AFEEL.2% (1/8141) . 450~480ms CTr-7= B 1IAKIRE
26.6% (21/79%1) . 7 FEREES.6% (7/814) Th 72, QTcFRMRDN—AF AL LD HE NN
60ms A it 2 7 B IIAAIREY. 1% (T/79%1) . 7 7'HREE2.5% (2/8141) TH -7,
EEERIREE
FEREIR I O T 72Grade 3XUTADEEARRAME B 1L, SR CRAIRE, 770 E) CERENE
JREAME (38.5%. 37.0%) . HMEREEM (14.1%, 6.2%). ASTEME (11.5%., 4.9%). GGTHE
E(9.0%. 3.7%). ALTEME (7.7%., 2.5%). F0bras bV IFRIIER (6.4%. 6.2%) . MpF @il
(5.1%. 6.2%) M OWETIT—EEE (5.1%. 1.2%) Th-o7,
Rolloverff T TR AREEDIH 16 Rolloveritf] (A M OFEEZ IR HR IR D 24 [ OFH B 5-) 1ITBAT LT,
ij?R]()lloverﬁzp MGITIZ L BIE R &2 1 1L 2] K& nternational expert consensus group®M EFHICEDICAEZD
SBFE[Rolloverfi# 4]
Rollover#lzmg ik 5528 /3 &Pk L7=, F7=. International expert consensus group® jEF&(ZHk-5<
TRIFE% OWRIFI TR CTh o7,
et
BIWER 1338 b -7z,
S TRBE Y [ VG T L AKX LT TR E O R S BRAE TATREM /N ), TATREMER ), SUENRITREE &
ML FRARIERELE,
2) B ER
RN E R L
(6) B - fRAERIER
M E R

(7) SRR A
1) ERBERE (—RERREEE. BEERREEE. EARRLREE) . WERRET -2
BE. WERSREFRRBRONE
UL

2) RBEHELELTERFEORNBRIIERL-AE - HBROWE
< FTE B AR A >

HE Z AN RSB 2R BT AR ORISR T2 2% 2 L O 22 it %,
72¥ . ARIDOEGHE T b AHIE 5546 B KV 12008 £ CRELIFEOMHROT-OBIHEZTT,
[E A E A ]

DEMQTIER, FFHkaErRE

GLECSSE S RFNDHE G- ST 2 TOZANMIERRE R B

AR AR TR . 20184E5 A 8 H ~20274E1 1 (F1E)
BRI . 2018455 H 8 H ~20244E1 H (F1E)

Bl KA G-BlA B ZV48IB I 2B I &5,

7k BEHIRNCARAN O 544 T ATH L LG A1E, & T - Ik B ECABIESIRET 5,
Fo, BRI T ROAF O Gk DA IO BB A2 I L, AFIFRG-B4G A LD
12018 F TRARIFFOMEREZ1T) QBB .

(8) Dt
WA EDRHL
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EEE(ICRHISHEE

EEDA(CEEHDILEYMITIL SR
TIw=R

EIB{ER

(1) VEFRERASL - VEFRH4RE"
REN(— {4 - R_REFV 7<)V 1T T VLR ) ROFRPUE R CTH D, Mycobacterium tuberculosis
(M. tuberculosis) DT T /35 ==V W (ATP) A pkBE R 2 R SOOI PR L, BEAHI M ORIRIT O FE % 6
WTFUSK L Th RO ETE 2 R 3130, BRI OHUEH AT ML~ AT Y LR IR R THDHZ LD
OB TND,

1) FLERRIRIL (in vitro) >
FEBRELRAF-DOM. tuberculosis 858RIZX T2 _Z XV Din vitroftETE % . TH1055 1% F\ 7= 28 KA s
(TH107& R EFHiVE) THRFTLTZ,
B M R O S RNMHPERE 2 & T2 9 CTDM. tuberculosis\ZxkT§ 22 %V O/ H BHLIEERE (MIC) 1,
=0.008~0.12  g/mLIZ3AT L. MIC; 2 OMICgold, 450.03 8% 1M0.06 u g/mL T -7z,

~REFYDOMIC
it 5 BRI MIC L g/
MIC#i [ MIC,, MIC,,
ESN 85 =0.008~0.12 0.03 0.06
DS-TB 41 =0.008~0.06 0.03 0.06
MDR-TB 44 =0.008~0.12 0.03 0.06

DS-TB (AR MEASEZ ) - SEAISz Mk
MDR-TB (ZHIMMEFEREE) « AV =T PR O T 7o iRk

BREEMN

DIEFERA R UKRBREAM. tuberculosis| =39 B3%EEH (in vitro) ™

FEAEEA K OMRIRMAM. tuberculosis H3TRv (10°~10°CFU/mL) 12, & XV 7~ Lg% 10 u g/mLAEMA S
. 1, 4, TERO4A BICAEFERZRNEL-, ¥IEHIM. tuberculosisi®. IHFXIEELUT-HIRE H, IRIR
WAM. tuberculosisid., Waynels 8 1EIZ ARG & LT Wi E Wz, SEBRIREL T/ =7 VR (10 1 g/mL)
W,

PESEHAM. tuberculosis\Z~_<A XV 7<= Vg% 10 w g/mLIEASEAE, TH HOAREIF2.2 log, L,
14 H HITIZHEIZ0.8 log, i LTz,

IRHRHAM. tuberculosis\ZXTL I, TH H OAEREEIL1.8 log, i L. 148 BIZIZFIZS log, i Lz,

FEBEEA N OYRIREIM. tuberculosis\Zxt3 A2 Din vitroFx EVEF

2

~

(CFU/mL)
°] PRIR 51 | KA 351 CJ1RH
: I 4HH
54 ‘ T
. 4HE
SEfE £S. E.
/17
g

o —,

AEFYY AY=TFOK ACE DN A=K
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QEMN BRI T AR E12 DMIC (in vitro)'?

[E N CERR DSBS - LA RS 2 598K (MDR-TB @ 398k, XDR-TB : 208£) 125424 %Y DOMIC
%, THIIEG A V- 38 KB E (THL L ZE RS ) TR LT,

THI 128 KB T E B HEA99% R B I EIC L OMICHIEZFT 728538, MDRE UXDREBITARZ FY
B AMICHPHIZ, 0.015~0.12 1 g/mLT&HY, MICs & UMICy1%0.06 1 g/mLTdH-7=,

FE N BERIZXT 3547 U DOMIC
(R i MIC (1 g/mL)
MICHi[#H MIC,, MIC,,
EIN 59 0.015~0.12 0.06 0.06
MDR 39 0.015~0.12 0.06 0.06
XDR 20 0.015~0.12 0.06 0.06

FERFEHHE © 9% R B E
MDR : ZAIMMERAZE (1 =T PR ROV 7 7 B Uit TXDR T2 E)
XDR : BEZAIMHESEREE (V=T VR, V77, LARZaX o U RO T~ A U MERR)

QB ERPRERER 1 BERR 1T BARA 1> DMIC (in vitro) '
WEAM G R FRBRC208 stage 28 NC20978BR Ty BESL7=MDR-TBIZ %4 2 Z %V OMICE, THI115; %
A2 R EE S (TH1 128 R EH ) TRg LT,
TH1 1R L CHE R HEAZ99% R E

AT U TR D HE A &2

PEERLUTZ,

FREIZ L CMICHIEZ T o786 . C208 stage 2 ONC2093 5k &1
(2. MIC4130.06 1 g/mL, MICgld0.12 1 g/mLTdH -7z, F7=. MDRyex. pre—XDRE NXDREH (2R

HESMER IR S BERR I 5~ % U OMIC

HRES | R e - MIC L grmt)
MICHiH MIC,, MICy,
R0 S 109 0.0075~0.48 0.06 0.12
C208 stage 2 MDR;¢x 83 0.0075~0.48 0.06 0.12
pre-XDR 26 0.015~0.12 0.06 0.12
/N 167 0.0075~>0.48 0.06 0.12
209 MDRyjex 88 0.0075~0.48 0.06 0.12
pre—XDR 44 0.015~2>0.48 0.06 0.12
XDR 35 0.015~0.48 0.06 0.12

FERIFHHIE © 99% % BHILE

MDRye ©

XU THRPERR)

oz, TIHL U

BN LTI O 7 v A m o RHTE S LTl ERk)
D EWNTERBSIL TR « 2h RIS K O OMOFERIE LS T 7w,

WA <, 7IH

SRR (1Y =7 DR RO 7 7 B it Cpre-XDR & OXDRC72L \)
pre—XDR : pre—BEAIMVE (1Y =T PR KOV 77 B2 L

v/ ay RHUEEO W LA
XDR : SRR (1Y =T DR B OV 7 7B i

. F~AL . Capreomycin™ X374

FF~ A X ECapreomycin™ DI L7 L1

1E2) BT E N AR E

FEHI T A

DIZEH D F DT AR (atoEBIEFERE) (in vitro) '

M. tuberculosis H3TRv (JE&3z PERR) K QNG ER 4y BiE6 1K B3z MERE © 28K, ZAIMHERE « 48K) 2 v C.
10MIC, 30MIC K DMOOMIC DA XV A &8 Tin vitrolit 8 Blakbk A S hE L 7=,

1OMIC (0.3 1z g/mL) {EFAS 7L X DM F R B 1L, 4.7X10 ' ~8.9X 10 THY, 30MICEIEASHET-
LEIT, 3.9X10°~2.4X 10" ThH -7, 100MIC TILMHHEE 1T HH S e h -7,

S MPERRS3RRIC KT L T, ATPAFEEZ DY 7 =y heha—Rd DatpEi&is 1 DT 24T -T2 2
7. BRI ISRRIZIN T, atpESBIE T OSHFNCT I A BRHERINT-, ZhSTIBERNLLNT-
ERIZTH_E XU OMICIE, BFkEIRL T8~128(% EH-L7-,

~
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itk Datp L3 AR T fRHT

A 0) =AY et . ”
;f‘ffif SRR &tngigz% atpE. F0 operon ST MIC & o i [FH
T O - (éélﬂ%&) SIZATPA F%E#5E DoperonZs AT (ug/mL)

MDRER
0 6(12) Glu"—Asp (GAG-GAQC) 1 0.48
1 WT atpE 5 0.12~0.48
30 2(2) Ala®—Pro (GCA-CCA) 2 1.92~3.84
Asp™—Val (GAC-GTC) 1 0.48
) 10 3(5) Glu"—Asp (GAG-GAC) 1 0.24
WT atpE 1 0.12
30 0(0)
WT atpE 2 0.9
10 6(12) WT atpE } O'F0 operon 1 0.9
3 WT atpE e OATPA k%5 3 0.9
%0 5 (1) WT atpE 3 0.48~0.9
WT atpE } O'FO operon 2 0.9
0 3() WT atpE 2 0.12~0.24
. WT atpE } O’FO operon 1 0.24
20 2(2) Ala®—Pro (GCA-CCA) 1 0.9
le®®—Met (ATC-ATG) 1 0.48
SRAIN 2 AR
Asp®—Pro (GAC-GGC) 1 0.3
0 7012) Glu®—Asp (GAG-GAC) 1 0.96
4 WT atpE 3 0.12~0.24
WT atpE M O’FO operon 2 0.3~0.48
30 1(1) Glu®—Asp (GAG-GAC) 1 0.48
10 5(10) WT atpE 5 0.24~0.96
: Glu®—Asp (GAG-GAC) 1 0.48
30 5(5) Ala®—Pro (GCA-CCA) 1 0.9
WT atpE 3 0.12~24
T 5(10) WT atpE 1 0.48
; WT atpE } O'FO operon 2 0.48
20 5(5) Ala®™—Pro (GCA-CCA) 3 3.84
WT atpE 2 0.24~0.48

QEFIBEH R T DM (non-atpEBIFEE) Y

a) EFIHEHAR TREZEDFZE (in vitro)

REXVOFER 71 (ATPA Ak EESR) LSO MRS P 259572012, atpEBIR FIZE BBBO LI
M T _E XY MR (non—atpEZE Fff : BCLA2, BCA4, EH3.2, EH3.6) W\ T, _&ZFXJ o K /n
77V OMICIZ R AE T AP AR 7 BLES L&/ (RES) K UVRT /3L (VER) ] DB A 1
L7,

atpEZE iRk (BK12 M O'LVI3) 16§ 2 _Z %V OMICIE., BERH3TRVIC T HE & el L T32~644% &\
TENRENTZ, ZHUTKILC, non-atpEZE BEK (BCLA2, BCA4, EH3.28% O'EH3.6) (245 _Z %) 0D
MIC k5%, &8k (H3TRVEZ OEH3.0) & it LU TA~8(E Thb . atpEZS Tk & boils UC il OFE B8 1 AR
ZEWITRENTZ, _E TV DOMIC T DB non-atpEZE BARIL, 707 70Tk L Th A MM EA 7~
L7,

Non-atpEZE FREDBCLA2 (MIC : 0.25 u g/mL) & TNEH3.2 (MIC : 0.5 u g/mL) (T § 5% F U DMIC
1Z. VERDOFH TEREDOMIC (H37Rv : 0.063 u g/ml, EH3.0 : 0.125 1 g/mL) LA F O (45:0.031 % 100.016
wg/mL) LR oT= N, FDMMDnon-atpEZE Fkk (BCA4 ) O'EH3.6) Tl FEAIFEHAR L 7 THESEA O HL T
HBEREICKT A2 XY OMICIZE THEIE LR DT,

—J5. atpEZEBEFRBK12 (RZ XY DOMIC : 2 4 g/mL) K OLVI3 (RZ XU DOMIC : 4 pg/mL) IZBEIL T,
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VERDPFH TRE XY OMICIA/ 21K F L2, RESOPFH TIFE AL, _E XY OMICIZIEHIHEH
R T HEKD BT Z T2 T2,

1) BN THGBSILTODAIRE « 2RI EL M OV DR DFERIEILE FAL TR0,

b) non-atpEi& {2 EfEHT (in vitro)

atpEZS BLRR (BK12, LV13) & Unon—atpEZS B kk (BCLA2, BCA4, EH3.2, EH3.6) (2 non-atpEZE BERBCAS
Nz T, RvO678TEIEDEAS 1 MfNT 2 FEhi 7=,

non-atpEZE BRRIT. TR TRvO678FEIKICZE B &,

AEXVTHPERRDRVO6 785818 D 38 A5 T-fiHT

- — RvO678TEIRIC BT D28 :
DNA B RIE
H37Rv — L gesvt] 5 A R
BCLA2 H37Rv A413G Glu138Gly
BCA4 H37Rv G281A Arg94Gln
BCAS H37Rv G281A Arg94Gln
BK12 H37Rv TR AL
LV13 H37Rv 192_193insG 65fs
EH3.0 — R R
EH3.2 EH3.0 A202G Ser68Gly
EH3.6 EH3.0 272insIS6110 91fs

BRVO678EBHKDTA 0T L A EH

a) Rv0678% 2k MmRNAF I (in vitro)

Rv0678%5 ¥4 (BCLA2, BCA4, EH3.2, EH3.6)IZHV VT, BB T DR BIATLME S THNH S 4 COD B
ZRET D720, mRNAZ~A7a 7 LA ERTIZ IO LTz,

mRNADFE LA b TLHEL UKL, mmpL5, mmpS5 K% O\RvO678 Tloo7=,
ZIDIFEFED S T IXRV06 7878 BARIZB W TR BLO TLHEDGRD BV, mmpLoIIRFTL T4k D i C_4
FUOMICH R H O EHS.6FRICH W T, b BB TEN BN,

mycobacterial membrane protein large 5 (mmpL5) & O\mycobacterial membrane protein small 5 (mmpS5) : FHIPEH AR
TEA—RTHEET T, ZOBEIHIR G FRO0678IZ I HIBISN DA~ e 2T 52 L mb T,

b) Rv0678Z BRIZH 1T DM D EHFIHEE AR T (in vitro)

Rv067875 Bifk (BCLA2, BCA4, EH3.2, EH3.6) (28T, M. tuberculosis CEEA DK H AR T DFE
Bl@r~A7aT7 VAFENTICEOBIEL, Bl (H37Rv, EH3.0) LEb#L7-,

T a b BREVRSEAIPE AR T e a — R OB R T 096, LEIs T (Rv0676c, mmpL5) O F7H3Rv06 787 Fik
IZBWTHRBATTEL TV, FOMOIEHIPEH AR 713, Rv0678%8 Bk F D EEE TRELEIZEIT
ol

