$eRE, &b
ILEWIRE & S-HT2A ZEKIEETH 51

s BATEFE LR E O FUS Bt & Figure 6 12777

RTF 4 Tayve—UPELE LTHWE
5-HT2A KT T =A b TCB-2 M ECs I
0.58 nM TR SR Z R Uiz, 15M%EEE
10 DOI b TCB-2 & RBEDIEEHZRL,
ECso 1 049nM Th o7z, FEHEHREILIENT
W2 WD, ZFOEEN D RIGEREEDN D
Allylescaline, 3C-E 2 (F bk-2C-B {22\ Tlid,
AT 2 & ORISR KEIZTCB2 L RRETHY
L, %8 ORUGEKMERL TCB-2 O T0%FEE %
RL, ECso 34434 nM, 86 nM, 330nM T
»HoT-. —F, 2-Methoxy-4,5-methylenedioxy
methcathinone (6-Methoxymethylone) (2B L T
%, 0.1 mM & W) EIRE CITMioR A
BB T D LN TE S ODOKIGMEITIE
HAZFI -7z,

2. FRERAGER T v TS DLV R—F —
BETEERRSYHE AVt e b=
STRMEERMEEORET BER, W)

KT vAREFWT 7 REEOFHITGRE
B KZ w72 (3C-E, Allylescalin, bk-2C-B,
4-OH-MET , 25D-NBOMe , 3,4-EDMA ,
N-OH-34-EDMA) K ONVEMEBEEIFREE DOI %
FHmL7-. F0OE, BiEar he—A e LT
Serotonin Z fAN/=. A\, #EX. LT vE&A
R T®D Setoronin @ ECso 1ZBIB L% 3 nM

(Table 1) THY, BERIDOZT A H
BARAE (o h=12%T D ECs, 4.84
M) RO EREEERE (B b=rioxbd
% ECs, 5.17 nM) LV BEEEDT vEA %K
BRESLTAZENTEZ. £, A7 viEA
RIZTIOFT A Y =T EERH LR REME
OEL BERFETHIFREETS.

FEEEOR LN D o
N-OH-34-EDMA %R\ T, #aibAwixA
BRI b 5-HT2A ZREEOIEMALD R,
bz (Figure 7). 3,4-EDMA %, &KR%hA
23 Serotonin @ 80% & /N— ¥ LT =R B
THY, 73 HEA~OKBEDEATIEEE
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PHERHEET D Z ERALNE Rz, Bk
> b —,L®DOI & 25D-NBOMe D& KZh 7]
IZ Serotonin £ ¥ H & <, £72 25D-NBOMe D
ECs01% 0.22n0M & DOI @ 2.5 f#1F K38/ CTH

o7z

3. BREIBMGER N T v VRS O B R EE &
W RIETERICBIT 2898 (N, B
1) BREHEORFIIZE(L

KEYw TN ENEE LG ED, &5%
1 FHEO B REHREEORKRLELE,
Figure 8a-f S X Figure 9a-d (27~ L7z,

3C-E % Smgkg %5 L1-56, &5 1R
B CEBEHZIIEM L EEREITAS
7ziso7z (Figure 8a). S 51T, 50 mgkg #
B L7SGE, &5 1 REZRE TITEEEIR
Wb DOBMERD R IV, £ ORERS 2~3
RFHEI#E CHERICEREHE/IHEML

(Figure 8b). Allylescaline % 5 mg/kg 5 L
7eh, &5 1B E CARERRIIAR
IZHENMN L7z (Figure 8¢). & HIZ, 50 mg/kg #
5 L5E, &5 1% E CllEREDR
TR EICED L, £oRkE 3 R T
WCEFEHBIIEEICEM LU (Figuer 8d).
Wiz, BF 7 o RIEEY bk-2C-B % 5 mglkg
BE LG, ARREIRONRI-T

(Figuer 8¢). & 51T, 50 mg/kg 5 LA,
5 1 R £ CIIEREDHEITEEIIED
L7= (Figure 8f).

wiz, Y TFEIR(EEY 4-OH-MET %
5 mgkg &5 L7256, &S5 1 HHEEE TH
EHEITHEICHE D Lz (Fugure 92). B
PEXTRRCd 2 DMT % FRE®R 5 L - 56
5 1 FFE%E CEREHEIIFREIIED L,
¥ 53 RpfE% CIIEM L7z (Figure 9b).

