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26.1BERUVHETE

5-Ex

g7 JERE H A
ADHD attention-deficit/hyperactivity disorder R KM ZEEREE
DAT dopamine reuptake transporter RRXIV RN TUAR—H—

NET

noradrenaline reuptake transporter

JNVT RV F U T AR—H—
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261 #5

EN Y T, BRI S EEREE (ADHD) B8 1 B 1 RIARAT SRR E LT
Shire AG (AT, Shire #) (2 k- THIgE & iy (BA% = — 1 : SPD-489 X3 NPR-104), 20f] 4,
B R AT, [ENICE T 5 ADHD B3 & L C OB ORI &2 Bufs L, BRI 2 B4
L7z (B =— K : S-877489).

EN SRV OFHENE X, VAT XY T 2 2 I AVVEEE (LUT, AR ThY,
VAT XY 72 Z I 0%, EHERTHDAd-T o 722 I ET7 I BTHHL-V P UNT 2
FiEETARE L7 RT v 7 ThsDH (BN h 7 EL 20 mg LA 30 mg X, £n%
20 K OR30mg DAKAEALTEY, d-7r7 x4 I VA TIIZTR TN 59 X189 mg T
b)), AFEORA, MEHENUIFHIRNERG%, VAT 72200, d-7 07 =23
E LUK RS IVD . d-T > 7 =2 0%, MNICBITLTC, JAT KLU v hT
V AR—H— (NET) KON R/R2 v F T AR —%— (DAT) OELEERILEINTHANIZEBIT S
JNT RLF U RN R v oiftEic kv, v F 7 A/RO VT KLt U RO RS
SUBRBEAENSELEEZLNTND [12]. VATV 7 =X I HEIE, NET & OV DAT
OFEMRZ RS, FEHPICREETH 5.

TrT7 I LT, dI-T 7 =X U R, Tva L —, ADHD DR D T
DI, 1930 A0 LIS CEERME M STl v, FEN, JEMBERELH K ORI AR A
HHNTWD. MBS TO Shire #112 X D ARIEDIERFIRBAFETETIX, d-7 v 7 =& I DORR %
BZRL, VATXYV U724 IV AROREAERET 572012, hhz BT 238, ®IKK
PR, ZRMEIEPEER, B, HEIR OERG#EHERR 6 v HETOT v MK
W28 HETOA X), BlrmMaER, K- RIEREICET L HEER, I8 7 v RO XEZHW
7= MR BRI QN AR AR B RBR 2 M S T2, A RIRR S D R E5IC B e Bt BR D 9
B, IR - BRVEFE A BT 2 B BR LIS 0 A G AR B R BR A FE b S TR e, ARRIEE T,
Shire £1:2% Adderall® CK[ETHIR) Z#HFET 272012, TOFEIRD THHIRET V7 =X I
W [dI-7 > 7 =2 I URBRE, di-7 > 7 =X IV T ANTGX IR, d-7 7 = X X R
BN d-To T2 B IvP o T—hOT 724 IR LE L TCOERIREY (@1 = 3:1)] %
T ENE U 7252 R HE S OIS A 12 B3 2 3Bk & HHAE AT & OV AR % O3 A3 QN RHAR O
REICRIT 2B a5 &R E L TR L. £72, BNABMERHMEIC W TIE, KEEZE RS
07T LN dl-T 7 e XX R A WV CEEE L7 S AURPERRER (3] ZSCEkE LCRIH L
7o IBIT, FEEROHEET — X /Xy — Y OFRRMEICBE T 2 M ATBOE N E K E R AR
Ao R (e I || s, o] = e ciEse T,
FomEICB T o EMXER G BERBRE LT, 4 X 9 » HER N &5 w2 180 52
L.
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26.1.1 EEROBEERVEEZMFMS
(1) EHEGOHE

H NH,

H
H \
\H/WNHz . [H:;C—SO?,H .
H CHs O

(2) FEHAFFME

o URATFTIVUTxH I 0L, NET MO DAT (29 282 R & 20

o UVRATFTXH LTI UNE, EICKRMEROAVEERSICHET DT I/ XTFF—BIZL -
TAd-T o7 2B I NTNKRSIREN, d-T > 7 =& I URMNICBITL T, EEERZ 7R,

o d-7 7 =% 3@ ADHD (I 2 VEHNROEMETFIE, ERITITML SN THRND,
NET &% O DAT BREVERIE NS MNIC I T 5 2 4T RLF U o O RSSO R o fs &,
CFTARBRO VT RLF U RO RS RENENNT S Z LICERT S EE X LT
W5 [1,2].

2.6.1.2 B L-BKERL, A=k U5 HM
(1) ZhEe I3 zh 5
NEENZ BT DIEEX MG, ZEMEE (AD/HD)

(2) HELOHE :
WL, NIV AT I 72X I A UG L LCT30mg 2 1 B 1 [BIEREOEET 5.
JERIZE D, 1 H 70 mg 282 7o\ WEIPH Tl BT 523, ¥EIE 1 EMY EofREE H T T
ITHAH&EE LT20mg 2R RWEIPHTITH 2 &

26.1.3 BEXH—E

1. Heal DJ, Cheetham SC, Smith SL. The neuropharmacology of ADHD in vivo: insights on efficacy and
safety. Neuropharmacology 2009; 57: 609-18.

2. Heal DJ, Smith SL, Findling RL. ADHD: Current and Future Therapeutics. Curr Top Behav Neurosci
2012; 9 (A018): 361-90.

3. NTP (National Toxicology Program) TR-387. Toxicology and Carcinogenesis Studies of
dl-Amphetamine Sulphate (CAS No. 60-13-9) in F344/N Rats and B6C3F; Mice (Feed Studies).
Reported June 1991.
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262223 KIERWI-T7 > 7 =8 I URBEOMREEOHIRS K/ R B K OV F&E
L s s e B K - SO OO 13
262224 d-7 7 =B I UMBEOZE), EEIER QR RANTE T 22D s 17
262225 T )T I UBBLEERICHT D Ad-T 2 T 2B X DOVEM e, 19
262226 Ty MNUSF T R —ANHDFE T I VWEBHCKT S d-T v 7 = 2 I UTR
BRHE DD VEFH oo 20
2,623  BIRHIZEEERRBR ....oooooeeeeeeee et 21
2623.1 Flix OZFR, NTUAR—F—, A 3T ¥, BERKOZEOMEER ST
WCRT DU AT XY U7 2 F I DREEBURINE e, 21
26232 R F=V FTURAR—F —ROFEA OSZHEBIZHT D d-7 07 =& IOk
BBITIE <o 21
2624  ZZEPEEREEERBR ..o 23
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7 JERH HAGE
ADHD attention-deficit/hyperactivity disorder HEE R/ 28R E
Cinax maximum plasma concentration e e A R B
DAT dopamine transporter KNI N T AR—H—
DOPAC 3,4-dihydroxyphenylacetic acid 34-0k R ¥ 7 o = VR
FOB functional observation battery BRREBI Sk & il A
GLP Good Laboratory Practice
hERG human ether-a-go-go-related gene t b ether-a-go-go BHHEIR 1
5-HIAA 5-hydroxyindoleacetic acid 5-B Rk A R— LR
5-HT serotonin o b=
HVA homovanillic acid REN=Y R
ICso 50% inhibitory concentration 50%H %
Ki inhibition constant PR E
MAO monoamine oxygenase £/ 7 I VR bBESR
NET noradrenaline transporter JNT RLF VU F T AR—F—
6-OHDA 6-hydroxydopamine 6-t R Ro8x
SEM standard error of the mean R E DTS
SERT serotonin transporter o b= F T UAR—F—
SH spontaneously hypertensive B SRIEIE s £
Timax time to maximum plasma concentration e e LA g B )2
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2.6.2 FEEABROBEX
2621 F&H

BN TR, RN ZEINEREE (ADHD) BE2S 1 B 1 [ERAT21EEERE LT
Shire AG 1= & - TBA% &4 (B% = — I : SPD-489 X3 NPR-104), 20} 4F, Hawpssiusrk s
X, ENIZII1T % ADHD Va3 L L C OB ORI Z TG L, B ZBA L7z = — R
S-877489).

ENRH FEADHAENESIE, VAT XY T 2 F I AV VERE (LT, A3 ThH Y,
VAT XY 72 Z I 0%, EHERTHDAd-T o 72 Z I T I BTHL LV YU RNT
FiEETARE L7 R v 7 ThsbH (BB H 7R 20 mg L OUF 30 mg X, £ %
20 K30 mg DAIEZE AL TEY, d-T 072 F I HEATIIENENF 5.9 K 189mg T
D). KEORND, BEENUTFIRNEG%, VATXH 722300, dT7 0724
E LTRSS IVD . d-T 7 = X U0E, IMNICBITLTC, JAT KLU v hT
VAR—H— (NET) KON K/XI v b T VAR —%— (DAT) ORLEER L ONCHNIZEBIT 5
JNT RLF U VRN RARI oI LY, v F 7 AMBRO /LT KLt U v RO RS
SUVRBEEABENSEDL EEZLNTND [12]. VAT I 7 =X I U HEHIE, NET LT DAT
OFERZ RS, FEHPHICREETH 5.

AR DI V2 PRI 2 5 572018, A, VATV 724 I UHEIRIEY
XV ATV 7o # Iy MERHEe L) 2HWT, &2 BT 28, BRI &
OV e MEFEERER 22 Efis L 72 (% 2.6.2.1-1). FRIZHELRWVWIRY, KEXOd-T o7 =4I
B O G-81T, 85 LIAKE N d-T > 7 = 4 2 URBRIEE TR L, BANICd-T > 7 =
AIVHBRBRERL L. B, AREWE-T 7 = X I URMBEOBRREREE £ 2621212
Y. F e, ARV AT U7 X I URBEORER, TRERY ATV T o4 I U
BRENd-Ty 72X I MEATHREL, VATIV L 72X I VEBIER N AT %007 <
Z I UOPEEE, EAMBE TR L
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# 26211 A, VAFXFY 72 IVEREXITY ATXY 7 =2 I 2 VD TERL
72 e R KRB O — &
BRE | SBRA | BB | RITERES
00 & BT 2Bk
AT A—NT I hT U AR— St 1 e etk A _ ]
2 B AR A Sk U T R RER | Invitro 4.2.1.1-01
EEMEIC T 8RB 7 b 0 5 4.2.1.1-02
GUEEGIBA=9Sa68 TESUNAEITIPIN
BT IVREVCICHRES | T b % 1 b 4.2.1.1-03, 4.2.1.1-04
ISR DR C
MEROMIEIN RS VRER | 2 "
X . . 5 e 4.2.1.1-
vErEBECHT e | 7" W 05
Rl TR ) B P AR
2R A )~ Yk A\ 3
ﬁf?xam#kﬁ#éﬁ“ﬁ Rk ) 77 2 RS G RER | Invitro 4.2.1.2-01
MR AR
e ——
AR R S IE TR A F é%g@iﬁomﬁg YRER e 4.23.1-04, 42.3.5-03
DILAE RIERET D VEH B JBRIRA X RN S | 4.2.1.3-01
PR RIC B E T R BREE/LE v b RN S | 4.2.1.3-02
In vitro hERG 75 B-* HEK?293 #ijia In vitro 4.2.1.3-03

%% : hERG, human ether-a-go-go-related gene.

A=Y AT XY T = & I R A A TR ER
B=d-7 > 7 =% I R b OF TR L 72 5U8R
C=AF N7 = =7 — MNEEEE b R TR L 725305
D=UAFxH¥ 7 =x I v EHOTZRER

E =255k CREM

* : GLP (Good Laboratory Practice) C3ii.