ATPEREVRIEEAPE AR 7 OREBLUL, BIkREZ DRvO67878 bk LTI D o7,

ZF O OHEH AR ZIZRNAL ~ULTZEEN T2 . MmpS5-MmpL5AS~_Z F U2kt Bl c B 5 LT s
Mg —DIANPEHR L 7 L& 2 HND,

@RE X UMM DEN D FRITEFIBH R TDEEDE|S (in vitro) ™

M. tuberculosis?>H 2 TV MERRZ IR L . 1S5V MERRDATP A SR (atpE) XIZEAIPEH AR~
(Rv0678) DIBIRTFRITEATV, FEROENGERFILI-,

M. tuberculosis H37TRv(MIC : 0.03 z g/mL) & TNCDC1551 (MIC : 0.03 u g/mL) Z~_XZ %) (10MIC }z O
3OMIC) & A B HNCHERRL . ~_E XU MHPERR AN LT,

H37TRVERDB5THE (1OMIC = 578k, 30MIC : 0k%) . CDC15518k1 5238k (10MIC : 228k, 30MIC : 1KE) 733%
RENT=, ZNHSOKDEIE AL, atpEFEIE K O\Rv0678TEIR D ZE B fit L,

AR CRINUT-80FKIT. Rv0678 X TatpEXEL T DWW TN E RN LLNT-, MBS T I8 BN
DAV RRITZ2< . 8ORE T TTHE (96%) ICRVO678TEAR F DZE BN b A0, 808E T 38k (4%) (ZatpEig s F DZE
WGRd LN,

ORE XL L DHFERLEEL DX ZMHE (in vitro)'®
Rv06 7878 BARIZ BT DL XV LM O PG IR L DA M E A T LTz,
BUKH3TRY e O'Rv06 7875 BRRBCASIZ S/ 2 & F ) K DM O HUERE SR OMICEZ L RV o THWK 14555 H
ETHIE LTz, MICODfold changeld, 2 B4Rk DMICEBUKIZKH T AMIC TR Z&THR LT,
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REXV L DOAZFETERF AN E EICRDONT-EMIL, ra77 oY 0nchot (Mifll95%(E
FEIX D FIRMN>0), Rv0678ZEEERICK 5707 70 OHIEIEIZEEORK1/4ThH o7 (p<
0.0016. tIRiE), RvO678Z5BIRITKTH_Z XY OPEEMIL. Bk OR1/8Th-7- (p<0.0007, thh

E) o
RvO678ZE BARIT T DA F D LMD BUEREIEE O AR ZE it
ARERY I -
Rz EDNS i i
Telithromycin f i 1
a7y i
V7rrEv A
TEX UYL/ ITT T2/ 1 i
Rifapentin A
Thioridazine i
THT R Fril—
X TR i
LY ARTAT I |
VARV AL f f
V77T f 1
T m
F7uFp
Terizidone
= E /s I
URSYR (5yF2) .
Capreomycin ——
U UR (R F1)® ——
INTT VT IVEE A
ART R~ A i
AV=T VR A
Prothionamide ]
25 -2 -15 -1 05 0 05 1 15 2 25
Log,, fold change MIC BCA8/H37Rv
T — /N — X HI95 Yo (5 FHIX [H] 2 2§
P SCFHRE N RS 5B

1) AN THGBSILTODRIRE « 2D RIS EL M OV DR DFERIEILE EALTOZR0,

(2) BENEZE T ERERAE
1) THORBEETIL . —RIEEREEOHRY

Y AEGLET NN FHNTARE XN 7 VR E— IR PSR (V7 7o ey AV=TVRK TV T
R) EDOOF B G-\ LD IRGRBA i h R it LT,
<~ AIIM. tuberculosis H3TRvO5 X 10'CFUZ RPN BEFEL . BEfE12 0 B IR Y4 LERICSE, 13X32h
AMBEOREG LU (RGBT T V), FEBOFRIT, ~EX) 7~ Vg3 25me/kg, V7703
1X10mg/kg, V=7 RiZ25mg/kg, BT FIRIZ150mg/kgZ %5 L7,
JERYENTENL L2~ AT T /LT BWT, 26mg/kgD_E X)o7 < L ERH M 5.3, —RPUREE K D 354
HH U778+ A =T OR+HETUFIN) &G LRBROREERZRL, V77 Bl G Lt
L TRV IR 2 R LT,
SEIPEH G- (V7 7oy + AV =T PR+ 5038 (RHZ) JICA_E R 7 < VRG22 8N4 528 T,
G510 H %Ik, PN AEEE3HIOFH & el L CTHIZ2 log, CFURIA L, #5200 H#%ICIZHEIC
1 1og10CFU{ﬂw L7= (W3 tp<0.0018, Bonferroniik) ,

2, 3FEIVT77revy, AV=TPREOETVFTIR) OB 1AIE_E X ANE S C3HIGEH&E 5L
71:_)'17 &, WTFNOH [ A_EXV 7~ Ui+ AV =T PR+ IV FIN(JHZ) . V770 B+ _E2 %]
VIR AT IR (RIZ) RO T 7o B+ A =T DR+ R T~ LR (RH)) 1h, V77
VYA AV =T VR A ETYFIN(RHZ) PR SR L T BICHRWR EEH 2R L7172 (p<0.0018,
Bonferronij%), _Z XV T7</BE+ AV =T R+ 7 FIN(HZ) L7 7o v+ _ER T~
NMBEHE 2TV IR (RIZ) O3FIBEHEE 1L, B5 L= X CO~TATHWNEREER OSSN,
V77 B+ AV =T VR +AREXV T VB (RH]) . _EXV TR+ AV =7 VR +870 )
SN UHZ) BT 7o By + _EFY T2 Vgl + 25238 (RJZ) 5T, BEERIZRRE TH-
oo V77 BV + AV =T PR +ETVFIR (RHZ) 020 A G- ORRIE, _EFV T~V + A1
STVRHETVFIN(HZ) ROV 77 ey + _ERV 7= Ui + 25238 (R)Z) 010 A T $ 5
OYERLREIRE TH T,
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SUAEILET L ¢ N EE R~ DR

8.007 O~ RO 12 A B #E 5B 4% (n=10)
C42H B (B 510 A %) BRA% O NI E 4L (n=6~10)
7.00 B 70H H (5270 A %) A% O N E 2L (n=6~10)
i 1 ES et Al
6.00 R: U773 10mg/kg, J : 4%V 25mg/kg
5 H: AY=7YRr25mg/kg. Z : "7 3IR150mg/kg
o A ES.D.
Oo 5.00
3
o
—
N 4.00
iy
iQ
3,00
E
2.001
1.00 ’j_‘ ﬁ
0.00
Control R ] RHZ JHZ RJZ RHJ RHZ]
D12 . o
BEERILDAY

2) TYRBEET)L . ZRIEERZLDHRY
VD AEGE T N HNT, REFV T VBIE LB R ORI RV T 7ovy v /=T VR, BTV
IR, TIW | 2 FFFINKROER T T a2 ] DB AT LD R A R LT,
< AIZ, M. tuberculosis H3TRv 5X 10° CFUZ FFAIRPNEEREL . BEFE2I M (SR D 3% 54 BIAA L 7= (YL
BIRET L), Higix, LRMSE, 1328 ARG L, 73 P Iai FTRE L, 20w
A5 L7, $FEOAEIL, XX o7~/ Uiai325me/kg, €F70%H003100mg/kg, V77>
v 310mg/kg, AV =7 PRIE25me/kg, B I FINIE150me/kg. TIA TP 13150me/kg, =FAF
R1%50mg/kgz 3% 5-L7-,
PRI N A EEUZBAL Tk, R_EFV 7 VERIE O BB 512 8- C, BTt CAERRO R BRI
TRHLITE (p<0.05. StudentDthi ES LT FisherD B LR E), TIHL P +=F 4 FIN+EF
XY ATV INICARE XV T VBRI A N2 52 E THIBN AEFE R OA B TR AL
(p<0.05, Student®tiED L ILFisherd H MR T) .
FNAREBICBEL Tk, XV 7B &0 AT, &2V L CH RIS R L
L7=B 3 8N 7= (p<0.05, Student Dt s L IXFisherD B HMERMRE) . EBIC, TIH P+
TFA IR+ 7aF P FETUFINOFHBETIR, 50% 08w LR STz LT, 2
\CARE R 7 VR 2 TN 2 528 TL00% DB S35 [E M L N A BT,

TE) EN THGREN TV DRIRE - 2 RITHREEL e O OMLOFERAEITE AL TU VLY,
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<D ARG TV ¢ il R OV PN A B B~ D 5 B

i (172 A ) i (277 A ) fiti (14 H) fiti (24 H)

0HH 6.5+0.2 — 5.9+0.5

J 2.6+1.3 1.2+£0.5(0/ 8) 2.97+0.9 0.2+0.3( 6/ 8)
M 5.00.3 3.5+0.4(0/10) 4.2+0.3 2.940.6( 0/10)
RHZ 4.5+0.3 1.9+0.5(1/10) 3.7+0.4 1.0£0.5( 0/10)
RHZ+] 1.9+0.31 0.1%0.2(4/10) 1.8+0.4 0 =0 (10/10)
AEZ 4.0+0.3 2.870.3(0/10) 3.7+0.2 1.2+0.3( 0/10)
AEZ+] 1.2+0.2 0.1+0.1(7/ 9) 0.2+0.3 0 *0 (9/9
AMZ 3.6+0.2 1.9£0.5(0/10) 3.4%+0.3 0.8£0.6( 0/10)
AMZ+] 1.2+0.2 0 +0 (8/8) 0.2+0.3 0 +0 (8/8)
AEMZ 3.2+0.5 1.6+£0.4(1/10) 2.9%+0.2 0.1£0.1( 5/10)
AEMZ+] 1.2+0.3 0 +0 (8/8) 0.5+0.4 0 +0 (8/8)

FEIE (Log,, CFU) £8.D. (ML LTz~ ADE/ 42 (K)

A TN B 2 FFFIN, HAVETUR, J NERVCTAERME, M EX TR R VT FUELS 2 ES
VIR

J: 25mg/kg, M : 100mg/kg. R : 10mg/kg. H : 25mg/kg. Z : 150mg/kg. A : 150mg/kg. E : 50mg/kg

) ENTHERBINTODZIRE « B RICHFEEE K O DM DOFERZE L5 TR0,

(3) YEFAFIRRERT - HrihsRE
BN v N
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VI ZEYENREICRII HIEE

1.

e REDE - A
(1)
LR

ARLAEDTMmMApPIRE

(2) BREMAPEEIERRMWEAT—2)?
fEERE R A 36BIIZAFI10, 30, 100, 300, 450 1EL700mgZ M E. % ICHEIRE O &K G L=, mfEfh_7x)

TR 13 P 5% 5~ 6MF ] (Fh S fil) Tl

(3) EREREABR CHERE S NI PR E
1 @ERAGNEAT—5)

QLG 20

BEPREEICIELT,

fEFERL A 36BIIZ A0, 30, 100, 300, 450 XIX700mgr EEAICHBEIR OB L-eXx, MiEP_¥%
U R B 15 1% 5~ 6 IRF [ (9 fif) C e s i AE R B (CL,) CEH4IE) [68.6, 276, 854, 2,547, 3,755,

6,747Tng/mLIZEL .

117~ 17280 CEXMME) O IR - TR LT,

H A G O KD ERE T A—H

10mg 30mg 100mg 300mg 450mg 700mg
6451 651l 645 6451 645l 6451l
t..7(h) 6.0(6.0, 8.0) [5.0(5.0, 5.0)| 5.0(2.0, 6.0) 5.0(2.0, 6.0) 5.0(2.0, 5.0) 5.0(5.0, 6.0)
Coax (ng/mL) 68.61+14.8 27664 854+283 2,547%+1,305 | 3,755%1,165 6,747+2,210
AUC., (ng * h/mL) | 1,700%+291 (6,052+1,861| 18,134+6,577 |53,113+17,911(79,179+31,794 |133,125+44,913
tl/z(h) 162+84 143+31 13524 169+19 117+19 172+37
SEEJE£S.D.
H ot o IR GREPR)
HA[E]$ G-Rg D A AU R EE (CEYE)
(ng/mL)
10000 . = 10mg
va ={ = 30mg
N\ == 100mg
TR == 300mg
10004 MYz —0— 450mg
AR N~ =/~ 700mg
il AV Y
=3 l N KR -
& i EDA Z
N [il A A
g ol X s
S
)] @ A s
. = ™
5 g 5 T
= o ]
10 ' e (] a
{ } { }
O
O O L]
O
O O
1 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 24 48 72 96 120 144 168 192 216 240 264 288 (h)
B
QR#EHE"

R R A 18BIIZAHA50, 150 K% TM00mgz 1 H 1B B %14 H B KER OG- Lizex, miEh a3
PEREITI4AE BICIXEFREBICZELTRBY., 1HELXT4A HOWTIOAEICBW T, #5#%4~585H
(R fiE) ©C,. [1H B (CF¥E) @ 428, 1,132, 3,005ng/ml, 14H H CEZIfE) : 590, 1,972, 4,298ng/mL ]
LT,
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RAE B 5- R DI e ST A— 2

| 50mgl A L[] | 150mglH1E [ 400mglH 1]
1HH
miﬁ 6 6 6
e (D) 5.0(5.0, 6.0) 5.0(5.0, 5.0) 4.0(2.0, 5.0)
Cmax(ng/mL) 428 +112 1,132401 3,005 493
Cayyy (ng/mL) 63.42-10.0 180+53.0 5124114
AUC,,, (ng * h/mL) 3,989+830 9,922+3,199 27,206=5,361
14H H
Bl 6 5" 6
toe (h) 5.0(5.0, 6.0) 5.0(5.0, 5.1) 5.0(3.0, 6.0)
Coe (ng/mL) 590116 1,972559 4,298+1,315
Coy (ng/mL) 187444.0 604147 1,280=309
AUC,,, (ng * h/mL) 7,914+2,009 24,265+5,670 51,525+10,123
ty, (h) 169+77 167+48 173435

SEEIfE #S.D.

* B EFEAL A BE

Hty o HOE GREDH)

6. FERUEE
L R IE R BB AR S IS ) L LT A 1H400me A B E R ISR D355, 20k, SHEURRE, <4 5%)/&1,1
{ 1a1200mgZ M3l 48IFHILL EORIFEZ ST TREBICEN G35, #FICBL TR, L hofifskeptm 5oL,

2) SR ENHFE % B

DOREREY
SRS 2+ BARNBEHI AR RIT, ARG EEY L0 e G- L= o & (B 5-Bih
2 1 Z400mgl B 1EIE# L. FD% 22 MIZ200meE3[F A% EE) | ML) e 38 5.5

A% 20 B K O241H B DWW TS, KAIFRG-%4~68¢ [ TC,, [208 B CE#{E) : 6,552ng/mL, 24

HE (ERME) : 3,580, 5,460ng/ml.]
X1 IVIRPRICE 35T E 3K

AR (4) PRAERRIFABR

WZEELT,

A # G- O I ENRE T A— 2

1) . [EIPE I FE PR 28R (TBC20013%50) sk 71 &1

400mg1 H 1[=] (238 H ) 5431 200mgi# 3[7] (243 B ) "2/
t,,m(h) 4.10(4.00, 6.00) * 6.12 4.07
max (ng/mL.) 6,552+ 1,629" 3,580 5,460
COh (ng/mlL) 1,775+1,012° 1,250 2,270
C.o. we(ng/mL) 3,223+1,029° 2,438 3,204
AUC,,, (ng * h/mL) 77,490+ 24,757" 58,513 77,148

H e o IR GREPR)
a ‘EEIELS.D.
b {EIE

QORE#RS HHEAT—2

% M BTl % B TOBI 2 BT . AR ARG TR IR A L OF A I B - L 7= b & (3% 5B AR 238 R 1
400mg1 H 1A R EL1 52 5 %03?7’;%2215?3 (3200mgi3MI BRI 5) . Mg~ U 3 G- B ha TR

21 H M O243 H OWT ISR TY, AFIF G- 1% 5950/ ¢C,, [208 B
CE#ME) : 1,267ng/mL]

X2 IVIRRICB 40 E 3. RS (5) MREEAI R

2L,

FAE B G- R DRI e ST A—2

CEHE) : 2,763ng/mL, 243 H

1) UEA 6 T ARG PR 3R (C2087385R stage 2) sBRI71E | S

400mg1 H 1[=] (238 B ) 2641*

200mgiE3[E] (243 B ) 17451°

tow” (h) 5.00(2.33, 6.17) 5.05(3.07, 6.77)
Cpex (ng/mL) 2,763+1,185 1,267+434.5
Cq (ng/mL) 792.0+263.9 453.54295.2
Cy. w(ng/mL) 1,371+528.8 584.1+£196.5

AUC . (ng * h/mL)