I, TTF LU VEEETH T =
RFNT I RIEAEY N-OH-34-EDMA % 5
mgkg #5 LT GE, &5 1 REAZE TER
EHEITHERICES LTz (Figuer9¢). F7z,
34-EDMA ZRIRE®REL5HE, AEET
BROHDOD, HIEEBEIIEERBS LN
7= (Figure 9d) .




Pk, 7=2xFV7 I R6EW 3CE &
T Allylescaline (2B LT, 1KBE Clidgks
EE» D HRESBEOHEIMERNR A DN, &
BETCIIREEE (1 BREET TIIEE
EFHEIIED L, TOREBIMIECE. €
T, WAL BIRRERS L RBERE
TIIERORBIFREN R > T (Figures
8a,c and Figures 8b, d). W F / VR{LEW
bk-2C-B 12D\ T, 3C-E KO Allylescaline
ERRY, BBERSTHARKESEIIED
L7- (Figure 8f). 7=, MU 7% I R{bE
¥ 4-OH-MET, DMT, =F Lo IAF %
FE+T2527=2xF V7 I%R{LED
N-OH-3,4-EDMA, 3,4-EDMA %5 L7-#4,
BE 1 BEKE CEREHEIES L

(Figure 8a-d) .
2) AEERETE

BIMEE 0-3 FERE KL O 3-6 FFfARICE
JAvUAORBERESRAEELY, 2 b
n—/L% 100% & L CEH L, Figure 10 1278
L7z, ZEfNC#ES 03 Bl (), FAANCE
5.3-6 BFfH% (b)) ORBEE L.

BB 0-3 BFEZICIVWTIE (Figure 10a),
3C-E 50mg/kg & X Allylescaline % 5 mg/kg #%
LA, <7 AOHEEEHERITIFNEN
181%, 165%F CHEWHEMLEE. —F, &
F ) LAY bk-2C-B % 50 mgkg, ~U 7
% 3 U FbEY 4-OH-MET % 5 mg/kg %5 L
7=5E, BREBEBETZNEN 54%, 48%F
THEEIZRED L=,

¥ 5 3-6 BRI IZBWTid (Figure 10b),
Allylescaline % 50 mg/kg #&5- L7=HE, v v
20 HFEHRIL 184% F THRICHEM L 7=
F7, obEMICHOWTIE, BEREHED
TIITHOND b DD, HEZEITZERD N
o7z,

Uk, 7=3FNT I RILAEY 3CE K&
O Allylescaline 1~ 7V ADHFEHELZHE
WHEMEE., —J, BF ) URIEED
bk-2C-B, hVU 7% I RI{LEW 4-OH-MET,
DMT, =F L > UA XV EEAET LT =3 F
VT 2 U RIEA Y N-OH-3,4-EDMA 13\ 91
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Hv U ADEREHELF B I
%72, 34-EDMA X, AEEIIRVWH DDA
FEENEDOBEM R A BT

728, SERE LI bEEEHRO~ T R
DIFTENZBE LTZL A, 7= FAT I
FALEY 3C-E KO Allylescaline % EigE#& 5
Lica, &5 10 B0 EERA LN, £
DEBE 2 0 IR L TRENA DN, IF )/
v RILEY bk-2C-B #EBERE LT25EIX
5 10 5% N OREMREBR A b, £,
Y 7% 2 RAEEY 4-OH-MET, DMT, —
FLUVFAXRVEEET LT A TFAT I
FItEY : N-OH-3,4-EDMA K T* 3,4-EDMA
BEHZIZBNTYH, A UL 10 5% LA
BhRREDN A DTz

4. fERR BT v 7 in vitro A7V —=T7IED
FESLIZmiT 7z u-A VA A RZARE (MOR-1)
RERBMIRIERSR (g, &I
AHFGETIE MOR-1 &L ERNZRELT 2
RAAR DR SLIC AT T ET 24T > 72 OPRMI
cDNA @ 3’-E##1Z in flame C Myc Tag 35 & O
DDK (FLAG) Tag % = — F§~ % DNA Z A4
AT SRR RN X —
pCMV-OPRM1 % HEK293 #lifii|Z Transfection
Lieobic, BEERE LMz itwE
G-418 IIIEHTEINL, BIfE, LEMFKE
HIFEO Cloning #H#ED TV 5. AWFFETEHA
L 72 OPRM1 {5+ ® Open Reading Frame I
1203 bp, TSN B HZ /37 E (MOR-1) O
517 &L 44.6 kDa TH Y, HRHEAJIZ MOR-1
DFHZHL DDK Tag HifE%x A% Western
Blotting IZ X VR L7T=DBIZ invitro 7 v &
AIMERATLHTFETHS.