# 26212 AERKWG-T 27 =X 2 N OBFEE (WBRHE % 100 & L7254 OHEHE)

W

URAF %YL T 2 XS W

d-7 7 =& U HEE

A (VATFTXFH 72X

A UVERYR) 57.8 29.6
d-7 v 7 = X 3 Uil 1 9 73.5
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2.6.2.2 HEZEF+HHER
26221 ATIA—ILTIVIFSUVRAR—E—[IRHTRURTEH LI 4 I U0EEENNE
SEEE4.2.1.1-01
WEEEF 2.6.3.2.1

NET X O'DAT IZXx}F 2V AT X407 =22 IV OFRSEBFAMEE I oMM T 5720, U AT *
Yo7 = F I RN (B 1 nmol/L~10 pmol/L) Z MW T, b MEfaFflaH 2 % NET X
I% DAT (28U 2 BHERERR U 7 REEARBREIC X 0 MEt Lz

ZOREFR, VAT XY 7 2 I 0E, NET O DAT OB TERL U 77 NG A ERALIC B
PEZ RS o T, KRB CTHW - HEIRE TH 5 10 umol/L TOFESFLERIL, NET (Mt
Ak Y AT RE LT HER L=V T 2 H) KODAT (S EE#% Y 7 K& LCH
5 L 72 WIN35,428 2 ) OWTHIUIzBWnTh 15%Adm & IRVWETH - 7-.

L7ZidoT, EHIATHD d-7 v 7 =4 2 L OIBIEAFBICEET 55 —4 v M TTh
% NET KO'DAT IZxF LT, UATHH o7 =& I 3H MM Z7R S 7, NET O DAT (249
DEBERNRNZ EDVRENT-.

—F, d-T 7 =X I OFEGBRMEIC OV T, CHEZE#R L= Y & F O NET fEA 1Tkt
T HIEES (Ki) (257 nmol/L TH D Z & [3] 43, 3H A L7z WIN35,428 @ DAT #& &1 xt
9% Ki 1% 190 nmol/L Toh 5 Z & [4] 73, 3HE# L 72 GBR 12935 @ DAT #5& 2% % 50%0H.
EPRFE (ICs0) X 9600 nmol/L THDHZ & [5] 23, TNZENMEINTWD. ZibHORERIT,
d-7 7 =% I 0 NET KO DAT (X 2BAMAE THL Z L 2R L TW\WD. 728, NET
LODAT LT/ T RLF U U KO RS AEBEAR R R~IR D IAEN T2 d-T > 7 = ¥
UL, BT T RNMAR E DT T — S S LT R U RO RN L A RS
D ERMBNTVD [1,6].

U bozZ e, NET MO'DAT IZKF LT, d-T > 7 =X I Uitz R L, U AT FH
Tz X IVTBRME RIS BRNI ERHALNE RS, IO DORERND, VATHRH T =
H L UFFBLRNCARE e T e RT v 7 CTh Y, RIRD invive (EFIX, TEEERTH D d-7
T B IV TREIND EEZILND.

26.222 AEDBYIZHITHREER
262221 AERVd-7oI7 18 2 URBREOESEICHT 2HR

SEEE 4.2.1.1-02
WSS 2.6.3.2.2

E @I ADHD O FERIER D —>Th v, HElhMEZ R~ I EEF ITH A 3 <R e 2 [ 23
BB, ZDRD, FFOZLETHLND REBREME T ITELND /NS REMO &5 5 21841
TLOMNEERE LRBT, 8k 2EEEORMEET L EZE 2 b TWDS. 22T,
ARIENEBRTEN S L CEER R EZ R T0ED, ST v MCBIT 2 T FRRIREEE 2 v
TR IEATE R S IR K > THET L7, RRBRTIX, -7 v 7 = & I UhileiE & Hig o R &
LT L7z,

7 v MIRABMIE 2@ U CREEHIR S 4, FERHMEHFET, BHREEROERED 65%~75%
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LD EoMER SN, BN, T FRBREAEENO f[# S v F o K7 T8 S vz mifl o
RNy 7 205G, FHIRy 7 ZIEEICKE 2@ 20 mg OEFZ 5 H) #EX, b5 —HIZiX
INE TR (20 mg OFEE 1 E) AE X, KSR~ 7 A 2RINT 2 L9 1l % DT > b &7l
L7z, WIS, KRR » 7 2 2384 235618, B4 152 £ T2 30 FE ORBIER ] 2 B\ 7.
ZOR/BLEEMIZE ST, Ty MITSIZEOND/NRENIAR » 7 ZAZBIRT D XL 012705, H)
FEAMIE, Z O30 BT E ORI T T, 53T 1By a & LT EYRGATAIC2 B =
v, FG1 kO2 BEOKRSH% 1RFIICE 1y gy, 2RIHOEMEREERIZ2 Y
TarnitetyiarEEmLE.

HEVE Wistar BEE T~ b (34~36 Hlib, 11~18 JL/EE) IZHEAA (60% PEG400 + 40%IK i 7K),
AIE (B 54,8 KN 16 mgkg/B (d-7 > 7 =X I A ZE N 1.2,2.4 X V4.7 mg/kg/
) Xidd-7 > 7 =% I R [#5E:3mgkg A (d-7 > 7 =& I R K 2.2 mg/kg)]
Z 2 ARIMER D IREG L., EEWEOUCEERRIE L LT, BIERHRMA v 7 2 DBz v,
HMPEGRTHOE v v a KT 2B H% O v v a BT 28 b ik L.

ZORER, REITETOHETRKMIESRE AN EZ. 2ok X, 4 KON 16 mgkg $5
BED L) ISR AT, B 5-RT B O KRR 3 L TREGGHFRIICHE E CTh o 712
2, 8Smgkg B EREL, AEEEZRESRD -T2, RS, d-T 27 =4 I U S 3 mgkg O
& TEHREMER S E RIS Y. REZELG L2 ThORENd-T 7 o4 3
VSRR G REC Y, SR G AT RS O INE F IZE 2 LTz,

IO ORI, AR, EHENITEIZED SES 2 EEZ/RLTEY, ADHD B#F OfE#E):
WX L CIRIEDIR D H D Z L e LT 5.

262222 KERUAFIL 7z =T— MERRIEOFEERIRZERUVEEAROMENE, 7SI VB
EUVIcBEREH=IIHT R

HEEE 42.1.1-03, 4.2.1.1-04
WEE# 2.6.3.2.3, 2.63.2.4.

H HATHE) T OKENE Sprague-Dawley %27 » b (IKH 250~350 g, 6~7 VL/Bf) (A (WiA A
AK) IIAHE G 1.7, 5.0 RO 152 mgkg (d-7 > 7 = % I VHEE . #h20h 05, 1.5
KM 4.5 mg/kg)] ZHBEIRE AL L, 50160 7070654 300 0 £ T, —EHT v —7HuNE
WHEE VT, RIEARTRE R ORRRIROMIfas € ) 7 2 v RO ORERE Z[ET 5 & 4t
2, RS MEORIER OfEIE L L CHASEE O HIE Lz [BEEE 4.2.1.1-03]. £7-, g
KB CTHDHAF N T 2 =F — MEREE (AFNVT7 2=F— MK GE 3, 10 LT 30 mg
base/kg) M L C, [RERORER (HEREOEE, HAR 1% A TF e —2GHMA 4 K)
ZHEME LT [BEEE42.1.1-04]. AEKORATF VT = =5 — MEBREORGEIX, 7 v S35l
ABR [2.6.6.82 THZM] OFRERNG, 7o 7 =& I UAEFRBIRIBENRZE L 72D KX 9 IT®RIRL
7-.

AR 1.7 V5.1 mg/kg BEHETIE, WETWTHORMFFIZHEN TS, BREBETHOT
DUDEEI U e o723, #9152 mg/kg #H-RETIE, AREBEOAE RN 5% 300 43
F ORISR SNz, Lo, ARHK 1.7 L OV5.1 mg/kg AR OB 50%, APl
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DEWER ZRE 7200 5 WIFRIERNBMAHETH L L& 2 b, £ 152 mgkg HFEFEO#
Hix, PO EORIER 2 "+ HETHDL L EZDLND.

ATEERTRE O/ KX >, VAT RLF Uy, v b=V (5-HT), 34-E Faxv 7=
= /LIEfE (DOPAC), HEN=VU 2 (HVA) LT5-8 Rufxi A > R— LS (5-HIAA) EJE
WCRIETAIR 1.7 L5101 mg/kg HIEHR OG- OB REt Ui, ZORER, Mgt k33>
KO T KU U U REE, TRENRKTR—R T A Al (#5060 5B O FHME) (25t
L TR 200% M O 300%I2 F THIM L7z, ZaunlE, B51% 90~120 ICBHE TH Y, 5%
240 7y £ TR G8E L e U CAEZRBINAZ R Lz, flEsh S-HT JREEE, flast RS vk
O AT RLF U AT E ORISR - 7228, BORRICHBEIZEIIN L 7=, st DOPAC
PEEEE, MRS RS REORME —E LT, B0y, oRHERICED Li-, —J5, il
8 HVA KO 5-HIAA IREEIIZE b L e o Tz,

PR OMIIANE /7 I R RIZTARIEN 1.7 L OVS5.1 mg/kg HAIEE A5 O 2% Rt
L7z, ZoOfEE, Mlash R8I U REIIHERFICHNL, ZNENURRTN—2 74 |
2 LT 156% M TN 214% 2 TN L 7. Zhun O¥INE, #54% 90 i KEEZ R L, &5
BENZI150 53 BTN 240 43 F CTHAAE R IR L THETH Y, 9 1.7 mg/kg HRIRE O E 5
T L% 270 3R —AT A MEE TR Lz, ZofRIE, 1.7 L0851 mgkg #5HET
DFINTIED 20 HEKAFR 72 B R EB RO ZFRO7- 2 & & —F L Tz, fiflust DOPAC
S OVHVA BRIV, Mlast RS A RE QNN - CTib L7z, Mifash 5-HT & OY 5-HIAA 2
FEIX, #9917 mg/kg HEHREOH G CTIIAERICEIL L7, —F, 5.1 mgkg HFERE O ES-
T, AIRAh S-HT BEEEIXE S B DT MM L, 5 90 oICH RIS L7225, finsh
S-HIAA JREEIIZA L Lo Tz,

T DOFERMN G, ARIK 1.7 KOS 1 mg/kg BRI O£ G0, RO REIER OfEEC
&5 AREHEOHEMNEZ DTN LIVREST, AIEHATE TO KRNI VRER VT Rt v
FDOMEREN NIRRT D RS U RDKREA IR S L Z LR ENTZ. MAA T a—LT
2 U ANEEERGE 2R S S W8 ADHD JEIRZ ESE L Z L b, ThbHDE /T 2
> HEREIETR I AIED ADHD (2K DIBFNRICHFET D L ZE 2 b s.

ATERATECE OAMIESNE 2 7 X IR RAF T AREEHKY 15.2 mg/kg HIERR D508 4 Mt L
2. TORER, MRS AR AT U VB, TRENRKTRN—2T A Ml
12 LT 296% M ) 529%IZ F THIMN L 72 Mifash RN o ROV v T R Ut U CIREEDHINE,
TNENHKEH% 60 73775 240 43 F TR OG- 45 75075 300 43 £ T, FreiIICRBo bz,
—J5, MEfEA: S-HT SR T —@MEIc g L7243, fiask DOPAC, HVA KO 5-HIAA JEEEITZ1 b
L7pno7-.

FRERDORIASNE /7 7 I REEICRIT T ALK 15.2 mg/kg HLAIRE O 5 OB % Gt L.
ZORER, ISt RS VREITR K TR—RA T A AEICx LT 364%F THIML 7=, fifask
DOPAC & OF HVA JREE I3 LU, Mfash S-HT JREE XN L7223, Afash S-HIAA JREE X2 b L
o7z,

AFNT = =7 — MNEFEHE 3 mg base/kg #% G- TIXE 54 60 4312, 10 mg base/kg % 5-HE Tl
B 5% 45 KON 60 4312, ENEHNHFEB RSB ICHENL.. o RES RO, #
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H% 15005 60 pE THIEINTZ. —F, AT /N7 =7 — MNERE 30 mg base/kg 58T
13, BISEBRIIHRGEEZNOFE LI MM L. 2oL, 54 45 S%ICRkEE R L,
ZDHRBANTRAD LTy, #5144 255 0 F Tl G E ML CTHE CTho7z. ZThbd
FERMND, AFNT = =F — NEREE 3 & O 10 mg base/kg HLIAIRR 0% 513, ORI IE O RIE
HEE e & L B 2 B, 30 mg base/kg H[AIRE O #5018, HHATEMEORIER 2~ HET
bHLEZOLND.