32,960+12,720

28,010+9,408

SEEIEES.D. fH,,
© o 24IRF[A] (20 RE) Je OMBIRE[H] (243 IRf)
Bil%5=29 (C,, S O,.,)
b #1%%=18(C,,) . H1¥%= 19(c,,‘ﬂx£’zm,m)

a B%=30(C,,) .
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3) It geEEEE NEAT—2)™
fREFE RN 8151 R O8N 5 3 T RE s = FR 2 (Child—Pugh 4328 B) 84112 A #1400meZ & # [ HL AR & G- L7,
A B TR RE S 2 R 1T BT A MUE T _Z XV DC, . AUC,,, KX AUC,, 1. fEEERk ALz T4
14%., 27%MK N9%IK T LIz, 7ok, EEATHRER S BE ICRBIT2RBIIEMS TR0,

iRz TelaedsE A NS TP PR B/ Vb

TERERRA Hh A TR R P R
8441 8151°
C o (ng/mL) 5,251+ 1,666 4,854+2,182
tow (h) 4.0(2.0, 5.12) 5.0(2.0, 6.0)

AUC,y, (ng * h/mL)

59,650+18,790

45,960£22,540

AUCIast (Hg * h/mL)

90,850£31,540

77,550+40,180

t1/s, orm () 890.4+336.6 675.8+221.5
e/ ISR D B (90%CT)

Conax - 0.86(0.57, 1.29)
AUC,,, - 0.73(0.52, 1.03)
AUC, - 0.81(0.56, 1.17)

SR +S.D. Bt o PORAE (EEPH)
a BIEE=6 (t15, o) b BIEL=5 (4,15, 1orm)

6. FERUAE

CEE RN TI B D2 LS U LT LH 1E400med B R ISR 0595, £k, SHBMIE, ~FFU LT

| 1[E1200meZ 5 H3E], 48FFHIA EORIRZ HIF CRIEAIR IR 5T 5, HECHL UL, LS hOFRBIRLIHT 2L,

8 BELEAMEE (R

82 IPREICE S HOODN O LD HEDT, AAE T PTEMMICITieREETo -, [1L1280]
4) BT EE [ BEAEDMBREET] KEAT—

BHEEM AR B BEfRAT OFE B, 7L T F =220 7T A (P YLl : 108mL/min, #iFH : 39.8~227mL/min) I3,

AR RS A7 B E (R 1 H 200mgifl 3[E1 4 5-) D& ) o i g g 82 58 RT3 A & T

32 otz ZORER. BEED & OB HEREFE E B IR W THRIRIICEZ DO L F ) Mk

WREE EORITRNbDEEZ 2 DI, 723, BEEDOBREREBH UL EIT P ORMBE R 2EF BT

LHRBRIZ IS AL TR,

R ARBNOARRSI NI HEL O &I, HEE., AR 5Bl BT~ Z %) L LT A 1E1400mgZ £ E 7 1 TR
A 54%, ZOt%, BLKEIEL, {23V LU TLE200mgZA3[R], 4885 L, LD BIRZH T TREZICR A& 53
by FEICEL T, B obiiEEsRegtA 3528, 1 ThD,

(4) b
LR

(5) BE - HAZEOEZEWEAT—E)
NBEOZEY

TEFE AL 2B ZA AN 100mgZ e & T XUTBERICHBIR O & 5L, XXXV OEy#er bz, &
BRI LIZEE, BT TR LIZEELHRLT, C, M TAUC,, DRI D E (90% 5 HE X M) 1%
£-2.63(2.23, 3.09) {7 2 1*1.95(1.67, 2.26) [ TdhH -7,
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2) fREDEE
MHEF A2 K OM2D SR B HE /8T A— & DS )

S ERE T A—H
N BAZED AAND » S o =
s ! ‘ i HIE % e/ IO EE[90% 15 #E X[ ]
IRAEE S - R | R . AR Bk H7E 5 ol& i
Cmax AUC Cmin
. 0.57 0.48
16 NEXY -
BT 600mg 300mg (0.48, 0.67) | (0.43, 0.54)
INERIE) Hinl& b5 6 N 1.31 0.75 B
(1.08, 1.59) | (0.65, 0.86)
o 0.94 0.87 0.92
22 NEXY
AY=T7YR/ | 300,/2000mg 400mg o (0.89, 1.00) | (0.84, 0.91) | (0.88, 0.96)
E5oFIRY 1H1IA LR 11H] ” N 1.28 1.30 1.24
(1.21, 1.35) | (1.25, 1.34) | (1.20, 1.29)
. 1.09 1.22 1.33
15 NEEY
PR 400mg 400mg 7xY (0.98, 1.21) | (1.12, 1.32) | (1.24, 1.43)
1A 1] 1A 1] " 2 1.01 1.01 1.08
(0.95, 1.07) | (0.96, 1.07) | (1.03, 1.13)
. 0.99 1.22
13 NEXY -
oL 400,/100mg 400mg 7 (0.88, 1.12) | (1.11, 1.34)
UhF e INERIE] AR5 " N 0.49 0.59 ~
(0.43, 0.56) | (0.52, 0.67)
. 0.80 1.03
16 e SN _
e 200mg 400mg I (0.62, 1.04) | (0.87, 1.22)
1A 2] Himl$ G- 6 N 0.98 1.05 B
(0.88, 1.09) | (0.94, 1.17)

a MEABEGIRE b REOAIXENAAR o ENTRRBSILTODIIRE - BRI K 02 O ORHEIERE F TR
AHNPERIC L DM O S RE T A— 5 DIH)

I ENRE T A—H
N PEHED AKFHND ” S 2L — -
SH . . i HIER e/ D HE[90% 15 #E X 1]
Cmax AUC Cmin
0.73 0.57
16 U7 7o -
Yor s 600mg 300mg V77 (0.65, 0.81) | (0.53, 0.62)
1A 1[A] B 5 6 25-F AT & F )L 0.71 0.45 -
V77w | (0.64, 0.78) | (0.40, 0.51)
s spell) 300mg 1.20 1.07 1.20
AV=T K INERIE] 400mg 22 (1.09, 1.33) | (1.02, 1.11) | (1.08, 1.32)
s s rapell) 2000mg LH 1A 1.10 1.08 1.18
ETYTAE INERIE] 22 (1.07, 1.14) | (1.06, 1.11) | (1.12, 1.25)
R « 400mg 400mg 0.93 0.89 0.55
D 12)
ThaTY = 1H 105 1H 105 15 (0.87, 0.98) | (0.84, 0.94) | (0.44, 0.70)
400mg e 0.79
=l I i) - -
o e, LH1H 400mg 1 e (0.72, 0.87)
UhFE M a
100mg 13 ST - 0.86
1H 1] (0.78, 0.94)
e on 0 2T) 200mg 400mg - - 0.99 %
rE7ES 1 A 2f] gy | 0 (0.91, 1.08)

a MI7IRE b ROANZENAARE ¢ BN THEGRSIVTODLIRE « 20 RICHIFERE M OZ OMOFEIEITE FiTuozan

6. AERUAE

I R G BRARD D2 RIE A Y LU CL A 1RI400meE RIE ISR N BG-35, £0%, SEUERE, ~FFI LT
| 1[H1200mg# 3], 488FRILL EOMIEA DI TRIEISR N ET D, HEICELTE, BT obREIEL AT 524, ‘
8. EBRUEAMEE (RH)

82 [IRERE N DODNL LD HO T, KA TILERII I ERAZITIZE, [11.1.28 ]

U7 7V DififER & O DM OFEIEIZ B W ORGESICOD HTE R O BT LR AL, V77 ey 2L TlE450mg
Ui 21 A 1EE AR O #5-35, 72720, BEFRAIOOH8 413082 A £ 5-ch v, JFRIEL CHIRRTZEIERE 521, 4
i, FERICEVE TINS5, Fo, MOPUREEAILOIFHANEELW, 1 TT,
nE e L - UNFE VOGRSV TOA AR O &I B kA - U E/LEL TLEI400mg + 100mg (268) 21 H
2[5, XIX1[FI800mg + 200mg (48E) &1 H 1E#R O £ 595, 7eds, RE40kgPh EO/NRIZIZRE TV « U E/LELTLEI400mg *
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100mg (268) 21 H2[E 5 T&5, ARANX, BREOH M \ﬁ>b6@“&51~‘%éo 1TY,

FETEDKBEN TS HEK O EEEE ., RAICIERE T LU TLE200meZ 1 B 1B, 14 MR O#%KEG$5, £0%k,
HMEFFER L TLH400mgZ 2[00I TR M 5975, ic:ra R, ERICEVE IR TS, IR T T o FTHIVEEE
PEHT 528, 1T,

(6) BEMRE AL —Yav) BFICKYHIBAL-EYENBELTHER"
lé%li%%b EFEATORE R, 4Fln, MERI, (AE, HIVOORREOF |, IR E OMHER D BE O g
HERARE R DI G E I EAE Hx 2o T-, BAL, tho AFEiCk LT, i # qﬂ«&ﬂe)/@ﬁ%ﬁgi
4%15&1157‘_071%)0)@\@ EHRARZ X O ER A MEO RN BRMEITERO BT, BRI
LIRDFETITR W EEZ B,

R AFNOARBSINIZHE R ORI, TEE ., R G-B A D2 132 %V LT A 1A1400mgZ £ E % (2 #%
A& L53%, FO#%, SBLIEIEL, _FFY LU TLE200mgAM3E], 48KFEILL EDMMRZH 1T CEE# ISR A& 5+
b, BHICEL UL, B PP 352, | THD,

HEYRE R/ ATA—S

(1) R A&
2ODORBIN A E LT-d—a 73— R A NET ML AREEMN SR BN IE T T N AREEEL | B ~A ZHEE I
JOEHL,

(2) ARG 24
LRl

(3) NAFTRASEYTA
ARl

4) BEREETEH
M ERRL

(5) DYTSUR®
HME AMDR-TBfi#S % B8 N\ 2ANH (B 8E) 400megZ fe #I D2 I 1 H 1R ER D& 5L, ZD% D221 I
200mgZ 3 ELI-E& . BNTORF )T T AIL2.78L/h Th-oT-,

(6) DA
A4 E AMDR-TBfif % B F 1 AR (F26E) 400meZ i A1) D2 1 B 1R KERR D5 L. 0% 0223 iz
200mgAE3E G- LT X BT DS B T164LEHEE ST,

(7) MEEOHEE™
ERIBEC ST o F Y0 MR (S FI399% UL ETh o7 (in vitro, FHIEHTIE) .

R IR
A E R L

VoKl

(1) Ik — B B8 P9 @@ tE
R
<BE  FGYMNROH=IA YL >0
MEESprague—Dawley 7 MM C—_EF Y Z B RIFE O G- L7-E &, ISR 2 ST BERR X, ECII24mF R
(0.167%0.020 u g eq./g or mL) . METIZ6MERT (0.149+0.018 1 g eq./g or mL) IZfrmfEE R L=, F7-. 168
] DL O A B IR STl R I E & FRR AR 2R LT,
HELister Hooded & A7 M C-_AFV 2 BRI OG5 L7-L & BB D MEREIEEE (1 g eq./g or mL)
[ZOWT, 1H$[E0.107, 48%[410.259, SHFRE]0.315, 24FFRH0.301, 96MF[#10.151, 336HF[0.062 L M6 &
EHITH LT,
M =7 AP A C-_E XY 7~ VIR 2 BRI O G- L= b & IS OB REIR 1224 [, 4%
UL B IS C S E A R L., 40.741 g eq./g or mL., 0.329 1 g eq./g or mLCdh-o7z, F7-. HHTHEE
FEIZOWTIEET2RE M LA ST, NV BT 168HE R AR O & 1 E RSB W CEE FIRERL
7=
VI EXD, GO NIHC-RE XY T F DO 7w A BE A BB O R G5L-EX . N ~DOBITI0 7
<, MIEMMBER @i LIV EE 2 bz,
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(2) % —RREEEAPT @B
BRIl
<H#E . Fyp>¥
IR M C-_E R B ARG Lzl &, ISR D eI B 138 ] Tl i H0.212 1 g eq./
g or mLARLTZ, Fio, HEBEAUC,, D T/PHIZ0.4THY, "C-_E XU HEALAMDIR IR ~DBATIZ A 72
olz,

Fit~DBITHE

R L

<BE L Tyh>Y

Sprague Dawley#hiR 7y MI_Z X7 < VIR 242 LI 12 45mg/kg D I B TR G LI LEDAZ T
R OM2OZLIHH IR EL, Wb REWOmETC, L&, HAERICERERD BB oI,

(4) BERA~DFITH
M ERRL

(5) T DB~ DFITHE
UG RRL
<BE . wUA Tybh, AXFOHIL>
TR O C-_E XY UFTE D7 < VR A B AR O 5 U7 & ETRE D ik N IR (C,.)
I3 G- 1% 24 R ETITAFO NIt AR B BESR BE 1 S R E LI RIE NI T U TREOMITIH R LT, Hid
REOAUCITHEL TRIE K Ot Craik, TR o7z, _EFV R UOM2DC,, 138 514 24 /] £ TITAEH1,
Sy MTBITHRE XYL J M2 FE R PN 1L CHED 7 3L b - 72 %
TR, TN OA IR XN INTEO7 < VR N ER ARG L& _XE R M OM2I TR A
TR LTz, _E XV K OM2OPR FE IR T, M, Vo SEi e OWRR T, FEAR PN IR B 3R L TM2
DI RAREFV X0 @D o7z, FHERO TRV K OM2OR R FIZH RO MEEbIZHMLz, Fi=,
FoyMIBITFERE XYL K OM2OKREAEEE L, HEL CHED F LS @72,
Flo, YA, Tb, AXR OV IR E XY 7w LR A B EIEIRN R G- UL X IR BT 50
B (V) 735, _EXU AT T HOBIFEIC U CHRRRICE#IT A 3D 2 LA R S 72",

(3

~

5.
(1) FBIERAL B MR SRR
REXV K OZEDOERB THON-E/PAT VLS TM2IE, Wi FEIZT o e—2P450 (CYP) 3A412
FoTREIEnD, EMCAAKIZ#& G LI-Lx, MAEFOEERBFMIIM2THY, ZORERIT N FI DK
20% CH-7=,
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ERMIRBIT DA F L OHEERETRR

M36 | M9, M31 (b,
O+ OCH, )(9’—/]/,“:
TAHRFA l:\
i A RS O O
AF Ak . NH. OH
N~

;OH s
Br. N
=
mlee

M25, M35
(0]

— N-YAF LAk fiz{t.

i3 l:\

w
5

M2 (=M23) MI15

TRF AL W Jhizk
TR R INK SR

2x0 + 2xH

M11, M32, M33
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(2) KBZRH5 T HEEHR (CYPA50ZE) D FiE™
CYP% FF (CYP1A2. 2A6. 2C8/9/10. 2C19, 2D6. 2E1. 3A4. 3A4/5} UMA) Tk 54 % DfHE
YERZEMIR 70y — 22 AW TRHREILTZ, CYPIA2IZT A2 XU DIC,1E164 1 mol/LTHY, Do
CYPy FHEIZXRIL Tk, _E XA EER 2 RS/ -72 (300 w mol/LiR) , F7-. CYP2C8 K R2CT %t
THRZXV O EERNPEMTII ey — 2% W TRET LIS R, _Z %V 100 u mol/LIZEIT 2 EE
AIEENENTH30% ThoT-, MHESNZWT o CYPA1-FE (CYPIA2, 2C8, 2C9, 2C19. 2D6. 2E1,
3A4/5 K DMA) I L ThR_Z U3 A Wi L A R &7 o 72,
CYP4yff (CYP1A2, 2A6, 2B6. 2C8. 2C8/9/10, 2C19. 2D6. 2E1. 3A4} U3A4/5) 1264 AM20DBHE
1’!5)%75)1:}\}%‘7m/%A%ﬁHb\T$ﬁ.ﬂLéhto CYP2B6, 2C8. 2C8/9/10, 2C19, 2D6. 2E1, 3A4}% Tr3A4/5
6T AM2DIC, 1. FHFN2.6, 96.0, 70.2, 13.1, 5.2, 20#8. 9.2% 1139.6 X(F47.1 n mol/LTHY,
CYP1A2 K UR2ABIZ LTI, M2IZPRENER A RS0 o7 (Ics0 100 2 mol/L#8) .
CYP%y - (CYP1A2, 2C9. 2C19. 2D6. 2E1 K ON3A4) IEMIT9 24 %1 OFFE A E A 2t MT R %
WTHETURE . &% (5% TN5 wmol/L) BN48F [ 12 CYP2COIEM W DI BE 12 BV TH 1.5
fiz. CYP2E1WEMEZ2.5 K O3 3EH NS 7-— 7. 720 IZCYP2COTEHMED 221 .4 L O LIS 87,
CYP4y+F (CYP1A2, 2C9, 2C19K UN3A4) iE M M U'mRNAZE BTk 5 Z VU (0.4~10 u mol/L) Dk
%1’%%@%%%%%\ﬁﬁﬁbhn’*‘k% WO CYPA FFEDIEME M CmRNAFS BRI L Th ., Bt
ML b U CBRE 2 S ERITERO b o7,
HERET > M AZ Y6, 12&024mg/kg QD 15 A MR O B 5 Lz L DORF MR ETESR| iﬁ%%ﬁ%
FRETLTAE R, _A XY 6~24mg/kg/ B 51210, HX/ay—2am& 37 & & (mg/g liver) & O'\CYP &
(nmol/mg protein) ILFAILF1114~32% M R26~107% (HED6~24mg/kg/ H FEM O\MED24mg/kg/ A &) i%'ﬁl]
L. Zo371gdh7=0DCYPLIA, 2B, 2EK OBAW NZUGTIEMEIZFNFN1.6~2.6f%. 2.1~31.7f%. 1.5~
1.8f% (D12 K U24mg/kg/ A #E) . 1.6~4.40% } TN1.5~2.0f% (24mg/kg/ A BED I») [T ML 7=—J7. CYP2E1
K OMATEMEICR BRI TGRSO B e o Tz,
WA RN ~_E XY 2.5, 10&U4omg/kg1 H1E 13 R E RS O & 5 Uiz e ST 3R R R | iﬁ“é
W METUT R, TR LT, _"EFY2.5~40mg/kg/ A A2 ED, fFRray —apZ o~ 08
(mg/g liver) X OXCYPE (nmol/mg protein) IZZ 1 Z#15% (40mg/kg/ H ﬁ@@)&U\M%(lO&U\ZIOmg/
kg/ BEE) ML, #2237 1gh7=0DCYP2B, 2E1 K& AN ONZUGTIEPEIXZ1E412.4~2.91% (2.5 L Y
10mg/kg/ HEE) . 2.3~2.71% (10 UM0mg/kg/ HRE) . 1.3f% (2.5mg/kg/ H FED ) . TN .51% (40mg/kg/ H
DI ITHILT=—T5 . CYP2E K OSBATEMEICE I TFRO B> T-,

