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A. WFEEBY

FES, WA THlEAN—T R xR T~
RELRIENAERN T IR T 5EE 2D
NAORBEHEESCLBERENSLRELTEY, &
G SR> TWD. (721, TRk 26 4 7
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WZDWT, BERFEEFEM LU TIREL TRY, F
Y 24 FEEITHETESNZARD T /AROE
FEHE (759 1bEW) [Z8&heE, ¥Rk 25 4 11
BWnohF 7o RAEEBITONTHEFERE
(474 &%) HHEITSI, FRL 27 2 ARER T,
1454 {b&8+1 EHBFEESNLZ. LnL, KA

ELTH ML EMDERN T v 7 By &L TR
HanaZenfatlansd. £2°C, AFETIX
FHREGERN T OFRE BrEL TR
THZ&E LT, Frox BTIVETHEBRAIIZAT> T
DIERR Ty B OAERFEIZIBNT,
S DRI ZIRHENAL OB EM I T
JARTHD. KR, GEITEIARE, T
E/ANZREOR 2 REBERAPERShDE
FIFFIC, EEMARO BRI TEZLOERI T
EARBE RS, EOEBERIC OV THR
HENTWD. —J5, 2008-2009 FIZEHA T
' /AR &L T cannabicyclohexanol X° JWH-018 73
f‘Kﬁ]\7/7§% LD ST AR, ZREL R
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WMThY, TR EFEMHIORIELR-T- 8 LA
WEEDDHE, B35 854 (LEMNHRIEEY Lz
7z.

ZZTEHENL, BRIy TS 056, TE AL
A TE AR OFRIELE Y DT R 255
HZEELTz.

B. #FFEHIE 7
BRBIZIE, Rk 26 FEIZZIRHESNZE
AT AR EHRLIC, ZhE TS
BRI T AR DRER 2B ¥ % TSk %
WL, BRIy T OT7 T a ikl a1k
BWEET, e JARZRE CBLICS
THEME ki H%) REDIERSIZ OV TEE
Dz, EBIZINGT —Ehh, A% H R EH
Bashabeawar TRILE.

C. WIoERER-BE

TR 26 FEICRbE<BRESNIZE Rl T
E/ARD3$EL T, indole-F£721% indazole-D
dicarboxamide F7z1d carboxamide-carboxyester
EHTHEMThH-oT-. ZZTHE], ERROF
WEH T O EERY AB-CHMINACA ,
ADB-FUBINACA 72 & D7 Fu 7 LT,
1 H-indazole-3-carboxamide 38 )2 " D CB1-R IZ
*H42EFME (Ki fi) % Fig. 1A-E, 2A-D IZRL
72. BT, N-benzyl 2% F 35 SDB-006 7T 7
/oW ik Fig. 3, 4 IZ/RL, £
carboxiamide ZE%H THbEWOT F sy,
Fig. 4,5, 6 \Z/RL, ZOMOERKELT,
2-((1-benzyl-1H-indol-3-yl)methylene)quinuclidin
-3-one 7 F w2 L Fig. 7 {2/~ L, indazole
sulfonamide #E{&1X Fig. 8 IZRLTZ.

1. 1H-Indazole-3-carboxamide &4 H 351k
& ™ 2 2 v T (indazole B ¥ O

dicarboxamide 7213
carboxamide-carboxyester 812D\ C)