D. 8

. A BAEBRES v 7 e D
Aequorin/GPCRs cell-based Ca2" functional
assay & FIVN 2 ZRRIEMEFHIIEOMRE (F1R,
HEE, &)
SEIFAVZHELR—2—7 v AT,




WA EZRE L0, BEEPICEBIC
FEAEE OBV IAHZEIT, B HIIEHREIE
BIATHZENTED. BERETITRIEEZITA
R RS BN e 1 ke T &t e A A
ThoTh, HEEHREZITI Z L FRETH
0, WAMECERLTWD., K7 v EeAECE
WTIE, SAEAWEEE =2 5-HT2A S5
EHEBRIE T TR, B/ A KCBI,
CB2 % &k, &AL A NSREE, X
A7 FARAERER O GPCRs RIA LIRS
TNBZ &M, ZNbEFERTIUE, HE
2, fER R v 7 ORERIERA S Y —=r
TIREREE B2 bD. A5tk Ml ORENE,
RSB &2 MICmEt L, BAIEROE
AR D Lk, ke ToOT—2 %%
FE L, invivo 5% & OEBAMEIZ DWW T H AL,
BIEEDOEEEEZFED TV BERSH D L&
265, £, BERIERRT v IESN
TINS5 R A B S D 1T
DWT, SEMRFLET v A RERKED
Aequorin/GPCRs  cell-based Ca?* functional
assay & U CIEMERHE 2 3558 L 7= 611X H 5
23 2.3, SRV HIREMAIZOWT S, fHix
PRI DNRAET D EBROMER KT v RO
M % AR AT O LERH 5.

2. FARIIBER BT v TG D LR —F —

~2 B, 96 X7 L— MK 20 FRRFE)
Thb+FHULETAZ E2EETDLE, B
DEOFEOTEMEFHE 21T 2 AT RA T
oA MECHESS S, FEHRHTIET
A A LORELH D0, MiEkEEob
DIZHHBIZEMEMZ D Z ENTERY. =
NoxEETLHE, SEEBELZLR—F—
BT R ER BB A A T IE RIS
TEREITHRIIIMNA O, a X FNETH,
JCHAECTHLARATHD EEZLND.

3. FHEAER N T v I O BREEE
WCRIETERICBET 2098 (N, B
SRR L7 baig, REBEHRLOEAID
TFu S ThHAHIN, —AZLRAEE-TH,
B0 B R ESEIC KT TERA OB
TOITENERER CIIEEIC LV ERD T &0
TRENT. ALEMIZ X > TERRENEY R
FIZRBATH D, FeEo—>2E LTE
Mo AFZEY, W, R, BEbEED
BEWREOEENEZ bRD. A%, FlxX
KRR EBZDNDIAEWIONTD, kA
2B O B FEEEITEN A SRS D
Z LT, AbEMEIEROED HHIMEL T
BTEXHAMELZELLND.

4. G R T v 7 in vitro A7 V) —= L THED

BRI EERRSMIEE AVt n b=
ZRMENTHEEORES (RER, HH)
LEREE LT LR —F — B L ERED
YofpaE W CHRIE LG KT v Z Ry o
o =R REEE (BCoflE) &, HERO
o h=UFREEKE ) BRI D
FEHA Z MR A N CRIE L721&ME  (BCso 18)
ZHEET A L, bk-2C-B IZOWTIE, #hE
A1 8300 nM, 330 nM & TEBEASFRD HALIZD3,
BE=r hr—bied DOI BENEN,
0.58 nM & 0.49 nM, 3C-E % 92 nM & 86 nM,
Allylescaline 1Z 72 nM & 34 nM & 720, 13IF
REORERNPHF LN,

TR DR AR 2 MR S E T, HEsEEE
NERSTENGY ZATDHD (FREE 1
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FESLIZ[ANT 72 pu-A A A RZEE (MOR-1)
LZEFBAIARIER (pEF, F)ID)