(3) MEEBMNEDEERVEFDES
M ERRL

(4) REMOFEDHERULER
O AR 4y K ORI CRRO BN T=_Z ) O F R AREIIM2 Th -7, M2 A S Li=in vitro
HERTIL, M2 FERBHDIIMITHY ., e MR RRHIT D~
M. tuberculosis H3TRVIZ X9 5% Y o OREIM2 K OM3OHTETE M2 . TH10 XX 7TH1 12E K EF #0758
THOMR RS M TG U726 5. M2OFU TR MR IT_Z R LB L C1/4~1/7, M3i%1/100~1/300Tdh->

. 38)

- o

F7-. M. tuberculosis H3TRVIZX T HM2 M M3 Din vitroF% B 1H @f@%ﬁbf% THOHE AR ES i CMICHI E %
1TV, BB NHRLNI2D -T2 E ik 2 TH1 158 K ES - HERRL99.99% D3 B L E 2 /R Uit/ N IR E & e/
FH A (minimum bactericidal concentration : MBC) &L . %@F%’LZU\F WRLEY

M. tuberculosis H3TRVIZX 52 ¥V M2 OM3DOMBC

" MBC (1 g/mL)
e AP N M2 M3
M. tuberculosis H3TRv 1 0.4 2 20
M. tuberculosis H3TRv 1 0.4 2 20
M. tuberculosis H3TRv 1 0.4 2 20

(5) SEMR DD EERI/NTA—S
D RERA(REERS) GAEAT—2)"
TR AR N8B A K Z1 H 1R R EAZICKER DG LI-EE0 MEFRM2OEYENE T A—4% (1H B &
W4 HH)ZLLFITRLZ,
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M2D IR ENRE T A—H

| 50mgl F 1[5 | 150mglHIE | 400mgl H [
1HH
%K 6 6 6
e (h) 8.0(6.0, 12.0) 12.0(6.0, 23.9) 8.0(6.0, 12.0)
Cpex (ng/mL) 6.84+1.56 20.847.9 52.3418.5
Cyyy (ng/mL) 4.89+1.33 16.1+4.1 40.5+13.7
AUC,,, (ng * h/mL) 114+30.6 365142 8424211
140 H
GBS 6 5" 6
tinax (h) 10.0(0.0, 12.0) 5.1(5.0, 6.0) 8.0(6.0, 24.0)
C e (ng/mL) 60.3+19.1 275+62.0 437+126
Coyy (ng/mL) 45.5+12.7 22156.0 379119
AUC,,, (ng * h/mL) 1,204+ 364 5,477+ 1,468 8,7832,350
t,/, (h) 2584103 204+51 299+ 143

S S.D.
Bty o HORAT (GIPH)

2) ZHIMEMIEZREE (REHRSE)”

* 1BIERTAR A~ 8E

LRI EMAS 2 5 B AR NEBE 6B 2541, FEIREEEIIN 2 ChAtA2H M IXAHK1400megZ 1 H 1[H]
BHREG L, ZO%22HMITAHA200mgz W 3[Rl R4 B 5- Uiz X O M AE M2 SR EhiE T A—4 (& 5.
BAIG 208 B K O243 B ) # LA FIZoR LTz,

M2D EEMENRE /T A—4

400mg1 H 1/H] (238 ) 200mgif 3[a] (2438 ) °
55 PACT]
e (h) 5.00(0.00, 8.00) * 8 8.03
Coe (ng/mL) 443+99.4° 451 450
Cyy (ng/mL) 381+85.7" 399 391
Cu. ag(ng/mL) 398+89.6" 406 404
AUC,,, (ng * h/mL) 9,575+2,140" 9,744 9,735

H o IR CGREPH)
a SEEIEL£S.D.
b {15 31

3) BHIM MU MFEZEE (REHRS) HEAT—)
LA E SR BB TR /R, FEGIREER (D ~Av v, Arvastyr =F 43I, B9
R} O A7V terizidone ([EINRFE52) ) (2N 2 CTRRAA21E B IASAI400mez 1 H 1A R E#H S L, &
D223 B IEAAI200meZ 8 3[E] A E & & G- L= SO IMIFE M2 SR Eh e T A— 4 (& 5.5 15218 B

K O24i8 B) 2 LA FITR LT,

M2D EEWENRE /T A— 4

400mgl B 17 (238 FF) 200mgifE 3[n] (243 FF)
264" 17451°
tow (h) 6.15(1.10, 24.17) 12.08(5.00, 48.08)
C e (ng/mL) 466.9+156.8 177.9+70.7
Cyp (ng/mL) 426.5+135.1 162.4+70.7
Ca. we(ng/mL) 383.0+129.9 151.6+52.81
AUC . (ng * h/mL) 9,217+3,151 7,270£2,532

S £S.D.

# o PORAE (FERH)

T 24 (2R K OMSIRFH] (2418 1K5)
a WJ%I:SO (Coh) N @J#{ZQ'Q (Cmdx&(ﬁtm)
b #%=18(Cy,) . #%=19(C,,. % O,
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6.

HEitt

(1) B ERAL B U ER
#rp

(2) HEitt ==
REFVREARD JRFB PR IT DT THY . RIS O FH IR T iiﬁb\:kﬁﬂ’ﬂéﬂ

=19 F7-. MDR-TBfifiz FRE 1T ~_Z XV 400mgA 7 H B E# 5 L= % 0 #ME 1 cid, 3640k

9%@75 85% ML XV REALIK TH-T-, FEPOERMHWIIM2THY, FHED3. T~ 7.2%@7)0
77
<BE  Tub, AXKLOHYIL >
FToh, AXB OV IUNINC-_E XV X TE D7~ VR 2 HERE D& 5 Lol &, G aRITRE-Co IcEftS
. W o B fED 3 BRI X #E P ThoTo, Ty IR ISR SN B RED —EBIR AR H &2
LCHEHIEENAZ LA VRSN, —J7. IRFPHEIER WS OB EIZ B W TH R G E000.9~3.8% Th o7,
TN TR 5% 216 £ T G- B DT72~90% 23t Sz n3 . RS 7e > 7o U eI I — 1 A7) B [E]
&Iz, AXR OV AT — VRS2 &t bE, $eh1%360 K (336 FTIZ& & 5 &6 L Y
1% PRS T,

(3) it
AL

FS2 RAR—E—(ZBE S B 154K

Caco-2#lllfd% FIV T, ~Z RV UM273P-gpD ILE L7202 AIREMER AT LTS SR, ~7 ) D CRER R 2 O
M2 HAZ AR (W97 18,20 1 mol /L) Defflux luiZZ 1.1 V2.2, P-gp®DFLEH] (RF/3V) 177E T TlX0.64
K N0.90E72 5722800, _EFYANIP-gpD I TIH v — 7, M2IFP-gpD I THD Al etk avRg S,
ENTFHA B IR A VT, _E XY R OM2230ATPIBL/1B3D B L7225 ATREMEA T LT/ . ~ZF VD
"HAZ A (0.060~1.0 12 mol /L) & OM2D HAZ 74 (0.008~1.0 1 mol/L) DRFFHFL PN ~DBGAFAIZ DN TIE, &
XU O HEERR A A OATPIBL/1B3FHEHK] (V7 7~ A2 SV) 1I2LV30~46 % fRESL7-—F . BIDOOATP1B1/1B3
PR (= AR =3-Hil) ICEE LA EBLES N o7z, Fo, M2 HEEBMAITW T LD OATPIB1 K UNB3FH
EHNZI > THILEFES 2T,

EMTR AR IR A AT, RV R OM2BROCTID B 700 ATREMEARFTL RS R, <% /@Mcpﬁga
£ (1.0 1 mol/L) Jx OM2D°HEZ#i A& (1.1 1 mol/L) DI ~DEUAZ L, OCTIPLEHA (7> =7 222)12
ZNEN3B~51 KN 1~2T%MFESN-—T, OCTIEEREGE 77/ Atk BEIC Igﬂiéj’biiﬁ)o
70

PLEDOFERMS, %Y ATOATPIBL/1B3 L OCTIOEE THY, M2IIP-gpDIEE Th% AIREMEARIRS L
7

BIEICLBBEE
M ERRL
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VII

1.

3.

4.

5.

 REMERALDIFES) ICEEATHIER
ZERNRLETDER

1.

1.1 AEZH T 5T ERRREAC 20, FEREDBEICT BB EBRREF OEMXILIZTDIEENDHLET
BEL, BIEFERIZEOHDHIIE, RKEIDES(E., BERTEEHITIRAP (Responsible Access Program)
[CEFRSNT-ERD - FEFIEFDOLLSZHREEKR - ERICHEVT, BEHREBFICHLTITICE,

12 REIDHBEIZEYQATERENHoONIETNAHID T, REMABIIRVREREIEHAMDERRE
FETD, YRVERR D4V EEZEELTARBIDBREEZEEICHERT H5ZE, [8.1. 9.1.1, 9.1.2, 11.1.15H]

(fiF#5)

1.1 RANH T DM EE R BLZBI T . FEEEAE DI+ 0 72 ik SRR A R DRI U T ZE DR EDOL & TR
L, @IEfFERICEDLHZE,

HUks B3R 0 A L AMPEE OFAEV A7 2 ARARITB IEL . TRIEOBRINE A 720 N2 2 el 57
¥, Responsible Access Program (RAP) &3 A 4%, ZAUEL) MRS AT M X2 HANHEAA 5 O Wr
2) EHRAEIC LD 2 M RINE, 3) ERIEEE L OBE ~OERIEML, 4) IR SCGETOEEME) O
BEn 5,

AHNOEGAZHTD, W VEMER S AT MMCEERD - KA, R - KR, BEOFREZBEWTZEL,
ARSI IER « FRAEIO WD B ERERIEED - SRRV T, RFID B GEERBE RG-S D X558 B4 H o
72D OB E AT,

1.2 KGR ECTOMEIMEL I TR ICBW T, BWERAEL CLEKQTIER 239/33541 (2.7%) S Cnd,
Tz, WATRZICBOTHLDERQTIEE N RESINTND, Leni-> T, AFIFR G BERT R O 5-F 13 E
D LBERRESZEZITV, VAZERRX T 4o M BB L CARAOR A EE IR 528,

(TVIL.5. EEE /e FEARMERE 2O M |, VIL6.FFEDE ma A T28F ICET2HE (D) AIHE - B RS
OHHEBE . WVILTARENER (1) PHREEEZOHA) | K ONVILS.EIWER | DEAZSRBDIL,)

2. BR(ROEZIZIZEBE LA L)

AREND R/ ABBUE DB D &5 HBE

(figa)
AFND R/ L CGREVE DB FERE B D BE 2B WL, AFIOB G L0IBBUEZ =3/l GeME 5720
BELRWIZE,

SHEER (XX RICEAET ZFE LT DERH
[VIREIZET2HEE 122 BT 528,

AERVRAEICEET S IRETDER
[V IRRICBET2HE 122528,

EEQERNIEEEDER

8 BEELEKRMIEE

8.1 AHIDOFEEIZIVQTIERENHHIONLBZNNBLHD T, AFIFE5-BIERT K OARFIF G- 1L @ B 0E
B} OVEMREOMEBELXITHZE, [1.2. 9.1.1, 9.1.2, 11.1.1%8]

8.2 FFEREREENHLONLZENHDLD T, AFE G HIT IS ERAELZITIZE, [11.1.280]

8.3 AH& &L PUiERIC L DTG T, AW IS ERODLZENHD, 1RIRGRERIC, BEFOEROEL
SUTFERIER O FRB B ERO T80T, FANRSZ MRS R D& B Gk 0l 2 HIlr 524,

(fiF#n)

8.1 AAFBH FIZQTIEE N HESIVTNAIEND, AHFIE G- BHAR T & OARF & 5 13 @ IR LB & OVFE
B DOBREBELZITV, BFOREZ+DICBETHZL,
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AT X 5 A OIS

HRA C208FBRIF A g;gg;ﬁgég TBC200174B%
ARIBELO20] | FTuARELOSH] | AHIBEIISHI ARAIREGH]
QTcF
450msiB480ms L T 23 (22.5) 7 (6.7) 50 (15 )Y 2
480msH500ms L T 3 (29 1 (1.0) 6 (1.8)" 1
500ms# 1 (1.0 0 (0) 2 (0.6)" 1
QTCFDR—=2AF AU MHDZE AL i
30msPA_E60msLL T 52 (52.5)" 33 (32.7)7 136 (41.5)"
60msi@ 10 (10.1)" 4 (4.0 19 (5.8)"
HEER
DEXQTIERE 3 (29 4 (3.8) 9 (2.7) 1
R 1 (1.0 0 (0) 1 ( 0

B% (%) ) 33461, b) 99, ) 1014, d) 3284

8.2 AFIEEHIZAST E&H-. ALT BE&H-, JflEE E5H. MU A7 —P ERES0OFEREENREIN TWDD
En, ARG L EBIRICITRERER A A TR E B OIREEE I BiER 52 L,

"L AT IF— BB EH OB

ARAN T 7T w5 5
P CR0BBARY & CaoBES
FIVEH (Grouped term), %% (%) ARAIRE 7T vREE ARANHE
243 4 243 48 243 4=
7901 102431 81451 10541 3124 33543
BIVE% « Foo 273 —P LHY 7 (8.9 | 7 (6.9 1 (1.2) 1 (1.0) |29 (9.3) |29 (8.7)
JHERRE SR 7
iR e 0 (0) 0 (0) 0 (0) 0 (0) 1 (0.3) 1 (0.3)
i A A
N AT IF—E ER 4 (5.1) | 4 (3.9 | 0 (0) 0 (0) 8 (2.6) | 8 (2.4)
TANRGEUBETIINTG AT =T — M| 3 (3.8) | 3 (2.9 | 0 (0) 0 (0) 12 (3.8) | 12 (3.6)
TI=y s TINTUART 2T — PN 2 (25) | 2 (2.0) 1 (1.2) 1 (1.0) | 7 (22 | 7 (2.1
JFEEsE E5 0 (0) 0 (0) 0 (0) 0 (0) 8 (2.6) 8 (2.4)

BIEL : ITTHENT 6 SR
)F7/X7‘ﬂ‘—tiﬁ TANGRARTI NG AT 2T =B, TI= « TINTU AT =F7— PN, TS B J K OVTHERE
R L TN ATIF—P LA 1 LL TS,

8.3 —IBOFUREAZIED K EUSAT SN HAF SN B T2 B M 2B RSN 7o 2822 ENOFTRE
ROV SCESET OSBRI SN, ERICBWTHOHUEEE RO 58T, KRR NE E TE7RV ER)
DEEFOLNTZ, — T, EHWFEILOEFIL, FEEEOBEERICRHT 57V AX —I2L5E0FE 23Xk
SNTEY, FEIBETIITEAORIEI IO TR EFREIIET D AREMENHDHIEEND, 2 TOHREEES
BRI SCEO TH B AR EE B UEBME N TON L2 Lo Te, 7ok, ARANCIDIRA
TS DO BE F 5132023453 H B S CIZFRD B TR,
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6.

