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1) TRK-8209] Yyl k) A H — FF A 747
2) TRK-820¢] hERG Z &9l th & 43 -
3) TRK-8204 AHBA 2 SE) A
4) W7t <golo A TRK-8209 4%
5) ICRA| D}TiA TRK-820°] th &+ A& A 289 B7F - 348 A o &3+ A&
6) ICRA| v}-$-2= 2] TRK-820(7 5 o)< 2
7) Pk A bk A1 ol A o] TRK-820(F 8H7 1) & 14 =}
8) Ph-¢-2=9] Y 25l 1| A= TRK-820(78 75 1) o] 4 &l
9) TRK-8209] dut ok Al G (v} 2ol #HSHA1F) - 55
10) TRK-8209] 3|3} 7} FuhH Aol G =o] ¥ apof] m] x| = =
11) TRK-820 %! thxoF0] JslF ool AT F o IgEH HE - T4
12) TRK-8209] At o) A1 9] (BAZGol] B3A ) — FFAZA ) 23 48
13) TRK-8202] dxt kA1 (7Y oA 2l FF2Y 9l riXe 4F) > &7 B3 24
14) viHA A A BA A v A= AEF AIE > A HA N #F
15) TRK-8209] Qv ok2jA) ) (83 2 @ F A Aol v )& o] B3+ A 3)
16) 71U ¥ A& 3)742] 2H-8-9F(agonist) -5 ol T 3+ TRK-8202] &l &3t A — &A1 FA o B3+ 2H&
17) v}9-22 0] A HFE5ol thak TRK-820 A5 12 & HE — 43744 B3 =&
18) F-utH S o] &3 TRK-8209] LWHete|A | — SFAAA, <8714, S&571A1 &3 2§
19) Ph--2=¢] AukF A1 S 53 TRK-820 2 thx0Fo] B7-5Fof a3} Hlal — F5A3A o &3 24§
20) P o A TRK-8202] AAlo&A 2 A& Byl — &4 A)F
21) TRK-8208] A4 A= Ad — &4 AY

52. &9
521 ¥ 20| F&A
. Opioid receptor subtype affinities of TRK-820 in the receptor binding assays, In vitro
A e¥eol= FEA ] e TRK-820 B 7|€9 evecl= &4 zEAle 254 H7t
[TRK-820] - Forskolin 3% cAMP Aol t3lt JA 2+E, In vitro
71U IZEFZ(ileum) EES ©]&F hEOKTRK-820 *E3hHol uQolt= 84| Mg Ao
ZAE, In vitro
. OIx2eF (TRK-820 X 3he] o3 ol= FgAd tigh Adelde] HE, In vitro
AZF 29 o]=A F&Ao gk TRK-8209 &4 ¥ 7HTRK-820]-Forskolinfr'dt cAMP AJAdel thgh
O-];q] ZQ

Al A8
L SR o|EA EA 9 Y TR FEA N h3 TRK-8209] &4 A% 23, In vitro
IZF eyeol=A FEA gk TRK-820 whAbkE 3 TRK-820 #al&e] #&4 %7HTRK-820] -
Forskolin % cAMP /3¢l thgk A 2-&
An Investigation on Pharmacological Actions of 10a-hydroxylated TRK-820 via Performance of
Binding Assay on Recombinant Human Opioid Receptor Subtypes of Catalog #0000, 0000, 0000
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. Opioid Receptor Subtype Affinities of metabolites of TRK-820 in The Receptor Binding Assays
. STUDY OF TRK-820 IN VARIOUS BINDING, ENZYME AND INFLAMMATION ASSAYS, In vitro
. STUDY OF FOUR COMPOUNDS IN SEVERAL RECEPTOR BINDING ASSAYS, In vitro
. ICRAl k220l 4 TRK-8209] & #F Aol g Qo] Qo|=A] kF&A49] B HE
. PE-20l M TRK-8209] = #& AAZE] et Hi 2y o] =7 ke8-Ale] &
ohg-22o X TRK-8209] z+ & GAZEol ek = L] =A ke8A9] &
. INDIVIDUAL TESTS DATA REPORT. Opiate Agonism/Antagonism in Mouse Vas Deferens and

Guinea-pig Ileum Assays

522 3|2EY f¥ 5= P&

. ICRAl vh-g-2oll A B 2El] frte] F& 5o et F2adyetyl 75 e84 HAE
. ICRA vl-g-220 A 3| 2ElRl §2o] F&= 5o s AREH FFFH9 284 HE
CICRA w20l 3] 2~ElY]l fike] F+ P Fo gk TRK-820 A5l 284 HE