ATEEATRE OMEs K282 >, 7 v7 KLU 2, 5-HT, DOPAC, HVA KU 5-HIAA JRFEIC
KIETATFNT = =7 — NMEFEIE 3, 10 21O 30 mg base/kg HL.[FIFR I H G- OB LRI LTz, £
DOFER, 3 mg base/kg HLIAIRE O 5 TITAMAS, R/3 I REDNERIAICHEN L, 10 mg base/kg
HA[ERE O 5-ClIMifast R8I R X D fifast 2 v 7 KU U REDHF AL, 30 mg
base/kg H[RIFE OG- CTIXMEs RS VRO VT RUF U UBERFRECN L. Zh
D OGN, $¢ 554 LI OO IR CRR 8 B, #5480 60 43 ThemifiE % 7~ L 7=, A4 DOPAC
REEVE, MEfash KX REOHINI - TH LB Leas, fMlast 5-HT REIEE b L72
o7,

MR DS E ) 7 I IBEICRIET A F LT = =F — MEEEK 3, 10 2T 30 mg base/kg
AR OG- OB LR Lo, 2 OREE, Mlast B3I URENE, 3 mg base/kg HRIFE O &5
TIFHIM U725 7278, 10 mg base/kg HLIAIFE 165 TlIBe 5% 15 LT 60 s3I ZBER R HaE & b
L CAHREICHEM L7z, $£72, 30 mg base/kg HEFRROHLG TIIEGEZNOELIHEML, #&
H4% 45 0Tl K (= AT A EICK LT 243%IC £ THIN) &R L7etg, e (2 Lz,
Z O¥EINTE 54% 210 43 £ CTHfe L7, Mifash S-HT IREEIE, 3 XUV 10 mg base/kg Hil[EI#E M ¢
BTl 5% 240 Jo O 285 Zr T BEARSR GHE & Il U CHEIZHAD L7223, 30 mg base/kg Hi[AIFE
A5 TIE G 30~60 32— PRI L, #5654 240~300 5> OFA BIZEA L7z, Hild
4 DOPAC IREEIL, WTNOMETHARICEI Lo 7273, Milast HVA IREEIX, 2 ToM
B CHUARRGHE & B U TR RIS L7, Mgk S-HIAA JREEIE, 3 &Y 10 mg base/kg Hilr]
PP G- TIX 5% 135 /0 £ AT, TR PAERBARE 58F & bk U-CRREISHEIIN L7223,
30 mg base/kg HL[ARE O 5Tl GEE N SHEM L, B55% 300 /0 £ TRl 2 #ERr L7-.

U EDOFRERNG, X 2.622-1107T X912, FRABIEORWEN 2R S 20 HETH DA%
1.7 L OV5.1 mg/kg (K OZ N2 LDX 0.5 X5 mg/kg) HERAOKG LA TFNLVT 2 =F—
YRR 3 & Y 10 mg base/kg HAAIH% 1156 5- & DORIT, W < D22 OFE RGO HiTo. AT,
RTSARTRE OISt KX, 2 vT RUF U 2 RO 5-HT IR NSRS IR OBt R3S v
R OVS-HT B 2 BN S B~ DSk LT, AFNT7 = =5 — MNEREEIL, RisETRE Ok °
NRIVEQ VT R U ARE NTHRGAR OIS R8I RE DR 2 M S, AgHH
R B OVRR OISt S-HT JRE 28NS Wienotz. 7, AL, BEEOMIEst K33
VIRE AN E 50T, ZOEENORERHEY TH DM/ HVA RE 2B SH7-0
X LT, AFNT7 = =7 — MERREIL, SEEOMIast K33 2 KO HVA JREE O 5 2 H0
SE. IO EnD, RETFARIURBFEMEOE T4, AF LT ==7— MK
RS2 RO L Z, ZNENAED 2 EAVRB SN, FERMICARDO TN AF LT = =
T — MERRE X0 BEEOMAS R VREAEMS 2B b5, AKE, WTho



YRTXYUTzHIY 2.6.2 ZEFROBEX

FAETHAEERT G OMIES K22, J VT RLF U v ROV 5-HT R % [RIFREE IS H N S 7.
—F, AFNT = =7 — MNEBEEIX, 3 mg base/kg THIfES K/ RO A% H EICHIIN S,

10 mg base/kg TITHIfES KNI KON VT LU UVREZAREICHEMI S0, fMiast R
PRI L DS S LT RLF U BRED G REWE WS AR L 0 B s Mlase ) T

I UHEIMER AR LTz,

Fiz, THREEMEORIER 2R T A& TH H AR 152 mgkg KA F VT = =7 — MM
5 30 mg base/kg HiAIFE O B G- RFORESRAR DM K3 I R & B RSES) & ORI OV TE
itz (¥ 2.6222). AEFOAF LT = =F — MERREIZIOT Y, BEEOMS R332
VIREE L HSEBEORICHEMEOMBEEZ R L2, AROBEBROME T, A FLT =T —
NMEREOMEE LB L TE VBN TH o, ZNLDOTICL Y, A, BEEOHI
GRS VRE R R TR— 2T A AEICK L TR 360%ICF THEMSE, AF L7 2=F—Fh
YR (R TR—R2 T A AMEIZHR L TR 240%I2 F THIN) K0 @WHEINZ R L2 b b
57, FHEYEOEWER OB & Lz AR EEEOMEA TV 7 = =7 — MNEREE X 0 #%
FETHDZ ENmREnT. PR ORBIER OfREE LT, BRESEUIZ G L TV
W, b NTHRELT LM ORWER TR CA BT 2 2 SIXWE#ED, AKX, B b
WZBWT, AFNT =7 — MNERRE & FRREH 5 WITZLL LM R/ RN %
RLESATYH, AFLT ==F— MERE X0 RERL~L OB, 1SEWETE, RIR%EDHh
OB 235 LIc W2 L s ns.
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YRTXYUTzHIY 2.6.2 ZEFROBEX

2.622-1 AEROAFNT = =7 — NMEEHE IR O %GR O FTEEHTECE & OBREAR Ol
SRRV, T RLF U o KON 5-HT I EE O di REEIN=R 0 i
Prefrontal cortex (PFC)

NA DA 5-HT

800 4

700 4

600 4

% Change from vehicle

0515 45 3 10 30 051545 3 10 30 05 15 45 3 10 30 Dose (mg/kg)

LDX Methylphenidate LDX Methylphenidate LDX Methylphenidate
Striatum
500 - DA 5-HT
400 o

% Change from vehicle

Ak vy

-100 -
05 15 45 3 10 30 05 15 45 3 10 30 Dose (mg/kg)
LDX Methylphenidate LDX Methylphenidate

SEZGE4.2.1.1-04 > B HHE. KF D NA, DA, 5-HT, LDX & O Methylphenidate 1%, /L7 KL+ U,
KNIV, 5-HT, REROAF LT 2 =7 — MEBEZRT. KREOREREIL T 7 =2 IVBHEET, A5
NT =T — MEREORSRIIA TNV T 2 =57 — MURET, ThEhRLE. T—20%, BERESEE (N=5~
7) M DOEIEEENFE (%) TrRIN, HEFEHEEERD D BOKORNL DX, ThENERY K OREE
TR LT, F—=F DB Lz, AR OAFIL T = =5 — MEREA #5814, Willams BE % A
THAAB GREL B UTe. BERHARIAEZEIL, #p<0.05, **p<0.01 K U**#p<0.001 T L7z.
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JRTEHUITHI Y

2.6.2 REHBROBMEX

26222 AERPAFNT = =7 — MERH BRI O R GR OISR OMaSN BRI R

Locomotor activity (min moving/15 min)

Locomotor activity (min moving/15 min)
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Extracellular [DA] (% of baseline)

Methylphenidate )

@
100 120 140 160 180 200 220 240 260

Extracellular [DA] (% of baseline)

SEEE4.2.1.1-04 S HFE. XH o LDX, Methylphenidate & TN DA IX, TNENAIE, A F L7 = =7 — MNEEE
WRORASIVERET. KERSARTHILIAR [BEE N 152mgkg (d-7 > 7 =4 I UHEE 4.5 mg/kg)] X
WEATFNT = =7 — MNERE (A FNV7 =7 — MURER S E : 30 mg base/kg) HIEHR L GREO T — & (N=5~
7 &, R=ATA MEPL OIS RS REE(EE (%) KOS o OFEEBEY, F IR & Ot
e LT, Yay L7z, HEEIET — X, FEHBRLEE, RAIUT—20%, AR LEE, Fhth
g UCHASEAHT LT,
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JATEHUITHEIY 2.6.2 EEHBROBMEX

262223 AERV d-72 714 3 URBIEOREARDHEIEN FNS VRERUVBREDEIC
PO REEVIE S

I

S EEE 4.2.1.1-05
WEEEF 2.6.3.2.5

H HATE) F OKENE Sprague-Dawley %27 » & (IKH 250~350 g, 5~6 VL/HE) (A [Hb5=
5.1 KON 16.9 mgkg (d-7 > 7 = & I VR R R EN 1.5 KOV 5 mgke)] XIdd-7 o7 = H
S URERE [R5E N 20mgkg (d-T7 > 7 =X S UHAEE 1.5 mg/kg)] & HRIEFENES L,
B EE &, MEEROMIEA R A VRBET IRV AT 722 IV RN d-T >
7 xR 2 RIS E L7z

B 2.6.2.2-3 1233 K 91T, ARFEK 5.1 mg/kg %58 [XH D Lisdexamfetamine (1.5 mg/kg ip)]
Ik, BREEZ B REENREAIER (%55 90~120 0 TR K) ZoaRLic. —F, d-T 72X I
WECHEEDJ-T 7 =% I UK 2.0 mg/kg #e5-8E [XH @ d-Amphetamine (1.5 mg/kg ip)]
1%, ARFEK 5.1 mg/kg BGRE L FLANTRIEZ B I EH EHINMEN (& 5% 30 53 THR) 2L
To. El0,d-7 07 = X L UHR TR 3G EOARIER 16.9 mg/kg 58 [[XH D Lisdexamfetamine
(5.0 mg/kg ip)] 1%, d-7 > 7 =& I URREEER 2.0 mg/kg R GRELL o B RESERINER (%
5.4 75 5y THRR) R LTz

X 2.6.22-3 AREKENG-T > 7@ I URBRERRBIEENRGIC L 5 B R ES &I 2 1EH

15
14 1
131

121

—C~Vehicle (2 ml/kg ip)

11 A Pt
*% —8-d-Amphetamine (1.5 mg/kg ip)
10 1 i *x% s . .
*Xx Lisdexamfetamine (1.5 mg/kg ip)

—® |isdexamfetamine (5.0 mg/kg ip)

Total activity (min) / 15 min interval

</
-45 -30 15 0 15 30 45 60 75 90 105 120 135150 165180195210225240 255 270 285 3003153303453603753%405420435450465480

Time (min)
BAEEE4.2.1.1-05 2 B KH D 1P, d-Amphetamine % (8 Lisdexamfetamine 1%, Z N F L HEIEIENE S, d-7
V7 2 I URBRER OAREE KT, BERIL, &7 7 2 X I UBERE TR L. EE (N=5~6) 2T —4& L
L, SEM (CEYJEDIFEHERZE) IEHEHET L OBKEN SR Lz, RENE, AEXL d-7 07 =% I VRBRER S
BEs &R g, SR U7z 15 o O s B O &2 8 L LT, T—# 20 WoHr Lok, REE 4T
V7 X I URBEAR G EEE, F - Williams BRUE K VS E t-test & O TRLAR 51E & bel U7z, HEEHEN
BEZET, *p<0.05, **p<0.01 K U***p<0.001 T/ L7-.
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JATEHUITHEIY 2.6.2 EEHBROBMEX