MOR-1 7 F=A NI G ¥ 30BHENT
% Adenylate Cyclase #ifil)iZ & 2 HIfEN cAMP
DY, A &GN KT v 2V OiEHEIC
Lo TIEAZRETS. L ->T, X%
THIL9 % HEK293/MOR-1 g% AV 7z in
vitro 7 A TiL, HIIEHN cAMP ZTilRD
Competitive ELISA % > N2 HWTE=EL, 7
=R MEMZFET 2 Z &R ARETH D.
L7>L, Competitive ELISA |Z & 5 E=I3HAE
DIEHET, invitro 7 v A DAN—T"y b &
MESHELIZTERELERLIBENLHDZ
Db, BIE, cAMP SR % x 7o MRakk
DORINIZHONWT BT 2Rt L. 720D,




GloSensor AMP Assay (Promega) ZF|A L,
CAMP fE&EZ /3 BO—E A LIZA X
Ny 77— (NfAFEr P —) &
MOR-1 % HEK293 #ifd CTHFEH S, A 4
LD cAMP DFERIC K D IEEELE
N7 =27 —EEEE LTHIEL T cAMP &
ZHIETDHDTHD.

S BT, Figure 11 IZfR5RAY72 Splice Valiant
@ Alignment Z7-RL72 X 512, & b OPRMI
BIRTIZIE 19 H O Splice Variant STFET 5
Z &, U AD OPRMI VIR CTELAF R
72 /%4 — 7T Splice Variant 23395 Z & 23
HonEashTwsd., 22T, %t b
OPRM] #&f=¥ D =EE/2 Splice Variant {220
T EFRD invitro FHIAR ZAERL L, fGR K
Y THOF I A RZFET =2 FOEE

H72 5T & AR O TR FIRERER R D
L EDDLFETH 5.
E. &%

GPCRs 35T 5t b= 2R ERV
FEHFA FZEFIERTOERET v 71
ZBL, UTO4RET M L.

1. FlROER h=2 S-HRAZFEE =7 4
U v & BZEICHIEIE T DA 2 MRk E AU
T, IEMERERIOBREE DOI & FrEtidiE 5N
fElR R T v ZilGy Abaot o h=0%R
RIEMEERME L. £ ORE, 1 ZTTE%EOR
B 72 Do 7= 2-Methoxy-4,5-methylenedioxy
methcathinone ZFR &, Wb AEKFEAIC
5-HT2A ZAEDOTEEAFED 5, DOI >>
Allylexcaline > 3C-E > bk-2C-B ThH->7=. KT
> AIEM Lo lapRi JE5EeE 2 ko 72
NI 24 TDOLOTH DD, MiakEEL
MELET, EBICENAEORY AR ZIT
W, BPBICIEMRFHNZ1T O Z LA FRETH -
7o MR A R e W Th - T,
B AR T DEBED HIUIEEOR A ]

BETHY, =X M ETCRHEIIH D, LA
BN T,

2. 5-HT2A ZZB-Gqn BRI OTEME/IRRE
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NFAT-luciferase LR —4% —@&=FIZL D E=
B —F 5T A REEEL, EHEBEROR
i DOI & FrifiBiEERIAER N Z v 7Rk
5 IMEEYOE e b = R R NEEZTHE L
7o, TORER, Bitar ko —/10 Serotonin
L, BERE Y bEBERT v A R
NTCE. £, FEEEEOR N7z
N-OH-34-EDMA %#FR\T, ZOfifka#T
VI ERTFAINT 5-HT2A ZRROTEHEAL AT
»BHiL, 25D-NBOMe > DOI >> 4-OH MET >
Allylexcaline > 3C-E >> bk-2C-B > 3,4-EDMA
Th o7z, & BIZ,DOI, Allylexcaline & TN3C-E
DIEMEAEL i E‘Ji%ﬁﬂ)i@? vEA R THREL
TE L IZEREOERIE LN 2 X M,
R‘\Fﬁﬁf“@ﬁﬁj’ vEAFETHDHEEZD
na.
3. = U RZIEMEBEA O BRIE DMT K OSHiHLR
BIEERIER R T > TRy T{hEWE s
L, BREHECRTITEAZAY-. FL
o N2 VERET IR N THLTH, #
EOEWIZ L VIERIZENTEO B, in vitro
7 v TIIFHMETE fib\rfi‘%‘b Bohi.
ITENEMENTO X D72, invivo \ZKT HREER
FEEAEM @EWﬁ?f’FﬁﬁﬂL%i%’C bHEEZD
nas.
4, B b p-AEFA FZEE (MOR) (ZxfL
TT7 v Z A=A MERZETLERINT v 7
%5 & BFERINCA 7 ) —= 0 T 57200 in
vitro FHIROEE A HE LT, B M MOR
® F B 72 Splice Variant T & 5 MOR-1
(OPRMI) D& EFBARAIER Z st L.
FEN cAMP B FRIE L 5 7 2= & MEMRE
MROEBEEDDLTFETHD.