L R R O

E P50l i TRK-820 2L TRK-870(F T-Ff)2l 2ol tah HAEA)
A=A B2 gute] Z= =

st A
o] t)3 TRK-820 @ TRK-870(¥ a5 od)e] zH&ol thdt AE(#I3)

523 Substance P #¥ F+ 5
. 3 vhg-2=0] A Substance P 2o %% A&l g TRK-820 B7-Fo] 284 HE
. 7 ICRA] v}-§-2=0 A Substance P 79 s+ 5ol tid Oxatomide ZATF+FH9 2844 HE
G ICRA| v}¢-2=¢l A Substance P %2 F+ 5o thet Chlorpheniramine 8752 284
HE
. 7 ICRA w920 A Substance P &2 &= 35 3 Ketotifen H7+F2 ZE&A AE
upg-2mof Al ME 2B P ofdre] Fe dFel tigh TRK-820 7549 28 A &A12ke] AE(A?2)
PR 2o A AMEARA P o] FE dlEed tigh TRK-8209] 284 AE(A?2)
CABAEA PR nheso] Fe %ol thd TRK-820 EN-A1S 2z 2 Ao e A|( 315 o)) 284
HE

|

cABzEs PRl uhese) FE @Fe E TRK-820 IN-A 2222 dvdA)(FetFe) -84
AHE
S AMBZRZ PRl vheso] FE PFe] ek TRK-820 EN-A1Z 222 du A (3)atFof) 9] 284
HE
vkl A MBEARA P fde] e Bl el TRK-8209] 284 HE
LUkl MEARA P frde] Fe FFol W TRK-820 FHuiFoie] 284 HE
Phe-2o A MEARA P fde] FE el e TRK-820 A 2A] Qb)) 284 A=

524. 7|et &€ 3%
CICRA mh$-2o A @& fute] FE 5o sk TRK-8209] & 3 7HTRK-820]
w20 A B2 iﬂ_ izl T e F= sl g TRK-820 HshFo{ Y] 284 HE
k2ol E2A jxyFe F110 F& T i AR B FAe] A8 AE
NC/Nga v} 4 == Pl gk <& H7HTRK-820]



. TRK-820 AT-Fooll gt vp9-29 F= A5 A28 WA wFd disk AE
. TRK-8209] =Arl#Z829] AE

BIOCHEMICAL ASSAYS REPORT
. INDIVIDUAL TESTS DATA REPORT

53. ¥, £X, A, widd % A=

531 &5

1) vF9-22ol A TRK-8209] ©3] Fu, s @ AT Fof Fo &4 F TRK-8209] FE5H
o

2) CD-1 Phf-2ol A TRK-8209] @3] A=, Jst 31 F5 Fof 5o &4 T TRK-8209] =

3) FA v A TRK-8209] @3] Ao, 3t @ A5 Fof T P F TRK-8209 <FEF
4) 7 A=o) A [BH|TRK-8202] 8 F §& 30

5) 2847t WHE FFoA He EF F TRK-8209] MRS s Fo
6) [BH]TRK-8202] 7foll A AW FENAE -

7) /Mol A TRK-8209] @3] Aoy 2 F5u) ?04 3 &% % TRK-8209] °F&5H)

8) +# NellA TRK-8209 &3] gy & Z85Y 5o § I F TRK-8209 &5
9) 7Hell Al TRK-820¢] @3] Qe 3 H Fof §F €7 F TRK-8209] °F=&H
10) 7Hell Ao 45 W FF-F oA ¢ TRK-8209] F&F el A S

11) [BH]TRK-8209] =0l A o] A-FejA - vHEAHFF

A
532 £X
1) [BH]TRK-8209] w}-9-2ol X @3] B FojA|e £X, A
2) [BH|TRK-820¢] #A=o|A w3 AT Fojrle] BE i}, v dA

[ 2

3) [3BH]TRK-8209] pigmented HE=oA ©3] Aol Fojrlo] Fx g vjdA 3
4) [BH]TRK-8209] # =0 A e] AU FENAIE- WHEHFFAAH-

5 €49 As 2 A7 =] W in vitro AE

6) [3BH|TRK-8209] 7Rl A AWFENAE - 4 F 5%, B T W
7) A=9] PHITRK-820 AU FE|A @ - 7 F 5] glutz oy 2

8) TRK-820°] A5 E|A1 @ - T HAFA o] #g HE (in vivo B in vivo)
9 AT FAF dFA A= A =, 7ol # EFAEH AT A Y