Y 26 FEICZ <RSIz E B T A
ROGFED—2LLT,
1H-indazole-3-carboxamide B #&23Z1THNb.
FEEHFEYEL T, AB-CHMINACA,
ADB-CHMINACA, MDMB-CHMINACA,
MA-CHMINACA, ADB-DFUBINACA 72X 0135
Fhb. B2, AB-CHMINACA I, FHR 26 4F 6
AWEFRMETRAELZBR N v 7k5[IC
& 2 fEBRGEER G F I T, MNEFE DO/
BLTWEEBRFNY vy 78 ELBRE S
3T d. KEEOTFus kD CBL-R
(R RE TN (Ki ) 13 2009 SRR SCE
LTHRESNTEY, iR O EFEM Lol h
R FE AR EENTVD[L, 2], BAFFFT
i, ENENT30FE, K520 EELEDLEY
PRSI TVWDR, 2055, FFZ CBI-R (Tt
TRFFNME (Ki E) 23 BB 580 (Ki E: 10 nM
R LEWEREL, TN Fig. 1A-E,
2A-D ZRL7. Fig. 1A-a) IZRL7=ED,
1H-indazole-3-carboxamide D47, Bl H, X:
CH and N, RI1:H, C1-6 alkyl, C1-6 cyanoalkyl,
C1-6 alkyl-CO(CH2)1-6 72, R2:aminocarbonyl,
alkoxy, heteroaryl 72&", R3:independently H, halo,
C1-6 alkyl, aryl, aminocarbonyl, 72 |ZEH#aL 72
&SN TS [1, 2]. Fig. 1A-Ei13E
I 1-alkyl-1H-indazole-3-carboxamide 7% & {&
(Group 1 &9 %), Fig. 2A-D X £
1-benzyl-1H-indazole-3-carboxamide 75:i&E A% 7~
L7z (Group 2 &9°5). Group 1 [Z2W\WTid, Rl
O & HE B cycloalkyl (b &% 5
AB-CHMINACA : {54 21) X cyanoalkyl (k&
¥ 1), trifluoroalkyl (b &4 8) 72X DEHELIZ
Bobd, v Ki 2 10 nM RiEE5R D722
CBI-R BftEEH 75 (Fig. 1A). F7=, R2 D&
BE oW TiL,
heteroaryl 72 EIZBH0OH T, ZHDILEW DR
72 CB1-R #FntEa2H 92 (Fig 1A-E). ¥/, R2

aminocarbonyl, alkoxy,



DRGNP NR e (LAY 268) Tho>THiR
7172 CBI-R B FntEE A % (Fig ID72L) . R3D
BEHREICOWTL, FUEEY 188), ClULEW

153) 72 E CEBSNIALEWITOVTY, BT

72 CBI-R Btz A 92 (Fig 1IC72L).

%72, Group 2 {122\ Th, Group 1 SEEELDME
mAZBI, R1, R2, R3 D34 @Sk
BBV TH, CBI-R BAMEIIREFS T
72 (Fig. 2A-D). FFIZ R1 % 4-Fluorobenzyl H-D
R3 23~ (F, C) TEHESWIALEWIT—4k
R AR ERTEIOTHL (ELEY
170~187, Fig. 2B).

L ED#E R A6, 1H-indazole-3-carboxamide
FERITECZEOEWDTRS7 CBI-R B
TEZFALTRY, SBbINLILEY, F2i3Z
NolLEMTIEFIEULIALE WA TE TS
FIREMEDN B 2 DIV,

2. N-Benzyl (or adamantly or naphthyl)-1H-
indole (or 1H-indazole)-3-carboxamide (or
3-carboxylateYBE#HAH T 2ILEMIZDOVNT

wIZ,

N-Benzyl (or adamantly or naphthyl)-1H-indole

{or 1H-indazole)-3-carboxamide (or

3-carboxylate) B & H T HLEMIT DOV TR

% (Fig. 3,4, 5) [3,4, 5]. Fig. 3 123k 3 THE

SN TWAILEWERLT-. N-Benzyl %H 7T 5

{LEWITIEESEMEL T SDB-006 728 BdHDHH,

"WENLOBEFITD RV LinL, (bEW

SGT-56 1%, BEIZ web ETORRFEA RO, &5

{2 CUMYL-PICA &W)H4 T, ot AR AR S

cayman chemical fL XV MRS N TV 2D .

N-dimethyl (or cyclopropyl)benzyl-1H-indole (or

1H-indazole)-3-carboxamide FH#%H 75L&

¥ (SGT24~8GT161) 1% CBI-R HAMEEH T

(EC50: <0.1~2.8 nM) (Fig. 3 FF® Table). — 75,

1H-indole (or 1H-indazole)-3-carboxylate ‘B 5%

9 50E (SGT-209, SGT214) DFE, Fn

PEIZFER 1255 <72 5 (>2200 nM) .

RIZ, Fig. 4 IZ3CHR 4 THESNTWHILEY

LT, lEEY THD SDB-006, AB-001 LL
Mz ty, 3-carboxamide (T phenyl 2-<° adamantyl
ENRFILZ{bEA CBI-R BFtEEE T2
(EC50: 16~37 nM) (Fig. 4 FF® Table). 51,
Fig. 5 123k 5 THESN WAL EWERLTZ.
It&W 2 1T AM-1248 (38 EE W) O
carboxyamide 712, {L&#)3~5 1L APINACA
K OY 5-Fluoro-APINACA (FeE M) 07 Fu/,
{b&%) 7~8 X 5-Fluoro-NNEI indazole analog ™
TharsThh. bt EMNS GTE T DA
REMENE X B,

3. 1H-Indol-3-yl)(4-methylpiperazin-1-yl)meth
anone ‘B 5% H T HLEWIZONT

MEPIRAPIM (¥ E M) XA B2 H T 51t

EWTHDHA, Fig 6 [Z3CHk 6 THEINL TS

{bea¥%i L= [6]. Org 28611 KU Org28312

XD h CBI-RFHFEZ AL (CB1 pKi=8.9),

B PEXT B CP55940 & WINS55212-2(CB1 pKi =

9.5, 7.9) D DE TH > 7= (Fig. 6 F D

Table) .