M 2.622-4 2T LD, MEEROMIEA KNI VRENE, d-7 2 7 =¥ I URBRER
2.0 mg/kg F5-8E [+ @ d-Amphetamine (1.5 mg/kg ip)] TlE, SURZEMNZRL, #5% 305
TR (N—AT A AMEIZH L TR 1300%) E72oT=. —J7, d-T v 7 =2 I VA TEHEREOR
HH 5.1 mg/kg HERE [XIH D Lisdexamfetamine (1.5 mg/kg ip)] Tl, FECHREIMNAZ — %
RL, BHE# TS TRR (N—A T4 AMEIK L TK 800%) &leodz. Eio, d-T 7 =43
VTR 3 R ORI 16.9 mg/kg $5-8E [ H D Lisdexamfetamine (5.0 mg/kg ip)] T, t
BRSO EIN N 2 — B R L, 544 60 43 TReR (W — A T A UEICKREL TR 1600%) &
o7,

X 2.622-4 ARERKRNG-T 27X I i HEEIEFENE 512 X DR oMasnt K33 v

FEWZ RS DA
2400 -
200
2000
" Bl
o i i
— xxk KKK Vehicle (2 ml/kg ip)

—8-d_Amphetamine (1.5 mg/kg ip)

—®— | isdexamfetamine (1.5 mg/kg ip)

g

~® | isdexamfetamine (5.0 mg/kg ip)

B
38

DA levels (% of baseline)
=] I~}
8 8

8
]

8
S

400 1

200 A

O 5 3015 0 15 045 50 75 90 705120 195 150165 100 195 210225 240 255 270 285 300 315 330 345 300 375 300 205 420 495 450 465 420
Time (min)

BEEE4.2.1.1-05 S HF:. Ko DA, IP, d-Amphetamine K Of Lisdexamfetamine {%, ZHZ L K 32 2, |
JEREN G, d-7 > 7 = ¥ I URBRIER OARSRERT. BERIL, d-7 v 7 =¥ IVHER TR LU, EHHE (N=5
~6) T —H L L, SEMIIMFFET LOFEENDREIM Uiz, RENY, AEXTd-T 07 =¥ I R R 50 R
BRT. RBEMUIER—AT A EERERE LT, T2 2SO L, ARERE-T 722
RIS 514, T Fh Williams #E M L E t-test & AV THAAR G L Ll L7-. SEFRIAE2EIT
*p<0.05, **p<0.01 M O**¥p<0.001 T/~ L7z,

AL d-7 > 7 = & 2 MR & BRI EEN RS- L2 T v MR Y AT %% 7 24 3
PROA-T T 22 UREREICBWT, AR 51 mgkeg EHO AT T 24 I Dk
EMIEPIRE (Crnax) 13, 41.5 £ 7.8 ng/mL CE¥ME + SEM) TH Y, d-7 07 =¥ I U HE %
BDd-T 7 = F I URERER 2.0 mg/kg H5HED Conax (86.0 + 17.0 ng/mL) D) 112 Th -7z
T/, AREK S I mgkg HEGRED d-T > 7 = X 2 2 Ofigrm M IR ERGERER (Tmax) 1%, 4257
CEBIE) THY, d-T v 7 =& 2 URBEER 2.0 mg/kg B GHED Tmax (20 57) LV EBIELT-. —
J5,d-7 > 7 = & 3 R TR 3R EOAIK 169 mg/kg R GRED d-T > 7 = Z 22D Coax 13,
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YRTXYUTzHIY 2.6.2 ZEFROBEX

130.3+18.0ng/mL TH Y, d-7 > 7 = & I Uil 2.0 mg/kg B EGHEDK 155 Th o7z,
7o, ARIFEK 169 mgkg HEHED d-T 7 = Z I 0D Toax 1%, 48 7 TH Y, A3 5.1 mg/kg #%
HREX 0 BICEAE LT, 238, RIS LON16.9 mgkg BEHREDO Y AT XH 72X I D
Tomax 1TZFHAZ 15 93T, Coax IXZALE I 261.48 £70.06 J2 TN 603.66 + 76.87 ng/mL T - 73, 5%
IR C o B TEE B-OM SR O K3 REICE(KITRD vk ho 7z,

MAEF d-77 > 7 = & I PR ORRRFZAL & BEAROMIES RS X 20 B S E R & (63
HIER & OBIEMEICOWT, It d-7 v 7 = & I VRE ERROVTRERO B 2T U 2 AT
BRI LT, RERNE-T o7 22 I URBEE, WInbmEf -7 T = 2 I RE ER
KE LD b TRERFICERAR R OMIfas: R8I R KR OV H S IEE) B OB LN A R Lo 7o K
RegtElD O v 27 U 2Rz L7e, RIBRIS, BREEORIISS R8I R & | R ESE) & &
DOBFEMEIZONWT S, B AT U VAT A2 FEiE L. AL, BEEOMIRA R8I RE -
FHREL Y & TRRFIC B RET BEOBEE RN Z R T L Vo o KRFFHEIY O X7 U o X a
RULIER, d-T7 07 =% I UMBEIE, BREOMBaN F/RI U RE ERRC B SSER) B O
FIBEINE R T E NS TZHEEIRID o 27 U AR AR L (K 2.6.2.2-5). 25 OEMTIC
£V, AHEE, BFEB)EEHREEOMIS RS RE L OBRIZIBNT, d-T 7= # 3
B L 1E R D T E NSO TR ST, T OAGEL, AEEERED d-T7 27 = # L0 T
Wd-T 27 =B URRBER G E R CGRIET 2 Z EICERT D EE 26N 5.
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JATEHUITHEIY 2.6.2 EEHBROBMEX

X 2.6.22-5 AREKNG-T 27X I Ui EEEIENE 512 X DR oMasnt K33 v
JE L BAAER R & OREM: (v AT U T AT

10.0 ~
9.0
8.0 -
7.0
6.0
5.0 1

4.0 A

Locomotor activity

3.0 1

—8—d-amphetamine 1.5 mg/kg
—B-1LDX 1.5 mg/kg
—-LDX 5 mg/kg

2.0 A

T T T T T 1

0 200 400 600 800 1000 1200 1400 1600 1800

Dopamine concentration in the striatum (% of baseline)

BEEE 42.1.1-05 S8, KH o d-Amphetamine & N LDX (%, TNZEN d-T > 7 = % 2 UHilEHE K OAKE
F£T. BERY, &7 72X IUBERTORLE., REE T U7 =X I URBBBEORICE T D KNI VRE
W24 2 HASEBETEE O ZEME O H KT, FEHFAEREN D -7 (p<0.05, —IohlESHHT Ltk A3
W5 A, ZE ttest ZHWT d-T v 7 = # 2 URERIETR 51 & Hoi).

ULORREELDDL L, d-7 0722 I VR TERE (1.5 mgkg) DAL S.1 mgkg K
d-7 v 7 = X R 2.0 mg/kg HRIRERENE 5% ik U725, AL, BISETE &R
SZARDOHINES KR JBRE L OBMRICBWT, d-7 v 7 =4 2 VR L TR e D 1EREZ R L
Pz d-T 7 2 B URERENE, B REB) R R ORI OMIES RS REEZWTR L SR
PADKMEIZHIIN S 723, ARIVE, BGAR O R8I RE A RIGIHEMS 728556 ThH,
HREBHEOWINI - T 7 =X I VHBEL VRE CH -T2, RERGHFO -7 7 = # 2
NE, d-T T 2 B I URBER GREL YD Tmax DSEBIE L, Cma BT 5 &0 o 7oK BIRE
HIRHS A . ARFEEDY, ADHD /RRICH 535 L &2 LD MEEOMISL K3 REA
BN ¢G5 Ch, THRRMYEORIER O L Uiz BAES & OB N2 8RR S &, ARED
WVE 23R B LAk oD 2 RERE & O KA T B d-77 > 7 = & I U RREBHE & 0 BV 2 & O JFK
ThhHreEZBND. LENR-T, AL, b MIBWTS, dTr 7= I UHBELD R
R L~V O, GBI TCHE, AIRE O PR ORIWER 258 LIt W ERIR S b.
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YRTXYUTzHIY 2.6.2 ZEFROBEX

26.2224 d-7U 72 IURBIEDSE, EERVEERMICHT SR
WRAHEFRF4.3-37, 4.3-38, 4.3-39, 4.3-40, 4.3-41, 4.3-42, 4.3-43, 4.3-44

FEREIRFER T, 28 M OVEB RN 2 ARFED/EMIIHET L TOVRnAS, KIEOTEHEIR
Thd d-7T 7 =X I UNILHE), EHEELOERXRMICR L TE Th S Z & BNARTETH
HEINTNS.

HARRIERME (SH) 7 v b, 2@k, fEiEhit, FEXa7e S, ADHD ([ZHRHS) 7 TEh R
WHDOWNWL O ERT 72D, ADHD €7 Vi & U TR S TEY [11], Sagvolden HIZ LD,
SH 7 v b &AW 2RV AA— LIEICB W T, d-7 v 7 = & I U REEECHEE Rk RrH
DIETFICH L THBTH D Z ENHESNTND [12]. 2 @R L AA—F LHEAZ HGSE 57
W, BAREZHIR LU/ SH 7 v 16 fllcxt L, FMlEENICH D 2 2D LN—DWN, T4
NOBAT LMD LN— (EffLN—) 2T EKRBMAGEOND N L —=0 7 ik E i L
7o, XPEREE L U CHEME WKY (Wister/Nico) 7 > b 16 BillZk LT, FERIC b L—=2 7 % Hkfke
FEhi L7z, ZOMBEICBWT, A L= LKA St ofRE S LT, VR
(<0.67 #) TIEMR L/ N—Z 3 LT L2 2 EEEOEIR & LT, Eff L S—2 M L7cH
BEFHGEERORIEL L THW . SR (ERERER) XX d-T > 7 = ¥ I VB d-7 >
T ¥ UERGE 064, 127 OV 1.91 mg/kg) DOEVENES- 30 %05, 90 44 HitE
EARIE Lz, RO RERE LTI, WKY 7 v MEREEREL T, SH 7 v MK
BGRECIX, LAA—Z ML, MR CIEM L S — 28 LT LN £ <, B
LAR—Z LB IE -7z, SHT v b d-T v 7 = & 3 URRER G CIE, AEKRFENIC
U= LISl &Nz, F72, SHT7 v hd-7 > 7 =% I UfiEEE 1.91 mgkg # 5D
LS—HR LKL, WKY 7 v MEREGRE L FIFEICE ClaE Sz, [AERIC, EOWFBRCIE
iR L N—Zsdfer U CHR L 723Kk LCh, d-7 v 7 = & 2 R A B IREIC S EEA
L, 127 KOV 191 mgkg B G CTHERUENRD b, £z, EfELAA—ZM L7
BRI LTS, d-7 7 =4 I UMBEITSGEER Z 7 L, 0.64 mg/kg 58 TO A B NE
VRO LN, AR TH D 1.91 mgkg £H5HETIE, REBHLAAT-H 2 CRETEINED O
NTEY, FEHELXZOZENAHETERBRO LNRN- T2 HROAREMENH D L BE LT
W5, Fiz, 127 mgkg HHGHETIIAERERANRD N2 b 00, WEMHRITED b
NTWD. FFARIEIIARHTH LN, KETATIE d-T o7 =4 2 U O a2 &
DIFAE L, HABERGENRERNGED 5T, 1.27 mgkg HGHETHEREENRD bRho
TABEMENREZ 2 BID.