5.3.3. thA}
1) A=9] FF FolAe TRK-820 thAkAl Fxo] #3F HE
2) [BH|TRK-8202] HE=oX &3] F7 FofAle] B3, thrl, wjEA S
3) [BH]TRK-8209] wh-¢-Zoll X ©3] ZF5 FojAle] £, A
4) [BH|TRK-8202] 7Rl A ANWETEHAE - EF T 5%, £ T MAEE 2 HAE(ET)
5) TRK-8209] Als, d%o], 7}, A=, vpg-2 3t vlo]aZ2Eo 9 in vitro AR E
6) Aol 2] TRK-8209] 7+ thAl Al
7) [3H]TRK-8209] in vitro tHAFA] &

534 #lA4
1) [3H|TRK-8209] A=o]A ©3 7T Sojale] B¥, tjA}, vjAA 8
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2) [BH]TRK-8209] 7HollA AHESEHAID - €4 5 &, &= T WAEAE 2 tAE(ET)
3) [BH]|TRK-8209] ;A =cl Ao ANFEhA - HE

6. B3 A #F A=

6.1 A4

<A o] &EBA) 7>

1) USTRK-103: A single dose, randomized, open-label, crossover, absolute, bioavailability study
comparing TRK-820 administrated intravenously with TRK-820 administrated as an oral solution
in healthy male volunteers under fasting conditions

2) 820P1C02: 7173 A4 AL o2 TRK-820 AARAAESE Fo] Ao FEFe =L ¢HdA
A Ho] 9% AE

<°FF 8H(PK) A+>

o WAY HAA, 7] WA

1) C82001: 743t A FAS tiide=Z TRK-820 AAFHA S 3%
HE

2) 820P1C01: A3 A9l FAS Ao TRK-820 AZALE wtE T Al okdA 2L FEFE o
e AE

3) 178566: A Phase I Study to Investigate the Absorption, Metabolism and Excretion of
[3BH]-TRK-820 Following Single Intravenous Administration to Healthy Male Volunteers

£
>
2
=
oX
et
©
o
o
Eu)
=2
=
o

o &2, 7] WA

1) 820UPCO1: A %A FAFENSAS oz TRK-820 AZAAAANE @35 A =58 2L <t
AH AE

2) 820UPC06: FNEAZAE UIF S 2 TRK-820 AZANAAAE WHEFES Al FEFdH 2 dA 2
=

3) 820CPCO01: 7HA (A7 M)SAS A2 TRK-820 AZLAANAS T3 Fo] A FEFH 2
(AN AE

<9]?174d A PK>
1) Q-22043: The effects of ketoconazole on TRK-820 PK-An open label, randomized, two period

cross-over study in healthy male volunteers

62 AR € FEA AF
<H L= A1F>

1) 820UPCO2(23): BFFAAHATF EE AFA), A8 © FE4
NE Azl AFHS delE FARNBA 2933, AFY, FBU(14Y), 198 F(Gug,
2) 820UPCO3(2): ATFFA(AHAF £t ANA), FA4 2 F54
NE Amdl AZAL dehile FAEHBAY £FF, §FA, o1FWH(14Y), 1Y §H(1.25ug,

2.5ug, 5ug)
3) 820UPCO4BR): ATFA(AHAF e AP, A4 2 Fa4
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71 A8 A4
5ug)
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Auig, Sz, B, drH ARG 4

<H|th = A @>

1) 820UPC05(3%}): A%, <tx4d &
71E A5 AZEE Uetlle FAFHEARY 24%F

7}s)

, AT (52F), &M, SugR5ugl g

2) STTOR004(37): IV ¥4

== = ==
%Y ALY
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1719, 24 2 ALFY B A=
11 719 2 AL

1) @AFNRA A g HEA] TR, dAFola dd7Eo] HA &of Fa A8

(S}
- 99 X5 S| 2ENA|, FEE 2Tk E2HRolE, FHAY T
2) HBAAEYE
- 48 EYo| T3 At A A
- 229 1/1008%F FoA RE2AFH F53 8o BAFAH| ZU|DANANE JAFAZ HEEHIJL
v bR FA7E A7 weE AEFA AdFS e SEE T AR
3) Zd3 : dE 2009 1€ 7}

1.2. 228713

® opioid kappa receptor agonist

2. 7224 - 235 H 42 R BETH A2 2 A=

21 7224 - =934 44
nalfurafine Hydrochloride:
(2E)-N-[(5R,6R)-17-(Cyclopropylmethyl)-4,5-epoxy-3,14-dihydroxymorphinan-6-yl]-3-(furan-3-yl)-N-m
ethylprop-2-enamide monohydrochloride, CsH3N>Os-HCI : 513.03