RENDEREAILEEICHIOER
(1) BHHE - BEEFDOHLHEE

I . BENDERZEITHIEFICEHTLIEE

9.1 BHHE - MEEZEDODHLIEE

911 QTERDHLEE (EXRMUQTERERESE)

YA LRRT 4y e B L CARAIE G- OIS EE W 7228, QTIEERNEAT 2821 H5, [1.2,

8.1, 11.1.1%M]

912 QTERZRILOTVVTRRDESE

MDFREOHDIESE

Q) EMBEEREOHLBHE(BEH)D LI, BT Ry LM, EHILD D LIMAE)

Q) QTEREEBHOBERXIIREELAHIEE

(4) FKIRBEBEIE TOBER X EHOHLEE

(5) FRAREAEBIRDODBREEX (T EHDOHLEE

(6) Torsade de PointesMEXED HHEHE

VA LR T 4o N B LU TARFIER G- OIS EEICHE 528, QTIEERNHOLLILLBENRHD, [1.2,

8.1, 11.1.1=H]

(fiF75)

9.1.1 AFNDEKFERIZIB W TARAIE 5 HHIOLDERQTIEE S RE SNV TNDLIEND, FERMEQTIEEAEFERED
B ORI B G- BRLART O L E KR A CHKRMICEROHDLQTIEEDBD LIV TN RBFIIAFZ G5
DHEAIE. QTIEENEALTABENRHHOT, HEICEGTHZL,

(TVIL1.2Z2AENREZORE |, VLS. EERANEELZOMEE |, VIL7TMAEERH (D) FHEEEZED
) | L OMVILS.EWEH  DHASROZE,)

91.2 LAREOHLHEFE, EMRERE KAV Y AME, (K~ 320 AMAE, KLY AME) DHLHEE . QT

JERSEEREOBEEIE I FEIE N HLEE . FIRIEEEIK T OBEE UIA IO BE . RIRMEA R

OEEE X ITE 0SB HE . Torsade de PointesDEEfEDHHEE IIQTIERE AL W2 . AFIZ K

G256, QUEERHLDLNLIBENNHDHOT, EEICERGTHIL,

(TVIL 125N REeZo |, VL7 ABE/ER (D) OFAEREZOHE M) | K ONVILS.EIVEH ) OEA SO

Z&)

(2) BEHEEIEERE
FRIESIL TR

(3) FFeEfEE B E
RESN TN

(4) EIEREE BT 5F
BESN TN

(5) 4EbE

9.5 iEF
IR SOTIFIR L COBRTREME D H D AR, 1R LA IEIENERRIEE D&M SNDGE A D L&
5L, TYhDOIEIBINCE G LI2EE, BARNBIF T DIRE SO 1. 7% TR R IR E O (R E D 23558
OB,

(fFL)

9.5 AFL, BWFER (T OTHF) TR TEIEITRED B TORWAS, EMZBIT DIEm~DH 52+ 5%
VIOV TSN TORWIEND, B Lo fERMEE ERIDEHSN LGB ICO B85
6:&0

(6) 7R

9.6 RELIw

ALV ENEELY, AFNIERIT TITBAT T 2ZE03RBOLNTEY, BRI T ORI, RHA
DMBEFRE LV ED ST FIRRESNTND, £, WALTORIZIBI D MmEETERED, RO Mk iR
JE LRI THSTBIDHESNTND, ® Ty TlE, FITPOARFIRREL, B0 T RELVB6~126%
mole, Ty MIRWT, BILBIM PO A RICHIT 2 L7 R ER I L DR BN R 25380 bz, *
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(fiFan)

9.6 AANIDEMIBIT DI ~DOBITIIARH TH ST, SCHRFREIZELY ., REIDENLH FICBIT T A2 H 5
Hu, BRFLH IR O AFHITE EE SRR OO I R B J0H 2o T B OV FLH o0 VR IZ 381 2 i 47 Hh 8 FE 3 R A
O IfiL 3§ TR FEE L [R5 T o TIE B SIS ST,
F o MZ45me/ kgD B TAF 2 G- LI- & DRZ XY L OM2O I P L, BEomiEhc T8l
SNAARIIEE LVL6~ 2[5 EmW e bNT-, 2. TyMIBWT, I P o HARICH 2L
TR R\ LD E N D3R b TNDTEN D, AFFE G- IR AL LRV ENEELLY,

(1 IMNRF

9.7 /NR
INREEZ G E LT R ARTABR T I L TV,
(fif)

9.7 /N (04 A ~ 185 Al O 2 A Mtk % B 2 )t G LTz B R BRI T BIFE S THY . Zhbo B 1okt
ERAY R VS QO X A e AVA DGV AN

(8) B

9.8 SiE
BEDIREA B LRNDE RIS G528, —RICAEFBENMETL TV,
(fi#75)

9.8 Ml CTILT—MRICAEBMEENME T L TSIz ARAIOMEOHEMEAERIEL . RIVERSEE RS VA FTREMED
HHIENL, FNBER LU NHEEICR T2,
WA % 128 T AR EUR (C20830U5R K RNC20978R) O OF G FRT IZ 31T A AR A% 5RO FEHR OB BEIG 1L,
FppIY 7 7 —7"C, =455% : 90.6% (231/25541)) . >45~ <655% : 92.3% (72/78%1) . >655% : 2/2%T
ol

HEER
(1) HRZEZEFDER
BESN TN

(2) ftRFELEDER

10. #HE{EH
AFNZ, CYP3A4IZIOREIESND, [16.450]
102 BEEEE (BHRISEETH2L)
K 4, S BEERAEIR « (& 71k KR - falR 1

HPEEE 398 J1 72 CYP3AARE S | ARK O MFEHIREME T L, AFI O EN T T DBFNH | ZNHOHEFIDCYP3A4
YERZH T 53554 bD, ARG FORIX, VAZERRT 4o B ELCHEE | FHEERIZE, AF 0

V77T Fr ZT LY T AT, RHDMEHES LD,
[16.7.2& 1]

QMIERZEZFTZENHONT | QTIERAZEZ TR ENNDHD, VAZLXRT 4y MeBEELT| OFHICEEMZRQT

[A%E - AAENPE G- OIS EEIHWT 528, HEEEEZTBZEAN

TV JaL R S H5,
EX TR LU

rha ) — (Bl
NARFETE)
TIv=R

azyVIy QTIER DHMHAFRO BTN D, N

(fiF#5)

AHNL, CYPSAUZIVHSINAZEND, CYP3AAZFHET HIANLOFH LI, AFIOMAEFRENMETL,
CYP3A4Z [ ET DAL O Lo bz, RAIO MAETREN LR/ T D[RR HD, BIVEH ORI RGO
falg 2 RS 5720, IRAL TODIANZOWT, T RTHYEIEZDIOFETLIE, Fio, AFIRAF
(TR T D 3RBNT DN T, FRICH Y E I T DI EE T 5L,
<hEEXIFENECYPIALEEMEREF T HERI>

V777 T, 277V NECYP3ALH B R THHAFNTHD, Lizhi> T, AFEZNHOEHK|EOHF
Hizkv, REIOMBEFIRENRBD L, RENODIEPETTHBENNHLO THHITEEHTHZ L,
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TR BRE 2 X SR A 300mg D B a1 $¢ 5. L5 1172 CYP3A4TH BAER 28 T 53K ThoHY 7 7 B2 600mgl H
1R GA2 PR LI & AKFIOC,, S OO 336 I £ T od f i b i B - R AR T 1 (AUCay,,) O 1)
EIZ. ARFNOHEMPE 5L B L TENEN43% K OG2% 0 LT,

<QTEEZRITENHDONTNHEH>

AFNOWEINL I TAHRER & OCENEERREBRICIHB N T, QTIEENRD LTINS, Lihi>T, QTIEEA RS
T ZENFHITWDIEFI LD P IZ LM 72 QTIEE 2R T B2 R 5720 AR EQTIEE A3 287
HHITWDIEFNZIF T80T, +ociEET 528,

<yOJ7IoIv>

RHNOWES % 155 TAHERER (C2093BR) " P12\ T, 7a7 7P 2B L CUHIEBNTHNIEHHH L T vieho
T-REBITTEIE i T K 5-R24 82 31T AQTCFREIR DR — 2T A L b D2 B CEEE) K E ) o7
(28 b i CEME) « §FH31.94ms. FEOEAI12.28ms], L7=3o T, AFlE a7 70200455481, LEX
ZRETHRE W T =L) T T 5 T EET AL,

BlEA

1. Sl4¥e B

WORWERRHLDONDZERHHD T, BlEE 31TV, BENROONGA IR EE T IET 5728
WY AEETTHIZ &,

(fiF#5)

EINE T FERERCIE, BIVEA (BRRMR AL B 2& Te) 136414341 (50%) IZFBD Bz, BIVEAIL, TR R
w1 (16.7%) . IMLyE 7o 161 (16.7%) . V& 141 (16.7%) TH -7,

WEAMZ W55 A FER (C208505k I DNC2095805k) DA EHTIC IV T RFIBEO ARHF UL 7724 & 5N HE
SENT-EIER (B MRAE DR 28 Te) O—5 X VLS. (4) T8 B BRI VE 3 B E K O R R A S — & &
SIRDZE,

(1) ERGEIERAEAHER

1.1 EX%GEEA
11.1.1 QTEER (2.7%)
[1.2. 8.1, 9.1.1, 9.1.2%&H&]
11.1.2 FF&EERES (B AH)
AST, ALTZ O ESFZSHFHEREEENSHONLZENH D, [8.25 ]
(fi#50)
ENE I AEFRER DIEF RSV CWNDZENLEIVER OIEOBE 1L, #EFM L 15 1A FER (C2087 5k &2 NC2097
B OFEEMENTIZEY . Janssen Research & Development fENAR| LB #EME 3 A S| LT A EFH S EEH L T
Do
1111 QTEZEE
AR GIZED, QTIEEENROHN TS, EIICOEXARNE T HREBEE 51TV, R
DENTZHBEITIE, HEE T8 W E AT,
11.1.2 FrigaefEsE
AFNBEHITEY, FFREREFRE RO LIS, EMIHICATRAEZHE T 27 Bl5a + /0 1AT\V, B
BROOLNIIGEIZIE, FEEF e 757 MU EE21THZ 8,
TESME 1 TARRBR O DES O AFIBEIZ IV TR EBIL-Grade 3L LDTRFo 27357 —¥ LH )1Z, 81T
bote, Fio, C208BRDUA DAKI LT 7R 5 Tlx, EAFERED3H] (2.9%) NhF 273 —
Y LR NIZIOAR O 52 1L TD,
B, WHATREZICHBOTHN L ATIF—F ERABRHRESN TV,
¥ 1 NIVATIF—F L5 TANTRUBET I NI AT 2T — PRI, 7T « TIRNTU AT =T — BRI, R R OTRE
BEREZELD TN ATIF—F LR ILLTS,

(2) ZDHDEIE A
1.2 ZDHDEIER

5%LL E 1~5% s
KRt R SEYR . TREHPED F
el BO, WEr R
J sk NV AT —E LR
i - B BA &R A
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(i)

C2087 5% (stage 1 &% Utstage 2) DHFE. C2087R Bk K ONC20958 5k D HEAMEAT # S\ 2 BT D RIVEH O R BLEIA % LA
TR,
WS T bAHERER I 31T DRIE O BLEIS (RAI UL T TR G-H) « 2RVt S4EH]
AHI T 7T 1R 54
e AT | C208MBOPf & Ccz?)ggig;ﬁﬁ@%gé\
AI1EM (Grouped term), 144 (%) KA TSR AH

243 [ & 243 [#] & 247 [H] 4

7901 102451 81451 10541 312451 33543
AIER 58 (73.4) | 70 (68.6) | 49 (60.5) | 60 (57.1) | 154 (49.4) | 166 (49.6)
TR TR 27 (34.2) | 32 (31.4) | 18 (22.2) | 21 (20.0) | 55 (17.6) | 60 (17.9)
I 22 (27.8) | 24 (23.5)] 10 (12.3) ] 12 (11.4) | 42 (13.5) | 44 (13.1)
FREED FU 10 (12.7) | 13 (12.7)| 10 (12.3) | 12 (11.4) | 20 ( 6.4) | 23 ( 6.9)
iR 3038 3 (29 (49| 4 (38| 9 (29| 9 (27
DEXQTIE R 3 (38| 3 (29 (49| 4 (38 ] 9 (29| 9 (2.7
E e 39 (49.4) | 46 (45.1) | 36 (44.4) | 41 (39.0) | 87 (27.9)| 94 (28.1)
G 30 (38.0) | 36 (35.3) | 26 (32.1)| 27 (25.7) | 55 (17.6) | 61 (18.2)
Mg - 20 (25.3) | 21 (20.6) | 21 (25.9)| 24 (22.9)| 40 (12.8) | 41 (12.2)
T 3 (38| 6 (59| 11 (13.6)| 12 (11.4) | 21 (67| 24 (7.2
JH B R B 7 (89| 7 (69| 1 (12| 1 (10)] 29 (93] 29 (8.7
rFL AT IS —F EHE 7 (89 7 (69| 1 (1.2 1 (10| 29 (93] 29 (8.7)
B B R 0 L OV B Rk b 5 26 (32.9) | 30 (29.4) | 20 (24.7) | 24 (22.9) | 58 (18.6) | 62 (18.5)
A EiR 26 (32.9) | 30 (29.4) | 18 (22.2) | 21 (20.0) | 53 (17.0) | 57 (17.0)
P 6 (76| 6 (59| 6 (74| 7 (67| 14 (4.5 | 14 (4.2)

B« TTTRENT T G 4E

a hFUATIF—F EH. TARNGRURETI NI AT 27—, 7I=0 « TN AT 27— BN,

ate
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10.

SEIEREE—RERF
SRR PRFRBR (C2085K5R K URC2097-UR) 12 361 F D RIE M OB PR A A (i 52 FE BB — Bk

B R M RRAT o G I 33544
RIE I FE BURE B4 16641
RIVE S BUIE B (%) 49.6%
BIVE R ofEEH FEEEFIH (%)
PR TR B 60 (17.9)
BIEP) 44 (13.1)
FFEhED FN 23 (6.9)
(LR 9 (2.7
DEMQTIER 9 (2.7)
W 94 (28.1)
HLL 61 (18.2)
M - 41 (12.2)
T 24 (7.2)
JHFRHTE SR B 29 (8.7)
’oLATIF—F L5 29 (8.7)
TANRGRUFET I NT AT =T — BN 12 (3.6)
NI AT IS —F L5 (2.4)
R b5 (2.4)
TI=y s TR AT 2T —BHN (2.1)
R RE S5 1 (0.3)
A SR S L ONRE ALk i 62 (18.5)
RA M 57 (17.0)
P 14 (4.2)
(FKGRIEE)
FRREGRICRIITEE
BALPAYA
BERE
13. BEHRSE
13.1 g

DFER (QTRHIRE) ORIEFEZIT), 7, AFNTMPEE AR ERDEmD, BITICIVBREBESNRNES XS
N5,
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ENEERRER V)T, BER G DIFERESI TS, Yi%filld, 1~28 B12400mg, 1H1EEG%, 5%k
x200mg, M3[EI22MAIEEH-DEZA%, 3~4 B IZ400mga i3 EIE 5 LT, 7o, ZOER G EB L
HAEEFEZITMESNRN T,

KA B G- LT ARANSKET DR E ORFE R D 722D | SA LA L R OERIARIE SR OBLEE DN L
B (QTHIE) DIERE, —MRAVRSFRIEZATIZ L, b, AANTMIRE AfE SR m WD, BITICIDER
EINLWEEZHND,
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VP OFUBEERE AT AL,
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14 BRLDEE

141 ERIRAFDEE

PTPEEEDHFNIPTPY — MWL TR 259488528, PTPY—hOFRRIZED, WV ELAEN
BB A~FIAL, TR AE B I THEBRIAR SO EERGIHEEZ IR T2240385,

(fif)
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(1) ERERE A I ED<1EHR

15. ZDH/DFE

15.1 BRERERICEDER

AR PR AR GRER IR 1203) 1238\ T, SETBIASAHI 8 G- BAAE]CT12.7% (10/7941) . 7" F &R 5-BA4a 61

T3.7% (3/81) IZFRD BT,

(fiF7n)

15.1  FEREIBEIE L AR L7 TR 22438 BHFH L7-C20854 5k GREBR IR 12038) 23\ T, AFIEEIZIITHIE
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BEOFCEICB I AR E ORI R THD, 728, ﬂ;uit%ﬁqﬂ L LIZRFICBWT, AERQTcF
RO UER /IR B RO H A RIEARITZRD D2 -7,

F7-. C20935RIZ TZD?EE#TIG 9% (16/233%1) THY . b WIEIK (96) 1375 THHT-, ZDHB1
BlERRE, e ORMEALDFRD DI, FITREEOFREPBOLIL TN, EOMOBRFE DRI
LA CTH oIz,

