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TSR ORKE BERISHT SHE S

75Y=F mmmm

M.tuberculosis H37Rv 0.012 0.78 1.56 1.56
M.tuberculosis H37Rv RFPiit 14 0.006 >100 0.1 1.56 0.78
M.tuberculosis H37Rv INHIfit 4 0.012 0.39 >100 3.13 0.78
M.tuberculosis H37Rv EBii{ T4 0.012 0.2 0.2 50 0.78
M.tuberculosis H37Rv SMTTit 4% 0.012 0.78 0.1 3.13 >100

M.tuberculosis Kurono 0.012 0.39 0.1 3.13 0.78

Matsumoto, M. et al.: PLoS Medicine, 3(11), 2131-2144, 2006
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TIY=FORNFEERLIRE M) [F, [REAE DERT0.002~0.008ug/mLIZH L TLM=,
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MDR-TBEFZXWREL-T SR B ER

Patients (%)

100+
90
80+
704
604
504
40-
304
204
10+

(2045 5% )
K520 AR CTORRTEIEMILER

P=0.04

P=0.008

45.4%

41.9%
64/141
29 6% (647141) (57/136)

(37/125)

Placebo 100 mg, twice daily 200 mg, twice daily

Delamanid

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



A FEHT (204/208/116) D= D 5 EENDE

28EHE (&KX 24 » AR
@
DLM 100 mg BID 116 RERI= i
enAM [ (n=38)
DLM 100 mg BID DLM 200 mg BID 116 sAERIZ iz
. 2 1AM 6 » Al e (n=21)
(n=161) 2
e (S —| %,
DLM 100 mg BID 116 #BI= 17k
DLM 200 mg BID DLM 200 mg BID 116 HERI< e
204 3% 2n AR 6 n AfE S (n=22)
(n=160)
pmMaL | —( VORI (naﬁs)
DLM 100 mg BID 116 EEI< BiE
6 » AR —’ (n = 39)
75+ BID DLM 200 mg BID 116 R8I =
sl 2xAM 6 n AR S (n=27)
(n=160) e
oMzt (o e

204 8%, 208 HEE R U116 SHERIZH(+5
intent-to-treat £EF N 70—Fv¥—Fh

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



&R (204/208/116)

116EXER (= 241 A B R DERIF

RIEL=E B 17 e 1=
&ZATT)
N (%) 95% Cl N (%) 95% Cl
61 8 LL L 192 143 (74.5) 67.7-80.5  2(1.0) 0.1-3.7
27 B LLTFP) 229 126 (55.0) 48.3-61.6 19 (8.3) 5.1-12.7

a:208RERIZS ML, 204 R BR CTT SV =R FRIET TSR ZRESh-BE
b: 204 B CT YR ELIEITSEREZR SN, 208HERICS MG o= EE
Cl:{E#E X[, ITT:intention-to-treat

Skripconoka, V. et al.: Eur. Respir. J., 41(6), 1393-1400, 2013
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TR REEAC _ETRUTHMELEHR (EELRFER)
QTcFD ZE 4t & (msec)
5B | X#lioomg1B2E | AFKl200mg 1H2E| F5tR
+ OBR + OBR + OBR

1HH -0.1 (11.7) -1.2 (10.5) -3.2 (10.4)
148 H 6.7 (13.2) 6.8 (13.1) -1.2 (14.6)
28H B 6.1 (17.7) 11.4 (15.1) 0.1 (15.1)
568 B 12.8 (16.6) 14.7 (16.0) -0.4 (14.5)

AFIREHEPDOQTCFOTHEILE (R 5% 3MFH) FHE(ZERE)
OBR: @ Z4E 8% QTcF: Fridericia® X Z AL V=1 4 D EQTHRIMR
QTCFDR—RSAUNLDEILE
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6fE A ik 5EERICHE T AR FIR SR & ODQTch)EIZi’ﬂ%’Zﬂ:%

A#100 mg 18 2[E] + OBR #1200 mg 18 2[E] + OBR
1E B " = " =
151 £ QTcFDZE L= (msec) 1511 28 QTcFDZE L= (msec)
2 115 10.4 (194.2) 68 11.2 (192.2)
6 110 13.5 (140.8) 65 9.60 (195.2)
10 74 16.5 (133.8) 39 10.4 (249.0)
14 104 13.7 (141.7) 60 10.0 (217.5)
18 86 13.0 (167.9) 43 12.3 (188.5)
22 94 14.4 (147.0) 49 9.73 (223.7)
26 98 14.6 (140.7) 55 13.7 (154.3)

FEH{E (CV%)

OBR: R ESIZE4EA L QTcF: Fridericia® X Z ALV -E < DM EQTRIFR
QTCFDR—RZAUMLDNELE

20146 ARETILTA/NRIFXE
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1. MEEPRE

M RBEREAICEIT 2 EYERE
RS AT AHKI100mg 2 1Z200meg & £ 12 Hia % KX 1 H 1 [|[10
H 18R O 5 U 72 5 O R AR O ifi 5% b i R HERS fx TN
MENEIN T A—F 21 | R TE IR,
R BE R AT AFI100mg X 13200mg 2 1 H 1 A1 &5 iR 0% 5
U 7= R D REACAR O I8 R 10 H BANIC & # IR AR 1T %
L. K2 fEoREnashnz’,
600

—/\—100mg
—0O—200mg

Hila] (6 1)
B[ (6 1)
——100mg  RIEI0H H (6 #1)
-0-200mg  KIE10H B (5 i)
SEEE £ BRI (R 2

MmAEF ¥ (ng/mL)

0 4 8 12 16 20 24 28 32 36 40 44 48
rG%EE ()