Caballero-Puntiverio 5128V, = X &2 AW SSBIRNGREFFREICB W TS, d-T v 7 =4
IUMPERBXKINCK L THNTH D Z ERMEINTND [13]. S-SRIRSUSR MRS Z 25 &
570, EEEAZH IR L7 C5TBIY6) ~ 7 A2k L, dHMliEERNICH L Z v F 27 U —r kI
PR SN RO EEZ BT v FT 5L HRHRGEOND FL—= 7 E ik I L7,
BRI EERENDMEIL S »FTHY, 055 1 »FHCERIE R END. £72, —
ERFH (0.2, 0.4, 0.7, 1.1 KON 1.8 ) #Rilwts, SREHIMITIHEAT 5720, WMMEZ/R2729D1Z,
YU AIE v F AT Y =R EERT D ERROOND. ZOFRBEICBWT, R
DIERSIVTCWDNLEE X v T TELHIE [ERR . EMLI N7 A TNVBIERR Lo N 74T
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YRTXYUTzHIY 2.6.2 ZEFROBEX

W+ RIEfR L7 b T4 T A KOVT > 70888 LT D BNCES Lo 125G (M
JEHR T T TREAT L TCWARICRIS Lo Te b T4 TAS/AE N T4 TV ZEnE
DL LT, Ty NEITLTOLMICEIS Lol R T4 T AL ED T, SR
RSN TWANEE Y v T TEREE CFHRAaT (EfELTE N TATNAVEIE N T A T VE)
%, IR ORISR 2 ED T RHNEEORIEL LT, T2 7R L TR WEFIICRIES

L7=EE (MRLSER) Z2EaEofRE s LRV, L v A4 — " —kic L v FEi L,
R (ABERIEIR) OA L d-T v 7 = & L URifElE (%55 : 025, 0.5 XUV 1 mgkg) DHEE
W5 30 3% 5, 60 RIS HEIEZME L. 16 IED T v M &AWV, EEHEIEIC VLT,
AR GREO A a7 OfERERIEIL, 2 TOMEEE AR (0=16), BHED AL 30%LL |
RS T HIEERERED R WEE (n=5), TN 30%LL FIZ#M T 2 IEEHERROIKRWEE (n=5) DFF 3
T, WEIEICOWTIE, BREGRFO M RS R A FREIC, [FERIC 3 BEC, d-7 v 7 =43
IRERYE DA 2 R M L 7=,

IEfERIZOWTIE, d-7 > 7 = Z X VRO 0.5 mg/kg MIEBFEREOIKWEEO IEfiFE 2\
SHTz ET, d-T T 2 X UL R D SAHED 1 mg/kg TIHEEMEREDIRWEED EfFF
B Lol —7, EEEREORWE LR TOMEEEATZRICR L TE, 2Tok
B&EIZBWT, d-7 07 =& I URBHEITIEMRRICEE L 2 h o 1o, PHRIEEE O A 20,
RANIUKROG VT T U AREOBEER EFBDL K wa7 R o2 /R 2 EE LS
DI EICLVREHEIND —JF, RRXIUREO /AT KLU U BEOEE 2 BRI X - TR
BPMETT 50 UFROMEEZRT EBEXLNTEY [14], EEBECKWEET, ARG
MO BN T A RIORRS Z O EZXFFT 5D L EHITEZX TnD. e, £TOM
REMTG & LTchh, ERIIAERAEKE d7 07 =2 I VBE CREBE CThH o722
EDOHHIL, d-7 7 = X I UBRIBIEIC X D BEERN R DT AR Do TR EERE D m O A
GATNDEOEEZLND. EEHBENREVEETIE, BOEMREERTH-0ICLE R K
NIV, VT RUFT U UBRBEBERECTHEETD2EZAON, &7 0724 I8 DH367R
L EAREEIRER RO LIRS T2 ATREMENR B 5 E FFHITB R L TV D, JAUSERIZON
T, RRFEBL O ST B2 2 2 CORMFORERZ A& TN L7856, AR KIC
WARTd-T7 o7 =8 I URBHEO 1 mgkg &5 C, AERERITERO R oT2. —F T,
FUTREEIZ 0.2 PO LI2GA1S, AR THERSEERZ R L. 20
ZliE, d-7 7 =2 I URBROENSREEEN 2 RET 5 b 00, FATRH O 5 5%
O RE LD LIk, ABAEKE d7 07 =4 I VR CRIBRE ORE RN S
nieeEzonbd. — OIS, HRBROGITRRNELS 25 &, EfT 2720123 m0ER
BEBED RO B, BERSERN EHT 5. d-7 07 = & I UM E W IEE G & R oD 5 4t
T, BERJSFEICEIRT HIEEMRE A HIRT D rREEN H D L EHITE X T D, FEEIEIC OV
TiX, EEEDIRWEE L O TOMIEZEATZRET, Imgkg D d-7 > 7 =X I U RilEHE I3
Mt %E LRI, SHEO &7 07 =& I U EBEEMERRH Y, EBIZ 1 mgkg O
d-7 07 2 Z I UPY T AOBEEAZEINSE L 2 ERHEINTWD [15]. A RIORER TIX
EENE A BRI L W2, 1mgkg D d-7 > 7 =X 2 URERIEIC L 0, EEESENL
e 2 ERMBRIGHED EFICEE Lo rfietE %z, FEFITBLEL TS, EEEoEWEETIE, |1

vy
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mg/kg D d-7 27 = F I URBBERICE Y, MRLOSERIT EFEANCH D3, AR ARG
ERE IR, AERERIZRD SR -T-. RIS, BB &I A Atk 5
HHRFO W BIGHRIT, BEMEDERWEED 1 mgkg D d-7 > 7 = % I UiEREE#HR G L H K& 72
2T, =V U RN LT AR B 2 Hivd . ADHD B X 5-CSRTT RCFreeMEE
BEPIBREICBWOT, AL R L TEOMRRISERZRT Z ENRESNTEY [16],
AWFFENT IS 1T B M EE O & O EEDS ADHD O EE) MO M 2 S L TV D AfRetER o 5 L& 2 6
b, EEMEOEWEHZEB WL, AEREATIE o7t DD, 05mgkg D d-7 > 7 =¥
I URERIEIC Ko T, AEFRAMKEGREE L C, MBEBIEEIK TR, BMENIC
Hot-.

AR LR MEIT 6-8 Ry R332 (6-OHDA) 245 L7277 v MI R/83 Ui s
WE S, A% 3~4 Bl o 28a4 0, Z0%E73, ADHD JGRERTHfl SN s Z &b,
ADHD OEF/VEi L L CHIF SN T2 [17]. Heffner 512XV, 6-OHDA #5-7 v h DLHE)
WKL TAd-T o722 I 0PI T ZERHRESNTND [18]. A% 3 HOREMZ v hD
MER1Z 6-OHDA A #%5- L, £ 21~51 AORIGEBEARIE Lz, MREEE LT, Afatf
KEMBIZEG- Li2T > bE AW, SR ERRER) Xdd-7 v 7 =% Ui d-7 >
T X UMERGE 025, 0.5, 1, 2 %04 mgkg) OIEIENEEE 30 0% 0D, 60 4y EES)
BZWE L. 6-OHDA #5-7 v N TlE, HEEKFOICEEELZIH L, 0.5 mgke UL - THEGH
FHICHBERIENRFEO b,

INHOHREIL, d-T 7 =X I URRBENT o BEEICRB W TR E), s & OVEE R &
WETDHILZ/RLTEY, ADHD B#EOLHE), MHEMER ONEERIITK L THERZIRRH 2
ZEHETRELTND.

26.2225 /7 IUBIELBRIINT S 4-7TIT2 I O0ER
IR 4.3-45

JEREIRREBR TIX, £/ 7 2 VI{bESE (MAO)-A KX MAO-B (Z%IT 5 d-Tv 72X 0D
YERIZREM L CUN 2R A8, Robinson (210, d-7 > 7 =4 228 MAO (ZxF L CRLEER 2 7R~
T ERREIN TS [19].

7 v MiFlgE BT YA X LI, Triton X-100 TO RIE(L, WilE7T v T =17 LA TOMIE %
1TV, MAO BEEFE N 2457 BEEIE L & d-T v 7 = # 2 U %, 35IA 3 23— b L7212,
MAO-A & MAO-B DENENDIE & LT C 1%k L 72 5-HT X% B-phenylethylamine % #301 L
TEERRISZ MG SH, 10 BRI AL, KoE&T &8, MAO-A & MAO-B IZ &
LT X JACEMIE, TN VERR T VRGIR X v THI L, G A
HE L. d-7 > 7 =4O MAO-A KT MAO-B IZ%f7° % Ki 1%, ZhZh 33.8 LO* 161
pmol/L TH Y, MAO-B & [t L T MAO-A (ZxF L CHVMER 27~ LT-.

INHDOFERMNS, VATFIXY L 72X IV DIFEHIETHD d-7 7 =% 2 1%, MAO [HE
EMEEZALTEY, MAO FREICLDE /7 2 OEFHEN ADHD (251 5 1R RICH 5
LTWDAREMD 5.
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262226 SYERNIFTTRY—LHODE/ TIVERICHT S d-7oT7T5 I UBEBRED
EF
IRAHEEL 4.3-46, 4.3-47, 4.3-48

FEERAEBRTIE, d-7 v 7 =¥ I URBEOT /7 I VEBEER 250 LTV 72023, Heal
LOWILTIL, &7 722 I0NTy NORATA AR FT T N —LbE )T IVl
HEARET S Z L3 dE SN TV D [20]. WEREER ORI T EIIH—SNTE LT, TOMS
IV DB OFEE, REEDIRE R EOERFIFIESND T, B2 D LEOK KNG,
ZTOMS ZIEE, BETHZ LIXTE WA, FHIE, 10 umol/L LA T ClEAEEM 235588 b s
e, Pt i EM 2 A+ 2 Ll L T\ 5.

Holmes H12L VD, T MEFT 7 Ry —LnbD Ry, JA7 R U o KO 5-HT il
BECXET 2 d-7 > 7 = & X URBEOERDSBRE ST D [21]. BRI, RIMECE S H %
v a R T CHREYTA XL, BODBEZ L TENEND T T R — L& L.
K F T NV —2IZ, PH]- K322, PH]-/ V7 KLU T PH-S-HTHRIML T, 4 v F =
NR— K L7RIZ, Y7 MY —2RNIZRVIAENTWARY PHI-E ) 7 U2 RET H7201Z,
L, L. 20%, d-7 07 = I U (PH]- K232 O [PH]-5-HT : 10 umol/L
~1 mmol/L, [*H]-//V7 KL+ U > : 100 nmol/L~1 mmol/L) Z¥A L, 30 2B ST,
KRR & BIBIBEL, BORTEMEREARIE L, kS RIE R ORETEYEIC KT D B3GR OBGTE
PED & W OFRIE L Lz, K22, JAT RLF U U KON S-HT R ERA OfEfE L L CTHE
H U7z 50% AR, ZhEi 11, 0.8 KT 26 pmol/L Th -7z

Rothman HIZE->ThH, BARDHHET, Jyv MU F+ 7N —LMh6D KR, JAVT R
LU KON 5-HT EBECX 35 d-7 > 7 = & X URBE OEARKRF S Tun s [22]. BiIR
b LT /MR CRIREZBRWZE0 %, LEAE 2 Gy a iR T THREY
FA XL, BEBODEEC L TENENDO T T N Y —L&pE LT, BifEEHBEIL, ThEh
PH]- RS2 08 LT PH]-/ V7 FLF U o RO [PH]-5-HT OWEREE A 5 ICH W, %35
7R Y —AIZ PH]-R/X2 2, PH]-/ V7 R U 3% PH]S5-HT 23000 T, [PH]- K232 >~
1% 30 43R, [PH]-/ A7 KLu U KO [PH]-5-HT 1% 60 53 RE1A v &% 2 — ks LI=RIZ, d-T >
7 =X URBRE AL, [PH]- K2R KO PH]-S-HT 1 5 40/, [PH]-/ A7 KLU ik
30 RIEOG S ¥ 2. £k, N AEBREIRARINL, T7 A7 4 vF— A mT 52 L
LY, KEERTEE. A7 A7 4 V¥ — IR SN EEZ, ) AEREE K Tk
B, FRIBENICTE S T EHEEEZRIE Lz, d-7 v 7 = ¥ 2 URBRIEIEIFAE Fioeh+ 5, d-
T T B U FOBIHEEOIR T &E b L ISR Lz ICs Z 818, WHEER %
R L7z, K%y, VT RLF U o KO 5-HT #EBEER O ICs 12, T Eh 248, 7.07 &
Y1765 nmol/L 72~ 7~.