WHO DA TIL, 20144E03520164E 2R 7 7 U MIZBUWTARI DN 5-8n 721,556 A& & e, 25,0956 %
FATHHAE T A B2 B D ik AT RE 72 7 — 2% W o KRB AR — MIFSEORE 5. ARFIRE & O AIREIZ 31T 558
EERITENEIT.6% (119/1,5564) K TN8.2% (4,288/23,5394) Tro7=",

(2) FEERPREABRICE DIFR

15.2 JEBRERERERICE DB LR

1521 TR, Ty O XL GHRBRITINT, BRI R e B E - B3 2 a3 k3 X
VA~ a7 — OB SN, COFTRIT B A BRI HIRE & LR IRE B DR
DOz, RERICKY, Ve BE B 257 RIS T EE AR,

1522 ~UACIE AR ANBEF BT IRERIVEVIRE R T, (X TIXAAABRFICBITIREED2.6
ECINBEDER, Tl OB OB T

(fi#50)
1521~V A, Ty O XREHGRBRICIBW T, BEMERHIIER (MPS) D2 ke LT 2 OFERROTEIARIR X
TR WE~Ia7 77—V OBINNBEESI, B FBEMERAICIOV RS HIE S, MPSOZEIX
17!<£R TR EZ ICEE SR LT
15.2.2 ~ 7 A G RBRIZHB VT, EH%ODEHH@X&iE{Z{S@L‘%ﬁEﬁ%%n ARAERE OB GBI BT, B
B, I STV E DN DI, TGO RIL. v 72Tl H A A B O & LK IR
%75 BEDHIL, A XTI HANEF L2605 5V IRERETROLNES Y SyMTIZzo L5780 i
BOSNIRoT2, AXOFT RITREZ 2B LTz,
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X. JRERPREAERICEI I HIHE

1. ZEIEHER
(1) EHEEHER ((VILEMNEEBICEYHIEE ISR

(2) Bl RHZEIEHABR™
REFV LT A DZRIRK, A3 F XNV K ORNT AR —=H—LDin vitroff EAEM %, 10 u mol/L
(5.6 u g/mL) DL THESLI,
EAZIL 2B (87%) . FRIT LF ¥ (T1%) KON /S b T AR —2— (54%) EOFHEAE M Ot Bl od
5 BLEORE B 2 > 50% ) 25580 BT,
MhDZE, FrFNRINT ARG — (T T I %R, TRUFVVZRIR, TV T oo R/ IR,
AL VAN =V ZER, RAIURER, 2R RYCRER, DADVCZRR, ma—nF =0 R, A
AARZRU, BRh=2 /K, NI TV R, DNV T BT X WIT LT X0 WRT YR,
MFINTE R TV T AR — S —5) EXF XY O BAEHITERD LI -T2,

(3) REMREHIR
1) DMERICKIFTHE (n vitro, ELEVS, AX)°%

W FE /R § SRS = et
CPERIL G OBk /) Be 551k R ENZIER e REFT A
hERGZ&HIHEK 293 In vitro 0.1, 0.3, 3 mol/L I FE W PAL
(n=3~4) (I 0.1%DMSO) 0.1z mol/L : 14%
0.3 zmol/L : 19%
3 umol/L : 36%
(%net effect)
hERGF&HIHEK293 In vitro 0.01, 0.03, 0.1, 0.3, 1. |l BEHEFHLE
(n=5) 3 2 mol/L (IC4 : 0.37 w mol/L.=0.2 1t g/mL)
(7 0.3%DMSO) 0.01 umol/L : 6%
0.03 z mol/L : 11%
0.1 xmol/L : 27%
0.3 zmol/L : 47%
1 zmol/L : 65%
3umol/L : 79%
(%net effect)
3 1 mol/LAEHFRED RN FE1£39%
KvLQT1/min K¥&E In vitro 0.003, 0.1, 1, 3. 10 Iy, BRI RE
CHO™ wmol/L 0.003  mol/L : 13%
(n=5~6) (B : 0.3%DMSO) 0.1z mol/L : 20%
1 umol/L : 27%
3umol/L : 32%
10 u mol/L : 26%
(%net effect)
0.1, 1, 3% U0 p mol/LYEH RF D[N 1T 422,
44, 45K %1%
e LBy NGLEY | In vitro 1. 3, 10z mol/L L DU =R Mo OMUAE I 272 L
(It n=3) (L 2 0.01-0.1% ERFIZE L
DMSO)
e LBy NELEY | n vitro 1. 3. 10 u mol/L IS YV EO Ve alia-Z - YA
(1 n=6) (74 2 0.01-0.1%DMSO) | ERFIZE#E722 1L
10 p mol/LYEFHBFD [ 21351 %
X747 RV | In vitro 0.1, 0.3, 1, 3, 10 g mol/L | 0.1, 0.3, 1, 3 umol/L : APDy,. APD triangulation,
TR (8 0.1%DMSO) APDWBH R AT ISR B L
(Hf n=6) 10 pmol/L : T APDARZEEM:, | difniftm, 10
SEPNIZERR] (3/6) . LIS (1/6)
i H 7 /2 v wedge | In vitro 0.01, 0.1, 1, 10pmol/L | QTMHIfE. QRSHIE. QRS:LMHAMEKAME, Tp-Te,
A (A + 0.1%DMSO) rTp-Te. TAPAZT i NFCIZ B8 71
(Hf n=6) EAD, TEXHNEASE, DM, DEAE) &
AP L
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EL ks Ve ; R = ST
CHERIT OB /) 551k SN IR LT NEETR
JREE/L B/ Dunkin | FURPYEFE 10.16, 0.32, 0.64, 1.25, |PQRIFE. QRSHINE K RECGKRIEIZR /2L
Hartley” 15550 | 2.5mg/kg 0.16mg/ kg 5-BRAAN « D hn
(It n=7) (VA1 20%HP- B -CD) | 0.64mg/kgf 5-BAAGHE « QTREIN@AIHE
1.25mg/kg¥ 5-BAGIE « —iBMEDIME F5H-. QTe
] e e
FRRAEC,,,.=3.6 u g/mL (2.5mg/kgf% 5-%%)
SERRERA 3/ beagle™ o 20mg/kg Ay M A HRHOHEN, 1A H B R OV
(I n=4) (788« 20%HP-8-CD) |4
HHYLfEC,, =1.8 1 g/mL (P G-AF5[E #£)
BRI A 2 /beagle™ o 0. 10. 40. 160mg/kg B S5 ) S AL
(K n=4) (7RI - 40%HP- B -CD) |10mg/kg : WAL
40, 160mg/kg : 7 2PQISI Ik fE
160mg/kg : PR AL
10, 40% ON60mg/kgDCyld. #0.8, 1.8 TM.9
weg/mL, AUC, &, 45.0, 10.1}%818.3
wg+h/mL

HEK293 : EME B, hERG @ e MEGEIEMERLRIEFE AV D AT v R /VIEE -

Iy, @ AOBIEMALEIERE TR AV LEF . net effect : X RBEDOE CHIEL7- IEMROMHE.,

Iy, « REARTEPERGEAERS S U AR, ERE : A2ARISHI, APD : IEEhEEN FFgiREH, TdP : torsade des pointes,
EAD : HHA% B0 HE, BECG @ LM, FC : IUHE )

2) FFIRZAICKIFTEHE((X)?
T U AN — 75 A X (BEABI) |Z~_"Z XV 7~ Vgl (0, 10, 40% UM60mg/kg) 26 H [HIRE CHTHE L7235 B
BRI B E- L, B G 6% ORI R (MR, 1R R, R E) I3 D 1EHZRETLT-,
REXY T VML, 160mg/kgE T 5L CHIFIGRICR B A R S/ad o7z,
K H EO P G-6RF 1] D MR~ Z XU R EE CESME) 1L, 10, 40% 1'60mg/kg T4-0.8, 1.8 % V.9 g/
mL, AUCgl3455.0, 10.1%08.3 1 g+ h/mLTh-7=,

3) FRMMRRICKRFTEE
DO— R EER B T8N (IrwinZ %) (Swk) ™
Tk (HESHI) (o _E Y 7~ Lk (50, 200 % 0'800mg/kg) Z HAIAIR M4 5. U, #5547 A {50 iR g
KT AR A A IrwinZ5 1 TR L 7=,
T HIERD SN 5T, _EFY 7 LR IE200me/kgE T 5L T 8% KT S/ 0 o728,
800mg/kg TITE (H FEEB EOBIMN, LMD TUHE, FEVER RO ) K OVE AR (IR, WiE,
R, L) ~OBRBIAMER RO LN, BT RITED N0 o7,

QB EFE (1X)™

TU AN — 335 A X (ARG 1T R 7~ LR (0. 10, 40 % TM60mg/kg) %6 H [EIFE THiHE L7208 S B
AR OG- L, #5128 % FTo A 3ES &I DEREZ MR-,

R 7 UEEEIL, 160mg/kgETHE G- L TH B FEB) &Ik L T KIE SR Tz,

KA EOP 56 #% O MmAEH <LV PR E CEXE) 1L, 10, 40% T*160mg/kgTA0.8, 1.8 &
4.9 g/mL. AUC4I345.0, 10.1} 8.3 g« h/mLTho7-,

(4) ZDth D FEHER

M ERRL
HMHER
(1) BE#HEE5ESHRER(ITVR, Ivb, 4X)
fhiy T P G PERI] WS D ELFE F: (mg/kg)
<7 2 A MR 200~800
<72 FRARMN il >50
51 & i ﬂt/jé&: o
G IR et >25
42 ®o e >300
a _EFYL LT BE R
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(2) REHRSEMHAER
1) 1SERROKR SRR (THR)Y

CD-1~7 A (1HEMERER 10F) (I_F XV 7~ Uit A0, 5, 10, 20 K% O%30mg/ke/ H 0 F & C 131 [ 58]
OG5 L, TORE, 30me/ke/ HEETIX, HESH K OMELFIZVIREESL D=0 UhE B RS-, IRAE
AL D T2 R IR B A& i DAV /EEE LB 2 BT,

20mg/kg/ A LA _EORETIZ/ N UL MERF AR AR K M OFIREE 00, 30mg/ke/ H BETIZALT & (PAST
DRI HH, L& ZEAIEESE, B0 K O\ SEEME R IE S & fE> T2, 20mg/kg/ B L EORETIZA
FEARAFR7 2 B A DZEVE K ONRIEN B HHL, 30mg/kg/ H BETIXCPKOEI NG A b7z, 30mg/ke/ HEED
HECITE MR bR O ZEHG /SN BTz, £i2, HECIXERR A O BRI EE LR 77— D
e B2 AT, g CrEaREEE ORI N A ndL, M T E S OIS A7, B2,
10mg/kg/ A LL_EORETITH BRI EAZ R R MR R (MPS) OHEAE R, Ul Ei 3R BTz,
F7o, TERIERIZE  OIEN E X ITIBIEZ LT, Vo SRR (s K O RE) . MEA S aR I OVEER
RCHRONTZ, RIEMED%LIE30me/kg/ B RETHLIVL, KM IMAFFEROBINERHEL TV =, 10mg/
kg/ HBEOMPSOZAV T s EEA L EHS 2 ARFRERO MM R 10mg/kg/ H L HBrSire,

2) 26;BRIE O RS HER (Syh)®

Sprague DawleyZ N (IEEMEMER-2045)) |C_Z XV 7~ Lg% 0, 5. 10% 0020mg/kg/ H O H &£l H
1£20mg/kg/ H %3 2[a] [ K CT26 [ FREIRE O & 5-Ui2% ., 12BIRIR LT, A X) 7 < VERtER 512
BEE L7 I AR o203, 20mg/keg/ H B CIXREIINEDB/ D N ATz, F-, HEFLAR TR
A TIX, MPS, i, i, s, HORAR (ED ) OZAbnHBNT-, MPSOZEALEL T, JaiAR/ it
et~ ru”7 7 — U OB RREEEREOV /M. 10meg/keg/ B LA EOREDNI, 20mg/kg/ HEEDF-E T
HBH, 20mg/kg/ HEEDVL 73 i -5 TILZDOFT RS SENEMERE /B A R > T -, Fio, &%
BT, MR L O RENC ORI E ~ /a7 7= OB AL, 10mg/kg/ B UL EORETIIKR
B VU BB 7 D AL B PE DB I/ A H, 20me/ke/ B BECIINER: . RERRIE, 5 M OV B IZ RAR7R AT N5
Nz, ZIHIZCPK L UASTO NN B L TWAEHE 2 BTz, &SR C/NEE O PR D IR AE AR K O
ZERUALDIEINAI B4, 20mg/kg/ B # & U20mg/kg/ H M 2[a1 4% 5-## CILPIARISE PO 22 faf kb A BTz,
REX T VYR B G REO [ECRR R EIE OB, MRz SR S OB IR AE OB BT,
20mg/kg/ H #E M U20mg/kg/ H 2[RI F¢ GHEDIE T HFUR BRSNS _ERGHAEAE K O A S 7z, 120 D
IREERLITIE, Vo SRk, i, BIROMPSOZALB AL OO, B M T R e~ TR i)
ZonLic, Fo. FRZENE, AFMAAE R K OVZERI b, FOR IR B AAAE R Vo REi kN DR
TEREVERE /BB IXEIE L, ZOMOFT RIXEIEMEEZ R LTz, ARBROMEEIERITRO SN0 7208,
K & (5mg/keg/ B) BEOFTRIX, Vo R Eio~ra77»— 800, AR K K OV fa b o sl ONZ &
RO/ LT T,

3) 13R U 26;B 1% 5 3 ER (4 X)*”

E—7 VK (I BEERER TH) \ZA_E XV 7 < Vgt 20, 2.5, 10% UM0mg/kg/ H O & Tl H 13X 13263
MmO &5 L7z, 40mg/kg/ BRETIX, MBI EE/EREZ 2L CULEEZRSIN-, REE(LO T
FURE, DAANE/8E5E, B O SMERR L OV BRSO /B Chh o1z, D79, [FREOH
A E G 1T SH20mg/keg/ HISHE LT, ST HEKRTIRERERD BNALNT, B0
BAETIE, XXV 7 V& 5B LA A 23MPS, B, K. JRE K OV A5 072, MPS
DOEALEL T, 13} U263 #5582 3EBECRE 2 O/ (EICV 7 SRR, IS KO IcaB ks
~ra7y—V AL, Fo, 13X 326 B G5 RED10mg/kg/ H LA EORETIE, i K& O/ BB
VoRER, 13 B G RED40me/kg/ HEETIE, Mg CIaifik~ra 7 »—U 3@ b/, 13 &GO
40mg/kg/ HBETIL, B MR M/ BEAEN A B3T3, 263 [ 5-RED AELFHIZITFRO B> T,
13 O26 [ # 58D 10mg/kg/ B UL EORETIE, HICIRAERIEMIZE ARG~/ a7 r—2%
PEoTHLNTZ, 13 5EED40mg/ke/ H B K 02638 8 58D 10me/kg/ B LL_EORECII M Ak
RDHOIT, 2608 B 5-HED40/20mg/keg/ A RETIE, IFROEIREEILN A LIV, WE2B Tl LI DZEME
JBEBE S RHEAL (2 DL T ) NSz, 2.5mg/kg/ A BEDOMPSOZEAL (JAIRIK/ AL A~/ T 57—
ONIBEERFTREITHEE S, KRB O BN E132.5mg/kg/ H LHIrEir-,

4) 2R U6H AR OB EHMERAHR (FX)™
B — 7 VR (IHEMEES-601) I _Z V7~ Ut %0, 10 O40mg/kg/ H O & @ A, X1X140mg/kg/
HoOMETHE2E, 2% 06H A Ml 0 &5 L, BESRE OB LR OB, (Ofh. ik OVHREE
DA F =T —ZOWTHFILTZ, 40mg/kg/ B RETIX, REED K OB ERVD 2L IR RE AL N 5
Nz, $#%557H 7 520mg/kg/ BICIE LT, FEIZRO NIRRT, _EFY 7~ Lt #5123
HLUA b, QTHROIERE., IREXONEROP RABRE, BEL CT13 K% U6 M G- BR LAk ThoT,
NAF~—D—TlE, MFEFOLFH IR =1(cTnl) O A 7 0 OHMNA 2SI, Uflig b OVE ¥ 5
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BB ALEZ N, L., B & OB I oW TR MR AR B D b0, TIT7—F,
VR—T . ARV AR TE M K OV T AR -1 TR B AT RO B o T, LEXKBE T
%, BEH8IZ40me/ke/ HBE T LA IC L AQTHIEDE R Z/RL, DABIC LD FIER DRI QTe
MBI K% 7R L7z, 20mg/kg/ A ~ERIZ, QTHRBOIER &K OV AEIRANTIRIEL . QT b~ 5
TR O Ie T, 560 A BICILLEROELITFRO DN -T2, IRBHEIOR A TIEAs BT i
TR M OVERRE 1% O B 2 RIS DAL, 3 IR OV LSRR S B 1T DR ER B £ s b
T2o KEBONEMEIRAE K O ZEHE 1360 A B GREO I THLTZ,