L%, BFEOEBEMEL R 5 &3
{LEME B L TT—22ERE L, invitro
Linvivo 7y & A ORI OV THIRHEL,
EFEOEEEZED TV MLERHD LE
bbb,

F. &3

) BAGBR A e (B - ERE



BELVLX 2T N —V A = RBURFSE 1. FSCRER

=) DEERT v ZICET 200 ERO Bz L

IE K OfEE AT RICBE 3 25T (H24-

I —%-031) ) Rk 24 R, 25 FER 2. FERER

O 26 FERSHBE fER NS v 7] 1) WBEENET, SEREN, &b (&) oF,

SR OFRTTEEMR KT~ 7 B DFE | TR Okg) B, @ ER N v 7
(MILEFET). DTy F 1 IR B 2 M A
RV SEEEMRHE, BT EFS F 3444
2) EAGBRIESNIFEMEE (BEML - E £ (2015. 6, f&lM, BERTE)
BHIRE L X 27 N —F A = 2 RE
W) NEERT v 7 ORFESICE H. A9 EERED HIFE - Bk

DV ELRBI LR RICEI T 2% (H18- )
EsE-—f%-017)) | AR 19 FERESEATIEHR L RIS

# D& RS v 750 acquorin/GPCRs wee L.
cell-based Ca?* functional assay = & 5 GPCR 2. ERFERE
EMEEIEORE  TER ORg) HEE Fricz L.
3.2 0k
3) R Cf) B, PILESHET. AL, B L

%“Ff\#l%n\ AR (HEREE R T v 8o
aequorin/GPCRs cell-based Ca?* functional assay (Z
&% GPCRs EVETHIEDRS) AASERE
128 FRFKREE

4) EAZ B R e (BER - &
BHRBREL X 2T N —F A = U ARG
FoeEE) NEE RS v 7 OREZETA
FIREOWTICRET D78 (H21-EH-—fk
-030) | PRk 22 FEESERTIEHRE

[5-MeO-EPT }% U8 ALEPH-4 ™
aequorin/GPCRs cell-based Ca?* functional
assay [ & HEO b= LT H—T =R

NMEVERHE  TER ORE) B

5) Braden MR., Parrish JC., Naylor JC., Nichols
DE., Molecular interaction of serotonin
5-HT2A receptor residues Phe339(6.51) and
Phe340(6.52) with superpotent N-benzyl
phenethylamine agonists. Mol. Pharmacol. 70:
1956-1964, 2006.
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Agonist CHO-K1 Cell

GRCR - .-~ /GTP GDP
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Figure 1 Aequorin/GPCRs cell-based Ca®* functional assay schematic
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Figure 2 NFAT-luciferase reporter assay on human 5-HT2A receptor schematic
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NH, NH,
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N N
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Serotonin DMT 4-OH-MET
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3C-E Allylescaline bk-2C-B 25D-MBOMe
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Figure 3 Chemical structures of typical serotonin receptor agonists and target substances investigated in this
study
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Figure 4 Sequence of OPRMI1 cDNA (NM_000914.4)
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(4847) Psil

(4722) DralIll

BsrGI (201)
Spel (357)
Asel (365)

NdelI (592)
(4241) SexAI*

SnaBI (698)

} EcoS53KI (924)
/ \ | Sacl (926)
7 A EcoRI (979)
{soe3] SHL ‘ Sall (85)
(4014) Stul /
(3993) BspDI* - ClaI*

Accl (986)
BamHI (952)
Acc651 (998)
KpnI (1002)
’ ASiSI - Sgfl (1024)
. Mrel - SgrAI (1026)
((3335335;_) ?::11 AscI - BssHII (1030)
(3833) Narl —>—ff [ / RindIL (1044]
(3832) KasI

Nhel (1055)
(3716) PAIFI - Tth111I

Bmtl (1059)
RsrIl (1061)

\ MiuI (1067)
pCMV6-Entry \ BsiWI (1070)
4919 bp NotI (1076)

PaeR7I - PspXI - THI - XhoI (1082)
\ EcORV (1126)
\ Pmel (1160)
Fsel (1170)
\ Sacll (1174)
TspMI - Xmal (1200)
Smal (1202)
| Alel (1260)
XL39 (reverse primer
AhdI (1316)
BbsI (1383)
Bsgl (1444)
BbvCI - BpulOQI (1486)
BIpI (1530)
BsmBI (1550)
BstXI (1637)