K1 RBERAICETZAEF100mgX ($200mgZE B ICERE
KU1 H1EN0ABRERSRBOMERREHE
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=1 BEREAICEH100mgX (£200mgZE B4 (CEE KO
1B 1ENARREREROENFE/NS A -4
e Crax AUC* tie
(h) (ng/mL) (ng-h/mL) (h)
HiE % 5
100mg 4.0(4. 0-5.0) 201. 1(17. 5) 3190.8(23.2) | 25.6(35.2)
200mg 4.5(2.0-5.0) 212.4(26. 9) 3275.7(17.5) | 29.4(18.8)
53 -EE e
100mg 4.5(.0-5.0) 327.7(16. 5) 4207.5(20.9) | 26.4(32.3)
200mg 4.0(3.0-5.0) | 422.0(20. 1 5230.0(16.2) | 33.0(10. 4)
SEEE (CV%) . tax D APIYLE  (EEPH) . 6 51
727zl KRG RD200mg D A 5
* 0 B GIRFZAUCe, S IE % B REIZAUCo

AR OARE N HEIZ 1 E100mgZ 1 H 2 ETH 2,

QBEICBIF2EMBE GNEAT—SE2EL)
S5 FITH P s A R R I & F T L C A1 1 [E1100mg %
L H 2 [A56 H & %% 5 L=k o k% mw@m%¢&WMM
HEUAN TE#IRREICE L=, F/2, QIcEEERIC EICH Y
bTméﬁﬁ%@MNwwm ¢&Fi&5%%&6ﬂﬁ
TEBIREBITE L 2. R T CHRE ) DM-6705) O 3K 1)
THE/N T A — 9%%2_,1”

X2 ZAHIMEMEZEEICAH 1 E100meZ 1 B 2 E56
HERZRIEEROEYHE/NNSA -5

trax Crax AUCzan tisz

(h) (ng/mL) | (ng-h/mL) (h)
RAEAR 3. 02 414 7925 37.8
(14441, t1/2:6641) (0. 00-9. 97) (39.9) (37.5) (34. 3)
1R (DM-6705) 9.97 151 3125 231
(L4561, t1/2:6641) (0. 00-24. 0) (44. 6) (44.7) 36.7)

EME (CV20) ., LoD H HIRAE (FETED Lo 2 O Concd S G D

©F-=1) 7%
fERE R A I A HI200mg 2 BRI 32 5 U 7=, A igdl 5
A 22 I TS Con 2 CPAUCHE 7 1 Z 0. 5345 F2 T80, 565 T
BHo e BEHERRATAFIA00Mg Z BERE %5 U 7= B, e
£ (555keal, fEMH16g) 8 G HE~, EBgRA £ (913kcal, HSHf
54€) T Con L DAUCIE Z N EN 2. 2SR 2. 06f5 T > 727,

) AFNOREE N/ HEZ 1 E100mgz 1 H 2 [FTh S,

. EEESE

F I RRUNM-67050 & b IIiEE F#E&RIZ, 99. 5% ET
&> 7= (in vitro. FE#HENE) Y,

3. Kt
FITZRIF, FELTMERTTY LTI VickofkEian
%, 7. B RF R O—APA50(CYP) 4 TRED 5 5, CYP3A4
TR0 bIThicR#EN D,
DM-67051%, CYP3A4, CYPIAL,
na’,

4. HEH AEAICK DRE)
fREERR AT, 0-F 5 < = R100mg % A1 BEE O 5 U 7=,
BB ORTICENENEG U7 BUNRED89 % K OX 3 % Akt
INFz. REMKOET NS OEINERIZHE G EDH3~T5% T
BHolh, RN SIRERS NN,

5 #E/EA
(1) In vitros BR B A&

FIRZRIE. BCYPA TREFGVEIC K 3 2 BB 1E M e U
f’ﬁ)ﬂbif;bimo % 7=, MDRI., BCRP, OCT1. OATP1B1 f% TROATP1B3
DERTOAR—F —DHE TIE/2 <. MDRI, BCRP, 0ATI,
0AT3, OCTL, OCT2, OATP1BI, OATPIB3}2 T"BSEPD & k5 > AR —
& —bHELRNWY,

Q) EREREE GANEANICEBIT D)

SRR AICBWT, AR L =HiiEoy 77 > ¥
SURVA VT Y R/ E T VF 3 RIZID L DAUCIZ
BERIFI RN, LY > T S —IVEID Cuu i AUCIE
AHOPHICE > TENEN2T% KR V23% ML Jz, AH
O Conx 2 CAUCIEIRIIHILZIIE] & D PFFA 512 & 0 45% 087> L
71.:11)0
-@%WAKBMT‘$ﬂ@ﬁﬁbtﬁm¥®?/$5»
OEFEIL/U R FENROLT 7 EL 2 OCu i CAUCE
BB ETIFS Mo e AFN D e CAUCKE, T/Ttw

CYP2D6 J¢ TNCYP2ELIZ K 0 R 3 &

(3)

KUOLZLT7 7y ELVOFHICEDZB LI >7=0, OE
FEIL/Y Fﬂ‘t)b@{#)ﬂf%h%hm/)}&@n GHEIML
7—;[2 li)o

6. QTREIRRICX 3§ B 58

75t At BRI R 2 (L — B RN AT T P L el B (IR L

BICB W T, ZHIMPENGHEZEE 81pl. HA N2 2 &
) 2RI, AF100mg 1 H 2 B 13200mg 1 H 2 [6] % EEAE S

2 L L Ch6 R G U7=fs 1, QTePRINGE O g 28 (b &g
BHWME & BITEINL, HEEKENROTIERE D 5k
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