INOORERIL, d-7 7 =X I URRRIEN KX >, 2 vT R U U BRONS5-HT OilEBEE
HERELTWDZLZRLTEY, d-Tr 7 =¥ IV EEHRIKRETHARER, K2, v
7 RLF U U RONS-HT OFEBHEHZ A L TS Z 2R LT 5D.
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2.6.2.3 BlRAIZEIBRER
26231 BRDZEE, FIUVARAKR—E—, 4AFF ¥R, BERUVZOMENDFIZHRT S
JDATFEXHU T2 I UDEEENNE

SEEE4.2.1.2-01
WEEEF 2.6.3.3.1

BB B RO 2 HOZHIR, NTUAR—F—, S+ TF ¥R, B RAvEY
Vy—, ATuA R, IaRFr7oVr, FRRFEOFRVEY, BEOE~TF RN
BRI DU ATHRY U 7 =2 IVOMEBAEICONWT, VUATFH 722 Iy (i
ROERZ2 L, JREE : 10 pmol/L) & M\WTC, AR Y & RiEARBIEIC IV IREI Lz, U X
TXH LT 2 I 10 umol/L IZ LB KIER Y v ROFSEEITRT 2 ESRIE, METL7- 62 ff
DRERTT T 20% K0 TH Y, e b m WA PLER TS 36% GRERMT FLT U v w2 iBE) &,
50%% 8 2 HEERITRO behroTz. LB > T, TNHLDOSEIR, NT U AR—HF—,
AT F v R, FERKONEOMIER 1 & OBMMETER TE L .E2 061 5.

HARNNRIZE T DV AT HH 7 =8 I OFEWERE/ ST A —Z 2O TIE, R 1
Y Z2FTX Y T 2 X I RET 2080, BHTE RV, LAl s, migEdy
AT XY T 2 H I VREHBICRBEAER OERGIC LD ERITRWZ LRI NLTERY
[CAEI 2.7.23.4.6 K 1N2.7222.1 HEH], SMEANEE ADHD E& (6~12 %) IZ8B1T DK
BeHE (70 mg/H) HRIBEH-RED Cpax DI KMEIE 175 ng/mL (0.664 pmol/L) [2.7.6.3.1. 2 THE ] T
Hb. LizBoT, VATXFH L 72X I 0L, TNHOZRIR, NTUAR—F—, A4
F v oL, R LK OVE OMAER 1 & BN EAER L CRIWER 2R 8L3 5 rretki kv &
BEzbhb.

26232 tOFZVFSURR—E—RUBADZIRKIZHNT D d-7o T4 3 U OEEEM
%
WAHE R 4.3-49, 4.3-50, 4.3-51, 4.3-52

FERGIRARER TIE, BHEAEA TACKRT 5 d-T7 v 7 = & 3 2 OFEEBFMEIZEEE L TV 7220708,
B 77 FEERRIE 2 IO T2 AR SR T, i ST 5 [23,24,25].

Kula 512XV, 7y PRIKEEDHRES X — FE2HWIEHRFT, 5-HT F 7V AR—F —
(SERT) (%19 % Ki 2% 10 umol/L A ETh o7z LHiE ST 5 [23].

Toll 52XV, BFEZFEEBIMIEEEZ HOVZBFIT, v DIZAER, b DZHFEK, b
N Dy AR, & b 5S-HTaZHIK, 7 v b 5-HTac ZRE KL O~ 7 A SFEHaE S 7 > S 7Y
F—<HRED A TV RRIRICREL LTz S-HT SRR 5 Ki 28 10 umol/L LA E, B b
5-HT A 2 BRIZxET 5 Ki 23 6606 nmol/L Th -7 EHE ST [24].

U’prichard 51280, 7 v MO KRE TR — M ULT v MBI B/NRZBRW TSRO AR
VR— M HOTERRET, a ZERE N e 2B T 5 KA, £ 10 LT 1.6 pmol/L
TholotfEIN TS [25].

HARN/NE ADHD B3 (6~17 %) IZB1 2 AR K H-& (70 mg/H) FH5ROHEE 7z
d-7 > 7 24 22D Coax DIECHRAEIT 250 ng/mL (1.85 pmol/L) [2.7.2.3.3.1 THEZME] TH Y, & il
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WEL NI FERF16.2% [2.6.4.4.1.1 TSR] CHE L 72 e K A R IERS & 80 21X 209.5 ng/mL
(1.55umol/L) THD. LTl oT, d-T o7 =X I VD ap KR & BEEMICHABER T 2 iTEE
PEEH DD, ZBREOERNT T=A N THDH /LT KLt U OMfIMNREEIX d-7 > 7 =
ZINCEY ERTHZE, AT RLF U od AR % Ki 13 170 nmol/L [26] &,
JNT R F Vo DOFNd-T 72X I LV L0RELRT W ENnG, d-T 07X I 00 w
SRR EEEOICHEERT A AREETRNESZS 2 oS, EOZ D, dT7 07243
VM SERT, Di, Dy, D3, 5-HTia, 5-HToa, 5-HTac, 5-HT3, o RO oo Z RAK & [EHRERIZ
FEAER U CRITER 25813 2 AlREtEIdRVW e B2 b b,
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26.24 REMEREHAR

2.6.2.4.1 PRERERICRIZTEE
MR 4.2.3.5-03
SE B 42.3.1-04
WL 2.6.3.4.1

ARIEDOFARHRERIC KT T HBIZOWTIE, RaeMSEBRER & UM U723 BRiEFE M LT
WRWAS, RIED T~ N HERE O BEGFEMERER [2.6.6.2.2 HEME] 2B\ T, —RIKEEOFHN %
Fehti LT 5. Y%k TlX, Sprague-Dawley 527 v b (BREMERES 3 f51]) 1A 0.1, 1, 10,
60, 100 % T 1000 mg/kg (d-7 > 7 =% I R © 221K 0.03, 0.3, 3.0, 17.8, 29.6 KT}
296 mg/kg) DM E THEIRR Nixb% 7 AMBIE L.

ZDORER, 1000 mg/kg HHREOME 1 BIAELE- 2 HHIZELT L, HRICBWTEERR, FEH
i, AR K2 HI00E, BIEIER L OVIMGOKIEERIEE G bivlz. £72, 1000 mgkg
BeHREOIE 1 BIA AEATENC L 2 M O R EHRAEOE(LICHE, #5453 ARICYE&RIN
7o, EBIT, 60 mgkg LA EOEGEET, #5514 2 KR LINIIFEMETCHERFRD b, Z D%k
IBEG- 2 BEE TR L. £72, %5 3 BH E CICREOARREL OMERET RO L.
$5-4~7 H BIZBWTIE, 60 mg/kg LA E OB H#E CT—HCIRBIZZLITRD 2o 7o, 728,
10 mg/kg LA T OBGEETIE, WTFNORRIZBOTY, —IREBICEIZERD oz,
PLEDFERNS, T v FA~OHEROKGIZED, KRIEIT 10 mg/kg F TO R & THREMEER A~
WL RIT X 72008, 60 mg/kg LA o B CHRAR RIS Z KIE T &Il Lz,

RIEONE T~ b S EMKER D 5 BB [2.6.6.6.5THS ] 1B\ T, —fkIREESIEE,
BEREBlESR A AL (FOB), HZSIEBEAMRAr, TR MEENS SO AT B OVK K IS 3R 2 S0t L C
W5, Mi%akBhClY, Sprague-Dawley 27 > b (BEEHELRER- 60 f51]) ICARIEA 0 (XFHREE), 4, 10
KON 40 mgkg/B (d-7 > 7 =& I HEE  ENENA 1.2, 3.0 KON 11.8 mgkg/H) OFET
At 7 Bano S EMKEROES L, BEHMT, 2 CTofEo—BRERg21T > LIk,
B REMERER 10 B DUV, AR 22 B XUFAR 23 H, B 59 H XUFARK 60 HIF NI A=74 88
A 334 89 HIZ FOB K ONH FSEBI s OWE A Fhi L, £ 62 H XUFAR% 63 H, INTAE
% 90 H X UM% 91 BICHERMEBENS SOSRBRZ 1TV, A% 52 B~ 61 H, WNTAER 76 H
~E1% 84 HIT/KHKEEARBR AT - 7.

ZOREFR, —HOREBEEICH VT, AL L L2 TOROMRE CIEBIMTIENTRD 5
Fu, 40 mg/kg/ B EGRECIX, MERECHE RITTEND, HECHIERIOMKT, LB, HIE RO 5%
DORHED, S HIZEO LNz, £, AREBEMRAICIB VT, 40 mgke/ B & GREORED £
22 H XI3AEM% 23 H L OMERED 1% 59 H X3E% 60 H THIFEEZEOKEN RS Hil, 4 KO
10 mg/kg/ H & GREDOMED A4 59 H T4 60 H THIKEARD bz, —J7, FOB, BEREM:
TS R OVKERIS I BT 23l CIlE, ASRIC X 2B LNRnoT-

LU EDFERMNS, T v b 8 MEIKERAEGICEY, AE IR LIREHETH
% 4 mg/kg/ H 7> b XA R B A J I F 3 &l L7z,

d-7 > 7 = & 2 ORI RIETEEBICOWTOAERLONE L, U TFICE#HT 5.

Moscardo H 13, Irwin iEZ & L2 TERBREICOWTRE(LEZ R L7Z2H T, d-7 > 7 =4

7y
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I UHilgYE %, HEME Sprague-Dawley 27 v b (8 f5l) K OVHEM: ICR 2~ 7 A (8 f)) IZ, ENE
20 KON 10mgkg D& (d-7 > 7 =4 I U HEE) CHRERAOKS L [7. 7 v b T
&5&1~4ﬁﬁ (R & OV E FSEB R OB /e EOBEER N BIEE SN, OO & L
, BB ORZE ST -RORIE, BEEMEMRFORIE, BMITE), BISRIER T — e
?ﬁ@ﬁﬁ@mLﬂiuﬁﬁﬁlﬁmuﬁ 23NTo. Fe, ®&EZ2 KO 4RI 7
O JE B TE) & QYK ORRATE) e & OF FITEI NG BICBE S vz, [FREEICIE, A X 541
ERFROBD K OBATHRIC T D2 D EAVITEBI OB b AR S -, &b, #E5%
1~4 NS NEEDS, FG-% 2 RERENCIRERZE PR 7R it 7 £ 0 B BRI R ORI 8, =%
R bz, £, BRI, REXOCEEORD RO L. KEIE, #5% 1
~4 I ECHER EANRD b (K TERE# 2 BERIC 22°C © BR). —F, v U AT
1%, d-7 7 =X I UK HHEERITEEEICRO T, B5% 4 REICHOTMICE R EE)
BRI LI-ORTH-o7z. £z, 7y MEE#Ey, RRIFKTL, #5% 1 FEICEER
FIRIK T OBl II 2.5°C OIET). KARETOT v bERWERFITIE, o &Rk

2, PRENTZd-T o7 =2 I OBREFER, BEREMERIEN A OMKE EAPBIZE S TR,
d-7 v 7 = 2 I UEBE 2 5 U 26 A RTE) L OWRATE 2 E o RITENS, HER KR
oz, —F, SUATIE, d-T 7 =% 3 XD EEITERCIRE L 72 E o TEN
FIERARD LT, TRINCHEERANBE S Rrol. RRETIE, ZOEWE -7
Y7 =2 H I OFEBERNH T 5~ U ADBZMEITERT 5 LHER LTV D.