Agel (1748)
PfIMI (1751)

(3151) BstBI

Pcil (1913)

ApalI (2227)

Figure 5 Plasmid map of pPCMV6-Entry
Human OPRM1 cDNA was inserted between the Sgf I and Mlu I sites in the multi cloning site.
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Figure 6 Concentration-activity curves of positive controls (TCB-2 and DOI) and 4 new psychoactive
substances  [Allylescaline, 3C-E, bk-2C-B  and 2-Methoxy-4,5-methylenedioxymethcathinone
(6-Methoxymethylone)] obtained from the Aequorin/GPCR (5-HT2A) cell-based Ca?* functional assay

Table 1 ECsy values of positive controls (TCB-2 and DOI) and 4 new psychoactive substances [3C-E,
Allylescaline, bk-2C-B and 2-Methoxy-4,5-methylenedioxymethcathinone (6-Methoxymethylone)] for the

Aequorin/GPCR (5-HT2A) cell-based Ca®" functional assay

Substances ECso (nM)
3C-E 86
Allylescaline 34
bk-2C-B 330
2-Methoxy-4,5-methylenedioxymethcathinone _
(6-Methoxymethylone)

DOI 0.49
TCB-2 0.58
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Figure 7 Concentration-activity curves of positive controls (serotonin and DOI) and 6 new psychoactive
substances [bk-2C-B 3C-E, Allylescaline, 4-OH-MET, 25D-NBOMe, 3,4-EDMA and N-OH-3,4-EDMA]
obtained from the NFAT-luciferase reporter assay on human 5-HT2A receptor

Table 2 ECsy values of positive controls (serotonin and DOI) and 6 new psychoactive substances [bk-2C-B
3C-E, Allylescaline, 4-OH-MET, 25D-NBOMe, 3,4-EDMA and N-OH-3,4-EDMA] for the NFAT-luciferase

reporter assay on human 5-HT2A receptor

Substances ECsp (nM)

3C-E 92
Allylescaline 72
bk-2C-B 2,600
4-OH-MET 17
25D-MBOMe 0.22
3,4-EDMA 8,300
N-OH-3,4-EDMA -
DOI 0.58
Serotonin 2.9
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Fugrue 8 Time courses of the locomotor activity after i.p. injections of compounds 3C-E, Allylescaline and
bk-2C-B at 5 mg/kg (a, ¢, €) and 50 mg/kg (b, d, f) in mice. Each value is shown as the locomotor count for 1

h. Values are means = SEM (n=4). *, P <0.05; **, P <0.01, significant difference from the vehicle
injection.

-28-



(a) 4-OH-MET (5 mg/kg i.p.) (b) DMT

(5 mg/kg i.p.)
—O—Vehicle —O—Vehicle
2500 ; —e—4-OH-MET * 2500 ——DMT
$ 2000
2 .
3 1500
£
1000
500
0
N .\v »@ NG
(c) N-OH-3 4-EDMA (5 mg/kg i.p.) (d) 34-EDMA (5 mg/kg i.p.)
—O—Vehicle —0— Vehicle
2500 - —o— N-OH-EDMA 2500 1 —e—3,4-EDMA
£ 2000 - < 2000 -
I 3 ;
3 1500 31500 7
£ £
< 1000 <1000 -
500 500 -
0 - 0 - o S—
N 'b <o A & N 5N 6 Ao
N NNV a? v e o
SERCECP SO SAE R

time time

Figure 9 Time courses of the locomotor activity after i.p. injections of 4-OH MET, DMT, N-OH-3,4-EDMA
and 3,4-EDMA at 5 mg/kg in mice. Each value is shown as the locomotor count for 1 h. Values are means =+
SEM (n=4). *, P <0.05; **, P <0.01, significant difference from the vehicle injection.
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Figure 10 Total amounts of locomotor activity during a 0-3-h (a) and 3-6-h period (b) after injections of 3C-E,
Allylescaline, bk-2C-B, 4-OH-MET, DMT, N-OH-3,4-EDMA and 3,4-EDMA at 5 mg/kg or at 50 mg/kg in
mice. Each value is shown as a percentage of the control value in animals treated with a vehicle. *, P < 0.05;
** P <0.01, significant difference from the vehicle injection.
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Figure 11 Alignment of the deduced amino acid sequences of the representative MOR-1 splice variants.
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