+  HCI

22. 71F R ARWH
- AP A T A 24z A1 A5 wEl WA

3. kB AR BT AE
o A F7|7F: 3670 L (F7RE) /1270 L ()
o &71%8 % AA(HHE7) : PTP-Al blister(7]2 & 71)

. A9
L7158 | _
S = 3] % =X
ANFFF| AE=xA PERN g Al 7] (month) 23
A7EE s 60% jH | prsal| Y Y & % 1218 71Edl A=
A /60% / 24, 30, 36 A=A 271, FF 1)
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7}5A19 | 40°C/75% RH 0,136 9 12 GAEd 27, 9 4
EE 2N AEHe ww=e TR A7
o o 50 s, asc 18 1 Bold HEAES] Besk $U@ sle
&=(C, 35T, = g0 187, so0| 0 o & sl A fARAe Fol St
40°C, 50C) 17 R, B FArtRAdA= 4R fFAEde] B
o] S7kstel e FFI WA AE T FE
7HEA R °] 9FE VG FHY
460+ Lx - hr,
1209 Lx - hr, EAGA AN E Y
1202 Lx - MEdeAN A= 37 FFE
hr+200W /M2 - A 3HE A
hr)

<AEJA>
o FVHEAR 3671 2 7HEAIE 12709 7I3HES e A@EEAA VIEH AP Aerng,
ARG FNE L7, AL(1~300) 2, AZIZREH 36719)S 8T
o 7IEAF AR, PTP 2448 E s, ABdeHA FaE8E F
FoAbgel “PTPEI R AT A g

4. 24 B3 AE
411. &
O GIFAZAHAE
TRK 8209] HAAARE T vhg-2 3l
3 ATEANA 651 mg/kg vIRE, 7fol] o
®@ WMEEAZAAY
HHERESGAHNA FAE T4 A9 AEC diste] 453 AFubERo Aol 0.05
mg/kg/day (5%), 0.05 mg/kg/day m Rk ( HHEFo] Aol 0.04
mg/kg/day°cl 1o, ol Bk 45F3F, 1353 5 7
v}, 0.0003 mg/kg/day ¥ 0.0003 mg/kg/day ]
T57He A, L, B TE 5§ & F 9)\‘:]'. T3 5229 e

Ol

o & (A HE, A ), EFZEALHES e (FFA el BEHA

TS Aol e 4573 & 52 F3F AFHEEEAAIY (0.01 mg/kg/day, 0.001 mg/kg/day)oll Al &
e dIHEXHES A4 ¥ % 2 AT Fhe FAVI FEF, EFHELE
2ol tald= 24X tA o, 3 2l A2 7F el dsids 45749 FAHA 3 5H A

Hod dgold g AUy ArHFEAAFAA TRK 820« A3tz (elEA e 2dashE ve
WA ekgtom, 3 HAoEd2 IAHA k. Y =0 thsto] REEFHE A& A

il

L
AGEZA AN F=o £4F4S BEHA o AAGELE BFEHR

=

itk
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= | =
NEES | 2242 ° ! NEEE!
N B2 | (mg/kg/day) |3
651.0, 781.3, LDso 3. 8232, 9: 963.0
PO 937.5, 1125.0, | &3]
1350.0 7H %1]:9] i]/‘]'%]: g: <651/ g: 781
Y= Wistar LDso d:35, §: 46
v 10, 25, 30 o3 > —
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IM | 0.003, 0.01, 0.03 | @3] | /eke] XA} >0.03
qe, po | 005 05 5 50 | 42 e $:0.05 ¢:<0.05
Wistar B T AR=xe 5:05, ¢: 005
7N, Beagle PO | 001, 003, 010 | 4% | ZE=A <0.01
7N, Beagle PO | 001, 003, 010 |13% | XZ=A <0.01
0.0003, 0.001,
7N, Beagle PO 0.003. 0.01 135 FE=A 0.0003
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=, .
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5.3.3. A}
O TRK-8207} tiALE = A A 2 CYP3A47} #Asta Qohar AJAE QT

O A7 7 vma2EE o] &3 tALAS A P A TRK-8209] AUCH] wx|&= &k ﬂ%é}@i HES
A3, AEZUESY HE Ao Ho 5538, Alo|F 22X 9 ZAu|d 7tutol Al HE Ao F
o] 2.4849), 71E} CYP3A4 SAIA| 9} & Ao Hu 267} 2 b5/ o] AlARE AT
53.4. WA
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2 &7 FANHORE FolF FHAGE o] BFHA
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2) MDR1 & A 30| A o] T 23341 $=80f] W] 2] = TRK-8209] A & 3}
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