Himmel 51X, HEREDOFTAENR (2 Hlw), MEHEOIAE (4 8lE) K OREMERZ (8~9 1 r) Wistar
FRT v MM, d-T 7 =X 0.5 KOS mgkg DR CHREIR TR L, R REREIC
X9 D HBAE A L7z [8]. BKEAT v b TIE, HERFHR —BRIERICRT 2 ENBIE I
(25 - 0.5 mglkg), H5HK 1.5~2 FEHICRKROEENEO b, Fio, A7 v T
%, d-7 7 = # I  5mgkg BGHET, &5% 2 RRICIREE, STRE, RBHEE, B, ®
[FATE), BIEBLE, FEER, WS, KR OMEARIC 3 5 i OIS A Bl S,
BERROSET v T, RERICRERICRT 2 EEREE SN, HERT v b T,
B FEB LESCH [FATENIGR O D2 h, ZBRKOSMTRE IR T v MIEBEEICITRD S
Nighotz. £, AT v FTlE, d-7> 7 =4 205 mgkg #ERET, BE#% 1~1.5 FFH]
%Wﬁ&bt%mkﬂ# OB, Ty FTHREERTH 722, FAERT v M TR
WENRD N7

Gwm@ﬂLTﬁ?#w%mWT%%ﬁgf FEATG 5 2 REIE L 72 1T, 4 Bl O REME Y 11T
V7I5i7ﬁ@ﬁ%32myg®ﬁ%(&5%@%@ ﬁﬁ&b)f@@%ﬂ&ﬁbt[}
ZORER, BIER T, IRIR, @IEE) X O RRF O BRSSO b7z,

Tontodonati & 1%, E—72 /LA X % H\THERITEN A K OV ML RIS)HT 5 822DV CH
%ﬂﬁbt#ﬁ%ﬁ?@4%@ﬁﬁf~7w4ﬂmd7y7m&i/MMﬁ%mﬁ%MMi
0.75 KO 1.5 mg/kg D& (GEOEMEITFHZR L) T, 272 & 64 3 OG- L
O AR O &G L, IREhE, —BOREER OMRIR & B 5% 24 Ef £ CEIE L2 [10]. £
FER, —MIEIRIZIBW T, WRISOS K OVE RITTE 2 & o ik B (E 28 l &R EICEO b
7-.
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26242 DMERICRIFTHE
2.6.2.4.2.1 In vitro hERG i%E&

S E &R 4.2.1.3-03
WEEF 2.6.3.4.1

hERG T v /L% 3Bl 7= HEK293 #ifa % 1 BEdH 720 4~5 B L=, MR (0.1%
dimethyl sulfoxide), A% (U AT W7 =¥ I AL 50 ug/mL) Xidd-7T > 7 =X
WRBRYE (d-7 > 7 =& I AR 5, 15 LS50 pg/mL) @A L, m— kv Fr T
TVEIZEK Y, hERG T v R/VER (7 —/VE—27 &) 2T OEY A& #H% 10 4
WRIE L, EROMHIRLEH L.

T DR, AR OAHK 50 pg/mL 8 HHEC 1T D hERG F v R/VEFRMHEIERIL, £hEh
183% K N 83% TH Y, RIIAERIMMNEL RIS ool —J, d-7 07 =2 I URifEHE 5,
15 % TOV50 pg/mL i HAREIZ 351 D hERG T v RV E T % i-%h%h&6%@%4%&0%7%6
TH Y, 50 pg/mL #AFEZB W CTHE RGO ST, EHIIHERIL 50%ICE L TEH
T, IO DOFRERNDHETE I A7z 25%BHERRE T 31 ug/mL TH -7z,

2.6.24.22 A XODLMERICHT H51EH

AT R 4.2.1.3-01
WEE 2.63.4.1

B TOMES 2 HlOE—7 1A X (IKE : 7.0~128 kg) &, A h~FTH—LF R 7L
(BE5-E 0 10 mg/kg) FRIRNEEGIC X 0 FREE L7215, NI FCA Y 70Ty (BE : 2.1%~
4%) W ANFRERIC X0 R IR A fE R S 7. MRS 1 Bl XI21E, SR (EBRRIER) WO

WZARSK 0.5, 1 OV Smghkg (d-7 > 7 =& I VR E 22189 0.15, 030 XN 1.48 mgkg) O
Bz, 30 4r[EFE Tt EEIRN R G5 (G0 E - 1 mL/kg, $H#E 2 mL/4y, BGREHE
3.5~6.474y) Li=. BIOMEES 1 Bl X120E, BRI NS d-7 > 7 = & /%&Womzom4
K ON2.02 mglkg (d-7 > 7 =4 2 UHEE  £90.15, 0.30 KON 1.48 mg/kg) % [RAEICES LT,
M (OGHE, SRR R OSEME), O, Ol E, AOEE, AOSEIEREE, Ao
éfﬁki%h#@@f%% Z—L, HHEAI KOG 1 0EIZHE Le, £70, &850,
BT EE KL OEE% 30 pIcBiF 2 0ER GBS L.

AFE 0.5 mg/kg BEHIT LD, mlE, DR, ADSEIE R OVELELER KRS B0 S T
my, SAEUERED Lis, R 1 mgkeg TGS R0, M, gk, OMHE, ALEE, £
D ELIERIIE R OV DS R RN S B2 0 AN U7z, AR3E 5 mg/kg & 51280, /T,
DA, AADEEROELEERRSLD B30 I, O &R O LSRR R
A Lz, 26 OB BIT 54K 15~25 00D b, 544 30 2000 EX CIERE
ARAMELES STz

—J, d&-7 7 =X I URBEOSGEE, WTHOHREIZEWTY, ME, O,
N OVELELENEEML, 0202 mgkg #5280, ELEERRSLS BN SESEMN L.
72, WTHhOHEIZEWTY, EOEIRARMEL, BEEZNOHMLER, 5% 8~

SDE VB ER LU, DEXTIE, M1 BT, d-7 7 =2 2 Ui 0.202 mg/kg 5T
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BRI ODEMEIISMGENBIZR S, 0.404 mg/kg F 57 30 70 KT 2.02 mg/kg % 5-4& T E#£ 121X
TASENRD BlLE S 7.

ARRBRL, &FEWE 30 /R Tl LG L TR Y, EHAETOLME R T A —H
ZRT D ERANEIE L CTOZRWVIREE T, AES G Sz, A3K 0.5 KON mgkg #5112 X %
RAVERIE, #514% 25~30 5 DR TERO LIV TWER, d-7 07 = ¥ I URigER 512Xk 5
BAVEMIZ, BEEBISGEDOOND ZENEhoTm. EERLICAEL N d-T > 7 = & 3 U
PR D b B HEFFIRN 51 K 2 Dl E RN T A — % OFREFEEZE 2.62.4-1 IT7-7.

RIEFF RN GZ L DRI X O IE RSN T A =2 3T 1A O 5 B, DiasiE, A%
0.5 mg/kg & GRFIZIXU> Uie (fF B D3A4 U7 BEO SKGHERE & HER) 23, 1 OV 5 mg/kg B¢ 5-
RRIZIE, d-7 v 7 =2 I URgERGREEFR UM L. ZOMoLmE R/NT A —HZ 2D
WTIE, d-7 o 7 2 X I VB TERD d-7 v 7 = & I VBB SR 512 X 1A & JE
LTV, ZOERIFRETHY, HONITHBL LT,

F 2.624-1 KA XU BBEAIT ONCARRE N d-T > 7 = F 2 L RERHL 0 B B B A R

A d-7 o7 I
g Y
DE ST A—H JUREN 0.5 mg/kg RN it i

0.202 mg/kg

0.1 kgl? ,

[ 0.15 mgfke] [£90.15 mg/kg] *
Nt 90 91314 417 2423 1262
m—aﬁ/ﬁﬁmh—:‘ 11 13,14,30 38 27 223 1502
R i 111344 3977 2% 1377
TSR 630 —2116 —3 25-27,29.30 303
DR E 193 137% 352 662!
E:D%E 213,14 3627 -3 21,25,30 1392
EL‘%E%jﬁj% —32126 —31 —322 —63°
BV HEE (Hb)
EIE\EE%kﬁ% 214,15,29,3() 53 28 35,14,15 138 27
BV EE )
JE D SRR AR 41 217 133 1551

SEEME (n=2) [ L& O, BAELERFED LIRS (EERENL D) 287
a:ERE (] NICd-Tr7 =4 I B EERT).

d-72> 7 =2 I OLMEIZRIET

B OWTORAEMLONE %, LUNIZREHT 5.

Tontodonati &%, KHE FD 4 FIOMEEY — 7 NV A X2 d-T > 7 =& I URERIEZ 0 (XFR),

0.25, 0.75 XU 1.5 mgkg D& (FGEOEHETLE AL L) T, 2 & b4 3 HREOKRELM
Wzt <, WHHEERROREG L, E, O, OERZRG% 24 R £ TEIZE LT [10].
ZORER, d-7 7 = H I UREEEE, AR ME EF 2R LIS, DGR IEOFR
BEL 70D QA BIBR 2 fEAE S 7. Do EFIE, 1.5 mgkg 5% DA TRO LT,
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26.2.4.3 MIRRICKIZT =

28R

1

|

\!
il

AFAT R 4.2.1.3-02
WEEF 2.6.3.4.1

Ha s T OHEME Hartley SRE/LE > b (BRE4H)) %2, UL X0 (558 1.4~1.5 gkg) DOIENK
N G2 X0 R U7, AREEZ 0 GREFREY), 1, S MOV 75 mgkg (d-7 > 7 =¥ I UHEE - Zh
203, 1.5 LT 2.2 mgkg) OFET 30 05 1 3 UIN O CHEEIFARNERS- L, &iEIC
BELLLIT =T VIO BENEZRET S &L, [EICEELZIT—7 /XY whole
body plethysmography /5% FHWC, #GRIK O 5% 55 Tld 1 o8, DER5%30 5% T
X 5 EOMRE, 1 EHRE, SRR, [ERPIE M= 7 I 47 2R ERIE L.
S FRBEIC A (RERAIR) 245 L.

BN ST A — 2 DI REARE T 26242 18T, AF 1 KOS5 mg/kg HERETIE, BEA
SERRRE & I L C, SRR T A =2 Tt DA BEREEITBE I oo, —F, A
7.5 mg/kg BEHRETIX, #5#% 20~25 DICoRHKEO A B REINARD biviz. £, RHK
EERG L2 TORET, MREL O RHRREDR, BGRIME L s U CRE SR~ ITHIN L
7z. IHIT, AHS5 mgkg BERETIE, BEZ2 LD 103ICBNTOL, 1 EHSED, &Y
AT & HelE U Cod s L7-.

3 26242 HEEENLTE Y MIEBT B ARIERBIEFIRNE G-REO R T A —H O KELE

RIS 55 (mg/kg)®

R 8T A — 5 LR 1 [ 03] 5[ 1.5] 7.5 [§2.2]
=y 7547 % g3 47 2! 16°
R 1 37 357 45
| 930 42 20° 1325
DN 16" 287 - i

PIE (n=4) [ BT & OMEIE, B RZELRDFED DM R (B GBLG 5O 237

a:

[1NIZd-T v 7 o# I U HREELZRT.

SOEHEPUT, WTHOEEETY, £0.01 cmH20/mL/sec L FOZELTH Y, AFRITITTZH L TR0,

2.6.2.5 ENFHMEYHEERRER

2T MR L.
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2.6.2.6 EERULER
2.6.2.6.1 REDQFREEIER

ARIEDOIB LR A A SIS T D720, MNT S T 2 U ARSRIS KT DA b 53T & O
TR AT B3 24T HhAEAT 2 S35 & LT, WOl o BIVE R 2 3556 9 5 rlRet: & st
L.

In vitro FEEFRBRIC L VRFT LTIERER, VATI Vo 72200, d-T7 v 7o I b3
720, NET XU DAT (T 28t 2R &9, SMALEH ko 2 o AR, F7 2%
Rl —, A FTFXFN, BHRAvEL DY —, ZATOAR, TRRAEZTITD0, R
BRI OFRNVE S, MEOIG~TF RIEONCEER ISR U TR EZ R S a2 & L7,
—F, A¥EEZ v MIHRBRROBES L, “E7 a—7#/NENTEE O CRITEERTRCE & U4
KOS E /) 7 2 VREZJIE L BRICB W T, MSERT R E OMfass KX v, ST R
LU o ROV S-HT RN ONTHRER O MRS R/ 2 ROV S-HT JREAEI L, AiSERTEZE T
D RRIVREC VT RUF U U ROBEEET CNTREGRRTO KX U ROBEEA RIS 2
ZEWREINTE. INOLORERNG, VAT XV T = X I BRI REER T e KT
TTHY, KIED invivo TEFIL, IEHAETHDLd-T o 72X I Lo TREINDEEZD
no.