5) 39 ERE O 1% 5 AR R V13 BRI EE 1A ER (4 X)*

=7V R (IREMERES- A X601 IC_RE R 7~ L igte %0, 2, 6 (M 8mg/kg/ H DO THEH A XX
l4mg/kg/ H O FHECT3E], 395 REI5&RHIFE O &5 L7-, 18mg/keg/ HEETIL, READ & OWLKEZE DR HE
H A A B U7 B L] J OME2 451 25 % 5-204, 226 K& TN257 AT B B S L-, REEE ORI, MELH]T
VEER R OB &35 2 BT8O 2BIZ DWW TR E TEeh o7z, IRFHFA A K OV E R R A
[CARE X 7 VIR R 5T KA VIO B o7, 18mg/keg/ B BECiZe Tl MMN AbHNT=, F
7o WEl K O R B ORI 3 A BTz, MPSOZALEL T, 6mg/kg/ H UL EORE K ON4mg/kg/ H i 3[A]
BT~ OIRE /R (I RERE, Bl PElg, B, . Ok O3B Ica R itE~onm
77— TR~ a7 7=V EEN LN, 2SO BT, BN (EME 28 0E K OV B #0 e ZhiE)
KOVH (H RO ZE, H AR IEE A IR ILE~ a7 77— OB RAEMIRE) D%
{23 BH, 18mg/kg/ H BETITIPEE GEIREESE) M OVKE B (18 M JE K OV A B R o B (bbb
Too D& OO T L, BE~/n7 77— DR Tholo, AR WM &iX2mg/kg/ H &4 W
ST,

(3) EIEREFMEHER
1) ZHRERVERETONHRREREICETHHEBR (SVR) Y
Sprague Dawley 7~ (1FEMERER-24451]) |2 R XY 7<= LR A0, 1.5, 6% (N24mg/kg/ H D& T, [T
VR ASBL R4 [ 7D A BL IR 208 CHlRR B ¢, MECIIASHEL AT 28 M 2> DRI T B FCoifhiliRt & 5 U=, M
HELH AR RE M OS2 R BE~D B IZRD BRI o T, A ERED D VR TR/ I IR NS B2~
DN, R EREAR SRR A RS B M OV B EARIC R I3 DI o122 b, _"EFY 7 < L gtk b
EOBEMEIXI ST e o7, HEBIEM O — M ME & OVEFEREIC X T2 EME R X & 126me/ke/ H |
MEH BN O— eIt 3 2 MM &1 X6mg/kg/ B . MEBIENY) O A 5FRE K OIS 2R 12 B 3 2 i 2 itk
B3 24mg/ke/ H EHIBr sz,

2) BE - RIRFRAICEAT AR (Suk, o)
Sprague DawleydT#iz7 b (1FEME2451]) (Z~ZFV %0, 5, 15 UM5mg/kg/ H O & TIEHR6~17 HIZ5#
g O e 5-Uiz, 45mg/kg/ A EET, REEMOKREIEINE LK OB RO i EARE N & ORE
K QMR- B s O I NG R ORE D BN BTz, REEM & OWE Rt 32 M X 15me/
kg/ H LHWrs 7z,
New Zealand Whitef Az V-8 (1REME2061)) 122 %V %0, 10, 30 TN100mg/kg/ H D H & CTouilie 0
HUTz, REMTIL, 30mg/kg/ HBECEETEDWD . 100mg/kg/ H BETIZHFERA | (REMEINE, B0
2N OER = RO DAL, VBIBMEERD M OFREDT-O B SIT-, MBIETIL, 100mg/kg/
HEECHR AR E OIINA H 5 L, PR A CREDEIEIR O EE A8 A BB NN Ao Tz, UL, BERENE
RITRROEFEEAD—HLEZ 2L, MBI THLIADLNDZ LMD, ZOFTRIZIBIENRKE NI 52K
ML7-HDTHY, BEFIERIZZLWEE Z b, BEWICKH oMM &I1X30me/kg/ H . FEYEIZxf
T 5 MM AIT100me/kg/ B LA LRSIz,

3) HARBRUHABORESVNIZBADKEEIZET REBR (S

Sprague Dawley#-iEZ s (LEEME22(5)) | _& )7 < LRt 20, 5. 15& OM5mg/kg/ A O & CIiTiE6 A
~ZFL20 H EFTHAHIFE DG LTz, £ORIEK, 45mg/ke/ ARETIE, FoR-EMW) CRAILMIM T OARE, (KE
N OMBEE & O | FIHHA R CII AR OERERCD | 12 OREHEINEORD K MK A E
WX DBEFLAT O ZE P ST B KOG OERS H OIRIEN A DT, MM P OF, A R ORI &b
L. RYHBERBROFERNS, FENBRRICEIDLOTIERL, JTENLERZRICEIDLDEE LN,
F R D550, F R ORSRE R 3 M OVEFHRE ~ DB TR D B2 o7z, FREEM k92 Mg
E316me/ke/ B, F AR OREIC T 250 Bl 15me/ke/ B . F AR OFSBESS 22 M OV ARk
+ AR F45me/ke/ B LHIWTL 7=,

4) HEBHYWERANRR (SYM?
24 H 5D Sprague Dawley STy MT_¥ XY 7<= LEEE A0, 5. 15X 1345mg/keg/ H O & 37 H M H
FRIERE OB 5- Uiz, 15mg/kg/ HETOREMIZ B THY, Wm it &3 15me/ke/ B SHIWrEn7-, 45mg/
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kg/ HRFCIE, BREAT Y REFBRIC, B CEAR AL, B8 M ONE O /BESESUISIE) . Pl (PRI IRAE R
o NE DR AP BR AR L) M OV ik (B BB SE SRR OFLE LA ) DZAL DA HITZ, KIS DR 12
1T, BEIBZ RS N TOERDREIE L, STy MR T, Ficem i Era B 13580 b i -7z,

(4) ZDHDE%EME
1) EEHHER(GYN®
ﬁfﬁ?&ffﬂr AERIZIBNT, MPS, FRZ~7a7 7 — U~ BERBDO LN T80, XX R0 RIC
1E LML, Wistar7y MI_Z ¥ 460mg/kg/ H ETOMAETHEME HRFROEEL, b
//ﬁﬂﬁlﬁz (%92 TR AFPE BT PE A 3B K OV AT U T B k3208 BT RBR TR L7228, X
ZXV A HIC LD E IR D DR 5Tz,

2) BRI RER (in vitro, <R, Syk)™
AREFYAFBCOPERER TR MEZ RE T, ~7 ALLNA TR JERAEMEIZERD B h>7-, Balb/c 3T3~
7 AREMESEAI N A VN =in vitro e RER T2 R L2, ATy e iV zin vivo Yt st iir ¢ b5
P2 IR 95 R & SUTIR DO KIS IEFRD B2 le 28D, AT AT FEIT W B S L7,

3) AR (in vitro, <9 R)®
NREEY L DBGEMEICHOWT, MEE AV AHERERERRRR. ~Y A T+ —~<ThkRBR N O~ A5
/MG CTHRSILZZ0Y, Wb EHETHY, XY AZE BRI WSS,

4) NARMERER (Svh)™
Sprague Dawley 7y MI_Z R 7<) )UEgkE %0, 2.5, 5. 10&% O%20mg/kg/ H O FE T4 5 H 5@ 7%
A b U7z, 20mg/kg/ BRI, SETERMSEEIL, KM ELZEI TWHEHWSNT, EOMOEETIEAN
XV 7 VIR G BIE U SO ANIFED LT, R FUATHAFEEIZ W S Sz,
TR TARE XA U TEFMEIMENZ S, OEMFE &K Oe AR 220 . M20D (i S i BE A3 40
FUIDEL, XYY OMBE R ERESE NG H & CORE &IV LD, BAJFMEREBR I
2ol

5) KB DEMHAR (THR)Y
MAEF ERHHTHY, Tob, X, A X REMI T AT E M2 EE A E NI EAIR
SN TS, CHTBL/BN<D AIIM2 X FA_H 7 < VR %44 X135 B F'%ﬁ EI SRR OGS L, mED
FEMEE LR U2 AS IR, M2E_Z XU (7= V) OFMET a7 7 A VIFHEL CRIELL T3, M2 5t
DI BEVELE R ERL, RN L EEE ThHh -T2,

6) A DEMERER (in vitro, Fvk)®
Al (2%R601094) ZUSINU 7= _E XV 7 < Vgt 2 W T AT L 72, #lEZ AV D IE IR 2298
ERRBR I N~ RV 74— ThRBRIT W T b 2 ChoTe, Fo. Ty W20 I E B G-
AERIZEB T, 2%R601094FIIARZ TV 7 < VERIEERE XY 7~ VR O T a7 7 A VIC K& R
TR BT,

7) In vitrofBRa M R O VIS B EF R (in vitro)® ™
REFY | M2 UMD EE & OV R EIE SR Zin vitroikBR TR L7z, _Z XU ATAX K e
MTFHE LD~ A K OV MRS R L TR IR B 2 R U, F72, M2 OMBIEZ XU X0 i ia
FEME M OB EIEF S MED RS . M2IIM3 0 H D 3T T S O R EE B B TR E & 2 By
7
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X. EEMEHEICEHISEE

1.

MHRS
WA ;P rBE00me B AT IR, (T — EATS O S KI5 8)
BRDY + ~SFV T~ VR« B3

ANEARE X (=R EARR
AR - 240 A

BTk - REEH
IR PRAF

EFIIRD EDEER
(1) ZERETORYHFWEDBERIZDONT
LR

FEEIZABFORFEWNIIODWT(BEFICTEE T RNENEFIEE)

TVILZ2 0 () _EoERS) B3 2HE 1LGEH EoFEE I OEZS RO,

FHRIZ o5

PTPY —FBEH L TR 219488 4528, [PTPY —hOREEKIZIY ., FHV LA 23 A T KB~ A
L. BIIBAEZEZL CTHERAR ZEOBEERAIHEL PR TN HMEIN TV, ]
INBDOFEDJEITROFTICRE T52L, XD, IRAERTECPTPY —MbHV SN2,
BERMEELTAR A0, <FOLBY : Y

BEEM - AT F a2 5E2100megZ IR SN A EBRE S A~

Q) FARIFOZEERIZTDONT
FA1SANA

(2

~

RBEHE

1. EIRGVAVEHFELZRED B, @UICEmT LT,

2. BARANTOEGRERPHD CTROINTNDIEND, REEIRFE% —EMMIT, 2IEHZ 55 H oA
HEETHIECED, AFEHEE OY RERETIETHEEHIC, AFNOR MR OHINEICRET 5T —
K BHNCINEL, AFN 0w EE A IC B e B AU H L,

Fr DB R RIS OVWT)

AANF201559 H A H RSB EE = 1T T D,

ARENZ T HMHEFE BB T2 | FEIEDIRIFIZ 0 e ik SRR A R D[RR UL Z DOFFE DL TR G-,
WIEfEICE D52, Al 51X, RLEIREEE T TIRAP (Responsible Access Program) (28 kS L7 £
Bili « BEAVEROWDEGREFRAER - 3RV T, BB IR TITHIZ L,

ARENZE IR GV AZE BB RE SN CTRY, TR L EFREEE T RIB IR — A= JICAR SN TND,
https://www.pmda.go.jp/safety/info-services/drugs/items—information/rmp/0001.html

2E:3
68E[68E (PTP) X 1]

BEROME
PTP (JEARVTIN /T A= b RIELE =V 7 4V B OR T V=0 1)

B—H5 - R3hE
R—RAEE : 324170
B % ZFE:.FIv=F

ERHEEER B
201212 7 CKRIEZEFR)
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10.

11.

12.

13.

14.

15.

16.

17.

HERFTARREABRUARDRES
REIRGEAGRER B : 20184E1 H 19 H
HGERE S 23000AMX00020000

EMEERHEFEAR
20184F4H 18 H

MEERIFHREMN. RERVAELEENFNFABRVZNOAR

194

BEEER. BEERARFABRVZORR
L L

BEAZHME
104ER (202841 A i 1)
REHEFIREREHICE T H1ER
L L
&1 —F
W Horofin g | PEPBIIREIR o gy
HF20"8E 100mg 126091501 6222007F1023 622609101
RIRIET EDEE
LR
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1) Koul A, et al.: Nat Commun. 2014; 5: 3369 (J108639)

2) FENERE : TMC207DHLEEME O (TMC207-TiDP13-C209) (20184E1 19 H &R, CTD 2.7.2.4.2.1)
(Joo1121)
3) Andries K, et al.: Science. 2005; 307 (5707): 223-227 (J108636)
4) B . TMC207 (RZ XV ) DL HIMTEMAE 2 A 3 24MNE N BFE IS5 28R B (TMC207-C208
stage 1) (20184E1 H 19 H K38, CTD 2.7.2.2.2.2) GKZREFZME £ (J901123)
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11) #ENEEE : TMC207 DRk AEERE (253 2 WA B AER O (TMC207-C104) (201841 H 19 H A&RE.
CTD 2.7.2.2.2.5) (J901116)
12) FEPNEEE - TMC207 Dt RE Rl ANEERE ()32 388 AAEH O (TMC207-C109) (201841 H 19 H 7&FE
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14) #ENEEE : TMC207 DA FE R AR #H O QTIE R (2B DGR aliiE (TMC207-TBC1003) (20184F1 H 19 H &
. CTD 2.7.2.2.3) (J901120)
15) Koul A, et al.: J Biol Chem. 2008; 283 (37) : 25273-25280 (J108564)
16) #ENEEE : BN BEERRIZ T2 TMC207 (R XY ) OMICIZB T AR (20184E1 A 19 H &R, CTD
2.7.2.4.2.1) (J901125)
17) FENE R} - WA IR 23 BRI 2R TMC207 (RZ V) OMICIZ B3 285t (201841 H 19 H 7&FE, CTD
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18) Huitric E, et al.: Antimicrob Agents Chemother. 2010; 54 (3): 1022-1028 (J108638)
19) #ENE Bl © TMC207 Dt EHF (TMC207-Resistance Mechanisms—ABMR) (20184£1 H 19 H 732, CTD
2.7.2.4.2.7) (J901122)
20) Milano A, et al.: Tuberculosis (Edinb). 2009; 89 (1) : 84-90 (J108637)
)&Wéﬂ TMC207 (RF XY L) D~ AEYLE T MAZEBITHTMC207 (RF XV ) O Z IRz LD O H
B D ME) (2018421 H 19 H KZR. CTD 2.7.2.4.2.1) (J901127)
22) #ENEEL : TMC207 DA FE R AR (2% 9~ 2 B R Bk (R207910-CDE-101) (201851 H 19 H &R, CTD
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23) FENEEL - TMC207 D T B RERE 5 B8 12k -2 B R B (TMC207-C112) (201841 H 19 H &FE., CTD
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24) fEPEEE © TMC207 DRHE SR W B REMEHT IZ BH 3~ D5+ (TMC207-201105) (201841 A 19 H 7GR, CTD
2.7.2.3.1.6) (J901114)
25) fENEEL : TMC207 Dt FEpl AR BR 2 (26t 23 HH A/EH O (TMC207-BAC1003) (201841 A 19H
&F. CTD 2.7.2.2.2.5) (J901115)

)H:V\ji%ﬂ TMC207 DR Al AR 125t 2 3EWAE AAEH OFET (TMC207-C110) (201841 H 19 H &R
CTD 2.7.2.2.2.5) (J901118)

27) FENE R © TMC207 DR R A BR 2129~ H 3 WA BAEH O (TMC207-C117) (201841 H 19 H 4&GR
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28) FENEEL 1 TMC207 (NZFV ) DIEIIZEE T 23K B RE T A—4 (20181 H 19 H 7&G8, CTD2.7.2.3.1.6)
(J901128)