4.  (E)-2-((1-Benzyl-1H-indol-3-yl)methylene)
quinuclidin-3-one B#&%H 3 5LEMIZO
W

KEKREETHEEWTOWTIE, TR 7 12

WENRDHY. Fig. 7 I EEEZTR L. TULHEK

DALEIERR T 7 sy E L TERBIE TH

5. RXEOLEH OIS, (LEW 8 1F, Ki fEn

9 nM 38 /172 CB1-R #FtE%2H 75 (Fig. 7

@ Table) .

5. Indazole sulfonamide B %A/ T H{LEW
22T

BEEERTHEEDITONTIE, XHk 8 12

WENHY. Fig. 8 ILEEEER L. TNOEH

OALEVNIEBRR T 7 E L TULRRHTH

%. ACERDOALEW 30, 3313, TNENDOKifE

2 4.93nM, 4.78 nM L3777 CB1-R BLF1MEEH

9% (Fig. 8) .

Lk, #EEY AB-CHMINACA 72 &

1 H-indazole-3-carboxamide #%E K, N-benzyl



H T 5 SDB006 T Fus, %o
carboxiamide 2 H 32 LEMOT TR, D
LOFHELT,
2-((1-benzyl-1H-indol-3-yl)methylene)quinuclidin
-3-one 711/, indazole sulfonamide F5E (A%
ZF, SHITZEO CBI-R (Zxt3 28k (Ki,
EC50 7& & ) & = L 7= . % 12,
1H-indazole-3-carboxamide FHERDLZIDILAE
WiZ3R 17 CBI-R T34 28 fmita AL TkY,
SHBIEEN T 7 L TOFBIRSIID.

D. #&#

AWFSETIE, Rk 26 FEICZmbshi=E
A TFE AR ERLI, ZhETHREERTE
BRI T JARDORER 2B # A TSR E
MEBL, BRIy T Ba 07 Fulichi-51k
EWMEEET, BT T AR CB okt
THEIME ki B Rl DIER%EIZOWTEE
0, S%RFHTEIFEINDLEWETHRIL
7o BRIZ, B E XY AB-CHMINACA 72 &
1H-indazole-3-carboxamide #%E(EDEDILE
Y33 F172 CBI-R (6428 tEz2H/ L TRy,
Ltk REHEOILEMDBERI T VT 1y LT
T AR REMEAEIRES LD,
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Methy! 1-{3-cyanopropyij-tHdndazoie-d-carboxylate
u*s
1 Oy ®° 8.21

Example 5: 1-{cyclohexylmethyl)-7-fuoro-N-{{18)-1-{(2-
hydroxyethyl)aminojcarbonyl}-2,2-dimethylpropyi}-1H-ndazole-3-carboxamide

e
<

5 N o
] 0.141
O
Example 8: N-{{18}-1-{ami bonyl}-2, 2-dimethylpropyll-1-{2-{tert-butylamine)-

Z-oxoethyil-1H-dndazols-3-carboxamide

j\?»n
A

o,
b 220
Coy
P
¥
Example 1 -{oycloheptyimethyll-SPES{{{2-hydroxyethyl) Tearbonyl}
2,2-dimethyipropyil-1H-indazole-3-carboxamide
) aA
10- g
DT 0.448
E

Fig. 1A

 1-alkyl-1H-indazole-3-carboxamide derivatives (Group 1)

ALB-CHMINACA

i@
2z
o, e,
T
N

39

3.08
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o ¥

st ¥

o
P

1-{cyclohexyimethy}-N{(18)-
1-{hydroxymethyl}-2,2-
dimethylpropyl]-tH-indazole-
3-carboxamide

45

0.582

8

Q,

ge

1-{cyclohexylmethyi}-N-{{13}-
1.2,3.4-tetrahydronaphthalen-
1yi}-1Hindazole-3-
carboxamide

48

8.41
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