29) AEINE R © TMC207 (RZ V) D MFEER HifE 43RBT 25 (201851 A 19 H&AGR, CTD 2.7.2.2.1.2)
(J901129)
30) fFENE R TMC207T (REZ XV ) ORET Y MHEIRE N & 5L B (201841 A 19 H & |
CTD2.6.4.4.2.1) (J901130)
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31) AENE R : TMC207 (W& XV ) OMERET <~ MRS O $¢ 538y Eh REFER (20184F1 A 19 H &S, CTD
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(J901132)
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34) AENEEE ¢ T MHAE R B O AE . 38 B 3 QNS RHER OREREICBI 9258k (TMC207-T0OX9296) (20184F1 A
19H 7#&ZL. CTD 2.6.6.6.8) (J901101)
35) FENE R 1 TMC207 (REZ XV ) ORAERE 1 % 53 Eh AERER (201841 A 19 H KRR, CTD 2.6.4.1.2)
(J901134)
36) FENEEL : TMC207 (& V) O HRIFRIRN % 5- 3 B RERER (201841 A 19 H 7&GE, CTD2.6.4.1.2)
(J901135)
37) AENEEL : TMC207 (“RZ V) Din vitroi® BRI S AMRGIEER I Z BT 25T (20184F1 A 19 H A&GR, CTD2.6.4.5.2.2)
(J901137)
38) #PNEBF : TMC207 (47212 ) DAHIIM2 K OM3Din vitroFL g iE M (201841 H 19 H 7&E8. CTD2.7.2.4.2.2)
(J901138)
39) HEPNEBE © TMC207 (& D) DAREIM2 K M3 Din vitroFxBTEYE (2018451 H 19 H 73, CRD2.7.2.4.2.4)
(J901139)
40) #ENEE} © In vitrodRBRIZE D NT AR — 2 —I1ZxFF D TMC207 (R V) L OM2OEMFR BEAEHIZEET 5
T (201841 A 19 H &GR, CTD 2.7.2.2.1.3) (J901140)
41) BlE— @ EEEESE. 1997, 23: 424 (J062450)
42) FEHVEL - BAE. 1992; 16: 363 (J062451)
43) FENE B« = A3 W R AE SRR 03 53R ER (TMC207-TOX7419) (20184E1 H 19 A &Z8. CTD
2.6.6.3.3) (J901102)
44) ¥NEEE - Ty My A R E RGO G F R (TMC207-TOX6017) (201841 H 19 A &ZE., CTD
2.6.6.3.6) (J901103)
45) FENEBE © T 2618 [ A SR O 855w PERER (TMC207-TOX7421) (201841 H 19 H &7, CTD
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46) HNE R - A X1y H B RAE G 0% 5 m MR (TMC207-TOX6018) (201841 4 19 A #&#. CTD
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47) FENE R A X261 [ 51 SR RS 0 & G- i R R (TMC207-TOX6612) (201841 H 19 H #&FE., CTD
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48) FINE B ¢+ A X390 [ R A4 IR R 0 B G- E M RER (TMC207-T0OX9239) (20184E1 H 19 H /&R, CTD
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49) Review of available evidence on the use of bedaquiline for the treatment of multidrug—resistant tuberculosis: Data
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50) fENEEL : TMC207 (NXF V) O FRE A 78R (201841 H 19 H &8, CTD2.6.2.3.1) (Joo1141)
51) #PERE : TMC207 (ARA XY ) DL MESRFIEER — in vitro o OVE/LEy RO BRI KT T 5225 (20184F
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52) fENEEL 1 TMC207 (RE XV ) D22 M SEBEEER — A X O ME R, MR, TR RICRIE T A
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53) fENE R 1 TMC207 (RZFV ) OZ 2 PESKBEER — 7~ b HARAR R R I M IE 928 (2018451 A 19 H 7k
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54) FEINEEE : TMC207 (RZ V) D~ AH[a| R filRE 08 5- 2SR (20184-1 A 19 H &GR. CTD2.6.6.2.1)
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55) fENEEL 1 TMC207 (REZ XV ) O~ AH[AIFRIRN & G- 31505k (201841 A 19 H &GS, CTD2.6.6.2.2)
(J901146)
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SIRTURO" (bedaquiline) tablets, for oral use

AT - Mk

@SIRTURO 20 mg tablet: uncoated, white to almost white oblong functionally scored tablet, with a score line
on both sides, debossed with “2” and “0” on one side and plain on the other side.

@SIRTURO 100 mg tablet: uncoated, white to almost white round biconvex tablet with debossing of “T” over
”207” on one side and “100” on the other side.

AGREH 20124F12 A
ZhHE X UFZN | SIRTURO is a diarylquinoline antimycobacterial drug indicated as part of combination therapy in the treatment

of adult and pediatric patients (5 years and older and weighing at least 15 kg) with pulmonary multi-drug
resistant tuberculosis (MDR-TB). Reserve SIRTURO for use when an effective treatment regimen cannot
otherwise be provided.
This indication is approved under accelerated approval based on time to sputum culture conversion. Continued
approval for this indication may be contingent upon verification and description of clinical benefit in
confirmatory trials.
Limitations of Use:
» Do not use SIRTURO for the treatment of:
o Latent infection due to Mycobacterium tuberculosis
o Drug-sensitive tuberculosis
o Extra—pulmonary tuberculosis
o Infections caused by non—tuberculous mycobacteria
+ The safety and efficacy of SIRTURO in the treatment of HIV infected patients with MDR-TB have not been
established as clinical data are limited.
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2.1 Important Administration Instructions

+ Administer SIRTURO by directly observed therapy (DOT).

+ Only use SIRTURO in combination with at least 3 other drugs to which the patient’s MDR-TB isolate has
been shown to be susceptible in vitro. If in vitro testing results are unavailable, SIRTURO treatment may be
initiated in combination with at least 4 other drugs to which the patient’s MDR-TB isolate is likely to be
susceptible. Refer to the prescribing information of the drugs used in combination with SIRTURO for further
information.

+ SIRTURO (20 mg and 100 mg) must be taken with food.

» SIRTURO 20 mg are functionally scored tablets which can be split at the scored lines into two equal halves
of 10 mg each to provide doses less than 20 mg.

« As an alternative method of administration, SIRTURO 20 mg tablets can be dispersed in water and
administered or dispersed in water and further mixed with a beverage or soft food, or crushed and mixed
with soft food, or administered through a feeding tube.

» Emphasize the need for compliance with the full course of therapy.

2.2 Required Testing Prior to Administration

Prior to treatment with SIRTURO, obtain the following:

« Susceptibility information for the background regimen against M. tuberculosis isolate if possible
- ECG

+ Serum potassium, calcium, and magnesium concentrations

» Liver enzymes

2.3 Recommended Dosage in Adult Patients
The recommended dosage of SIRTURO in adult patients is:

Table 1: Recommended Dosage of SIRTURO In Adult Patients

Dosage Recommendation

Weeks 1 and 2 Weeks 3 to 24*

400 mg (4 of the 100 mg tablets OR 20 of the 20 mg
tablets) orally once daily

200 mg (2 of the 100 mg tablets OR 10 of the 20 mg
tablets) orally three times per week

*=At least 48 hours between doses

Recommended dosage in pediatric patients are described in Table 2 below.

The total duration of treatment with SIRTURO in adults is 24 weeks. Administer SIRTURO tablets with food.
2.4 Recommended Dosage in Pediatric Patients (5 years and older and weighing at least 15 kg)

The recommended dosage of SIRTURO in pediatric patients (5 years and older and weighing at least 15 kg) is
based on body weight and shown in Table 2:

Table 2: Recommended Dosage of SIRTURO in Pediatric Patients (5 years and older and weighing at least 15 kg)

Dosage Recommendation
Weeks 1 and 2 Weeks 3 to 24*

Body Weight

15 kg to less than 30 kg

200 mg (2 of the 100 mg tablets OR
10 of the 20 mg tablets) orally once
daily

100 mg (1 of the 100 mg tablets OR
5 of the 20 mg tablets) orally three
times per week

Greater than or equal to 30 kg

400 mg (4 of the 100 mg tablets OR

200 mg (2 of the 100 mg tablets OR

10 of the 20 mg tablets) orally
three times per week

20 of the 20 mg tablets) orally once
daily

*=At least 48 hours between doses

The total duration of treatment with SIRTURO in pediatric patients is 24 weeks.
Administer SIRTURO tablets with food.

2.5 Missed Dose

If a dose is missed during the first 2 weeks of treatment, do not administer the missed dose (skip the dose and
then continue the daily dosing regimen). From Week 3 onwards, if a dose is missed, administer the missed dose
as soon as possible, and then resume the 3 times a week dosing regimen. The total dose of SIRTURO during a
7-day period should not exceed the recommended weekly dose (with at least 24 hours between each intake).
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2.6 Method of Administration
There is one method of administration of SIRTURO 100 mg tablet and four different methods of administration
of SIRTURO 20 mg tablet as follows:

» For SIRTURO 100 mg tablet, administer the tablet whole with water. Take with food.

« For SIRTURO 20 mg tablet, the four different methods of administration are outlined below. Each
administration method requires SIRTURO to be taken with food.

Methods of Administration of SIRTURO 20 mg Tablet

Administration of 20 mg Tablets to Patients who Can Swallow Intact Tablets:

Administer SIRTURO 20 mg tablet whole or divided in half along the functional score line into two equal halves
of 10 mg each. Administer SIRTURO 20 mg tablet with water. Take with food.

Administration of 20 mg Tablets to Patients who Cannot Swallow Intact Tablets:

Dispersed in Water and Administered with Beverage or Soft Food

For patients who have difficulty swallowing intact tablets, SIRTURO 20 mg tablet can be dispersed in water
and administered. To aid with administration, the dispersed mixture in water can be further mixed with a
beverage (e.g., water, milk products, apple juice, orange juice, cranberry juice or carbonated beverage) or soft
food (e.g., yogurt, apple sauce, mashed banana or porridge) as follows:

« Disperse tablets in water (maximum of 5 tablets in 5 mL of water) in a drinking cup.

» Mix the contents of the cup well until the tablets are completely dispersed and then orally administer the
contents of the cup immediately with food. To aid with administration, the dispersed mixture in water can be
further mixed with at least 5 mlL of beverage or 1 teaspoonful of soft food and then orally administer the
contents of the cup immediately.

« If the total dose requires more than 5 tablets, repeat the above preparation steps with the appropriate number
of additional tablets until the desired dose is reached.

+ Ensure no tablet residue is left in the cup, rinse with beverage or add more soft food and orally administer the
contents of the cup immediately.

Crushed and Mixed with Soft Food

SIRTURO 20 mg tablet can be crushed and mixed with soft food (e.g., yogurt, apple sauce, mashed banana or
porridge) immediately prior to use and administered orally.

Ensure no tablet residue is left in container, add more soft food and administer the contents immediately.

Administration Through a Feeding Tube
SIRTURO 20 mg tablet can be administered through a feeding tube (8 French or greater) as follows:
- Disperse 5 tablets or less in 50 mL of non—carbonated water and mix well. Mixture should be white to almost
white with visible particles expected.
+ Administer through the feeding tube immediately.
* Repeat with additional tablets until desired dose is reached.
 Rinse and flush with 25 mL of additional water to ensure no tablet residue is left in materials used for
preparation or the feeding tube.

(202343 A i 55)
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e SIRTURO 20mg tablets

SIRTURO 100mg tablets
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SIRTURO 20 mg tablets

Tablet.

Uncoated, white to almost white oblong tablet (12.0 mm long x 5.7 mm wide), with score line on both sides,
debossed with “2” and “0” on one side and plain on other side.

The tablet can be divided into equal doses.

SIRTURO 100 mg tablets

Tablet.

Uncoated, white to almost white round biconvex tablet, 11 mm in diameter, with debossing of “T” over “207”
on one side and “100” on the other side.

HRERAE ]
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SIRTURO is indicated for use as part of an appropriate combination regimen for pulmonary multidrug—resistant
tuberculosis (MDR-TB) in adult and paediatric patients (5 years to less than 18 years of age and weighing at
least 15 kg) when an effective treatment regimen cannot otherwise be composed for reasons of resistance or
tolerability.

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

E R O £

Treatment with SIRTURO should be initiated and monitored by a physician experienced in the management of
multi—drug resistant Mycobacterium tuberculosis.

Consideration should be given to WHO guidelines when selecting the appropriate combination regimen.

Only use SIRTURO in combination with other medicinal products to which the patient’s MDR-TB isolate has
been shown to be susceptible in vitro, or is likely to be susceptible. Refer to the Summary of Product
Characteristics of the medicinal products used in combination with SIRTURO for their specific dosing
recommendations.

It is recommended that SIRTURO is administered by directly observed therapy (DOT).

Posology

Adult Patients

The recommended dosage for SIRTURO in adult (18 years and older) patients is shown in Table 1.

Table 1: Recommended Dosage of SIRTURO in Adult Patients

Population Dosing Recommendation
Weeks 1 to 2 Weeks 3 to 242
Adults (18 years and older) 400 mg orally once daily 200 mg orally three times per week

a = At least 48 hours between doses

The total duration of treatment with SIRTURO is 24 weeks. SIRTURO should be taken with food.

Paediatric Patients

The recommended dosage for SIRTURO in paediatric patients (5 years to less than 18 years of age) is based on
body weight and shown in Table 2.

Table 2: Recommended Dosage of SIRTURO in Paediatric Patients (5 years to less than 18 years of age)

Dosage Recommendation
Body Weight

Weeks 1 to 2 Weeks 3 to 242
Greater than or equal to 15 kg to . .
Jess than 20 kg 160 mg orally once daily 80 mg orally three times per week
Greater than or equal to 20 kg to . .
Jess than 30 kg 200 mg orally once daily 100 mg orally three times per week
Greater than or equal to 30 kg 400 mg orally once daily 200 mg orally three times per week

a = At least 48 hours between doses

The total duration of treatment with SIRTURO is 24 weeks. SIRTURO should be taken with food.

Treatment duration

The total duration of treatment with SIRTURO is 24 weeks. Data on longer treatment duration is very limited.
When treatment with SIRTURO is considered necessary beyond 24 weeks to obtain a curative treatment, a
longer duration of therapy may be considered under close safety surveillance .

(202343 A B 45
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8.1 Pregnancy

Risk Summary

Available data from published literature of SIRTURO use in pregnant women are insufficient to evaluate a
drug—associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes. There are risks
associated with active tuberculosis during pregnancy (see Clinical Considerations).

Reproduction studies performed in rats and rabbits have revealed no evidence of harm to the fetus due to oral
administration of bedaquiline to pregnant rats and rabbits during organogenesis at exposures up to 6 times the
clinical dose based on AUC comparisons (see Data).

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

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Active tuberculosis in pregnancy is associated with adverse maternal and neonatal outcomes including maternal
anemia, caesarean delivery, preterm birth, low birth weight, birth asphyxia, and perinatal infant death.

Data

Animal Data

Pregnant rats were treated with bedaquiline at 5, 15 and 45 mg/kg (approximately 0.7, 2 and 6 times the clinical
dose based on AUC comparisons) during the period of organogenesis (gestational Days 6-17, inclusive).
Pregnant rabbits were treated with bedaquiline at 10, 30 and 100 mg/kg (approximately 0.05, 0.2 and 1.5 times
the clinical dose based on AUC comparisons) during the period of organogenesis (gestational Days 6-19,
inclusive). No embryotoxic effects were found in rats or rabbits at dose exposures up to 6 times the clinical dose
exposures based on AUC comparisons.

8.2 Lactation

Risk Summary

There is no information regarding the presence of bedaquiline in human milk. Minimal data are available on the
effects of the drug on breastfed infants. No data are available on the effects of the drug on milk production.
Bedaquiline is concentrated in the milk of rats (see Data). When a drug is present in animal milk, it is likely that
the drug will be present in human milk. The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for SIRTURO and any potential adverse effects on the
breastfed infant from SIRTURO or from the underlying maternal condition.

Clinical Considerations

Monitor infants exposed to bedaquiline through breast milk for signs of bedaquiline—related adverse reactions,
such as hepatotoxicity.

Data

Bedaquiline concentrations in rat milk were 6—fold to 12—fold higher than the maximum concentration observed
in maternal plasma at exposures 1 time to 2 times the clinical exposure (based on AUC comparisons). Pups
from these dams were exposed to bedaquiline via milk during the lactation period and showed reduced body
weights compared to control animals.
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(20234E3 H B ) | The safety and effectiveness of SIRTURO have been established in pediatric patients 5 years

and older weighing at least 15 kg. The use of SIRTURO in this pediatric population is
supported by evidence from the study of SIRTURO in adults together with additional
pharmacokinetic and safety data from the single—arm, open-label, multi—cohort trial that
enrolled 30 pediatric patients 5 years to less than 18 years of age with confirmed or probable
MDR-TB infection who were to be treated with SIRTURO for 24 weeks in combination with a
background regimen.

The safety, effectiveness and dosage of SIRTURO in pediatric patients less than 5 years of
age and/or weighing less than 15 kg have not been established.

ISP
(202343 H B )

Paediatric population

The safety and efficacy of SIRTURO in children aged < 5 years or weighing less than 15 kg
have not yet been established.

No data are available.

SIRTURO may be included in the treatment regimen for children greater than or equal to 5
years of age and weighing at least 15 kg with confirmed or with probable MDR-TB disease
which is diagnosed based on clinical signs and symptoms of pulmonary MDR-TB, appropriate
epidemiological context, and in line with international/local guidelines.
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