¥, d-7 7 =% 0 ADHD (TR D 1RFN R OEIEFF L, SERICITMENL STV 7R
WS, NET J2 O DAT BEE AN ONTIMNIZ BT 5 2 v T KLt U o RO R v ol RiED
FER, VT T AMBRO /LT KU U U RO RN VRENEINT S Z EICRERTLEEXDL
T [1.2]. £72, d-T>r7 =% 0%, MAO OFFWEERE LTERAL [19], ZO1EH
&5 ADHD (Zx1 T B IBHIRICH G L CW D MR H 5 [1,2].

E &1L ADHD O EERERO—>TH Y, BB Z R 9 BE WA 3 IRk 2R
HDH. FET v N ERGREMEE S FRET, BB 2EEEOFMEET L EE 2 B
TRy, KEOEHIE~OERME & LTHEET V2RO Gz 525 Lz, ZORE5, A
X, ST v b A AW BEMEE S FEEIC B W CEBIAITE AR S 2 L b, BED
W A 1 0 IR S [711C & H ADHD & OIS L CHIRRAIR AT T 5 2 ENRmle s
5.

ADHD JERLFICTH 5T 5 L B DNDMAND T a— LT I AFBWERRR O, 1R
FENRIZT T, BREE L~V OB, 1SEYETTHE, AR O PG ME: O BITEH OJFIR & 78 -
TW5 [1,2]. 2T, REXFATFNVT c=F7— MNERIEZ &5 L7 v N & W T, ADHD
FERBCE DFRIE & U CRABOMAaS R REZ, PHRORMPEOREITER OFEE L L TH%
EBROWME, TNERET D2 LR, REROAFNLT = =7 — MNEBEOER %
g U7z, AR EORWER 2 R HE Th 2 AR 152 mgkg (d-7 > 7 = & I VHEER G
& 45 mgkg) KOATFNT = =7 — NEEEE 30 mg base/kg HA[AIH% 115 H-REDORREAR Dl sk
RS UREE & ASERN RO MBI OV TIRNT Lo 58, AT, MERoMiast K3 g
JEE TR TR— 2T A AEICK L TR 360%ICF THMSE, AF L7 ==F— MNERRIE (&K
TR—Z T A EIZ% L TR 240%I2E THEN) L0 EWEINEZRLIZIZH 2 0bbT, ARE
FEOHIMIATF L7 =7 — MERE I VRETHL Z LRSI, 202 Enb, ARIK
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X, B MZBWT, AF N7 == — NMERBE L FREH 20Tl Eofilast KX R
EERZRLIZGAETH, AF N7 ==F— MERIE X PHOEREMEOBRWER 275 LIz n
ZENHIRFEND. Eo, d-7 7 2 X I UBETER (1.5 mgkg) OAIEK 5.1 mgkg KON d-
T U7 B URREEEAY 2.0 mg/kg HURIIEEN G A e U 7oA, ARSKIE, B TER) & & RS
ROFMIIL R3S RE L OBURICBWT, d-7 > 7 = & I VR L 1382 e 5B 2R L.
d-7 v 7 = &2 I UK, BRESNEZ AL LR TRIBICHMS 2 LI, BEEROM
Jagh /82 LRI A AR D KRIEICHIN S B2 (R—2 T A4 UEISH LT 1300%) 2%, A3
1%, BEEOMIEAN RS REZ RIBICHIN S E 72 (RX— R T A AEIZK L TH) 800%) S
TH, HEEHEOHEINIBE Tho7o. RERERD d-7 0722 IU10%, d-T7 7 =43
UHREBE I GIRE LY Tinax D3BIE L, Crnax DA T 25 & W o T 3B RE P RS A T, AR
25, ADHD VBHRICHTH G- T2 & B DN DMEEROMISt RN AREZEMS LA T,
HOR R E D BIVE R DFEEE & L7z B3 B OB A M S &, ARIEOWIEMANRE LD 5
RE R O KA T IS d-7 > 7 = Z I VBB L VBN L ORKTH L EEX DD,
L7=oT, AL, B MIBWTS, d-7 7 =& 3 URiEeH X 0 ot o e %2 3%
LI W Enlif s RS,

2.6.2.6.2 TEMIEEHAR
26.26.2.1 AEDRLMEEAR

AL, 50 pg/mL (U A7 FH 7 =& I UHRIREE) T hERG 7 v /L& 2 #ifl L7g-o
e, d-7 7 = 2 URREEEE, BEEEICHIEI L, D 25%AERE L 31 pg/mL (d-7 T = &
I UMBERE) Tholo. ek, HAA/NE ADHD #BE (6~17 %) (2B DR KkBE5-8 (70 mg/
H) &GRFOHEE SNT2d-T > 7 = F X 2 D Crax DI KEIZ 250 ng/mL [2.7.2.33.1 HSZ ] ThH
D, b MES R EEAER 162% [2.6.4.4.1.1 THEM] THIE L 7= K m g i IERE SR
(209.5 ng/mL) KTONZ D 25%FHLEPE (31 pg/mL) ORIZIE, K 148 (DO EENFRDO HND.

BREEA X DO RICKTT HERZ TR LRI NT, d-7 v 7 = & I Uil % iy 5
FEFARNR G L7256, #EEEERKE LZMERMARD Sz, £z, AREKoOMiHEEE
RN G- CTH, FROIERBBEINTD, BEZRERTH D LI, 0.5 LU0 mgkg 5K
DIFKNERL, BEH% 25~30 3 ORERTRD bz, A XITAKRIEE 30 00T TEIRNE S L
D d-T 7 22 I D Trax 13 1.00 K TH D [2.64.32. 7S] Z &b b, KlRIZE
T ALMERNNT A= ~OIERIE, VATV 722 IV OIEMETHD d-7 0 7 =24 3
VNCERET DS ZENRRBENTL. S HIT, RRICKITTEELZFTRDHRITIHB N T, AR
IR G2 K0, BRFEELE > b ORFIRER OV R E DN DSR2 ([HIIN L, ARE
7.5 mg/kg B GRETIE, BG4 20~25 I HRR E O B MDD i,

ARIED HFHEARER I AT T B O TIE, ZAaMEIEBERER & U COMN. L7333 L ¢
WRWS, ARED T v N EERE DG R [2.6.6.22 TS 128V T, 10 mgkg UL RO
R TIT—BOIREBIZEBITFE D e > 7o i3, 60 mg/kg LA EO B 51 CIHEIETLED R 51,
HARAFR RIS B Z AT T LT L7z, F72, AONE T » b 8 MM RKER 085 R
[2.6.6.6.5 THZM] 2B\ CIX, 7T (4, 10 XUV 40 mgkg/H) O GHET, FOB iR, TR
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S EOG M ORI RIER TIIARIER G L 2 BITRD oo 7oid, —BIERBIZIZ B W
T, 2 COEGRETIEHETTERN RO Z L, 4 KOV 10 mg/kg/ B 5RO METH I ER O
A FED ST Z LD, 4mglkg/ B 2D HHEARE R~ A K IF 9 & L7,

2.6.2.6.2.2 #Eif
RIED LM ORI 5IC L0 R b OB, d-7 v 7 x5 I DnE
AT SN2 ARIR TH I IRIE S L TR L7e -7 v 7 = & S U RIRI 5-02 &
D FD BT & BRI D B AR LM LT

2.6.2.7 H%
XKL, ACH oy aTicitd# Lz
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Abbreviation Content

Approx. approximately

Cinax maximum plasma concentration
DA dopamine

DAT dopamine transporter

diHCl dihydrochloride

DOPAC 3,4-dihydroxyphenylacetic acid
GLP Good Laboratory Practice

HCI hydrochloride

hDAT human DAT

hERG human ether-a-go-go related gene
5-HIAA 5-hydroxyindoleacetic acid
hNET human NET

5-HT serotonin

HVA homovanillic acid

ip. intraperitoneally

LDX lisdexamfetamine

NA noradrenalin

NET noradrenaline transporter

PFC prefrontal cortex

PND postnatal day

p-o. orally

Thax time to maximum plasma concentration
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26.3 EEABRBESR

26.3.1 FEERER: —EX
Test Article: Lisdexamfetamine (LDX) dimesylate
Type of Study Test System Method of Administration Testing Facility | Study Number Location in CTD

Primary Pharmacodynamics

Binding affinity of LDX to Human DAT, In vitro, V01388M-SPD489 4.2.1.1-01
catecholamine transporters human NET LDX diHCI (1 nM - 10 uM)

Effects of LDX dimesylate and Juvenile Male Wistar Oral, LDX dimesylate (4, 8, R3846M-SPD559 4.2.1.1-02
d-amphetamine sulphate on impulsive | Rats 16 mg/kg); d-Amphetamine

behavior sulphate (3 mg/kg)

Effects of LDX dimesylate on Adult Male Oral, LDX dimesylate (Approx. R3851M-SPD489 4.2.1.1-03
extracellular concentrations of Sprague-Dawley Rats 1.7, 5.1, 15.2 mg/kg)

monoamines in the prefrontal cortex
and striatum and locomotor activity
Effects of methylphenidate HCI on Adult Male Oral, Methylphenidate HCI (3, 10,
extracellular concentrations of Sprague-Dawley Rats, | 30 mg base/kg)

monoamines in the prefrontal cortex
and striatum and locomotor activity

R3852M-SPD489 4.2.1.1-04

Effects of LDX dimesylate and Adult Male Intraperitoneal , LDX dimesylate RO1878M-SP0489 4.2.1.1-05
d-amphetamine sulphate on Sprague-Dawley Rats, | (Approx. 5.1, 16.9 mg/kg);

extracellular concentrations of DA in d-Amphetamine sulphate UK

the striatum and locomotor activity (Approx. 2.0 mg/kg)

Secondary Pharmacodynamics

Binding affinity of LDX to 62 different | Sixty-two different In vitro, V01386M-SPD489 4.2.1.2-01
binding sites binding sites LDX (Salt: no description, 10 uM) , USA

Safety Pharmacology

Effect of LDX dimesylate on central | Rat/ Gavage, LDX dimesylate (0.1, 1, 10, | |NNNNNEIN. | R0OI1370M-SPD489 | 4.2.3.1-04
nervous system Sprague-Dawley 60, 100, 1000 mg/kg) DE

(no GLP-compliant)

Effect of LDX dimesylate on central | Rat/ Gavage, LDX dimesylate (0, 4, 10, | [Nl | Ro1363M-SPD489 | 4.2.3.5-03
nervous system Sprague-Dawley 40 mg/kg/day) Canada

(GLP compliant)
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Type of Study Test System Method of Administration Testing Facility | Study Number Location in CTD
Effects of LDX dimesylate and hERG transfected In vitro, LDX dimesylate V02044M-SPD489 4.2.1.3-03
d-amphetamine sulphate on hERG tail | HEK293 cells (50 pg/mL as LDX); , UK

current d-Amphetamine sulphate (5, 15,

(GLP compliant) 50 pg/mL as d-amphetamine)

Cardiovascular evaluation of LDX Anaesthetized Beagle Intravenous, LDX dimesylate (0.5, DO01385M-SPD489 4.2.1.3-01
dimesylate and d-amphetamine Dogs 1, 5 mg/kg); d-Amphetamine PA,

sulphate sulphate (0.202, 0.404, 2.02 mg/kg) | USA

(GLP compliant)

Respiratory evaluation of LDX Anaesthetized Hartley | Intravenous, LDX dimesylate (1, 5, ' V01384M-SPD489 4.2.1.3-02
dimesylate Guinea Pigs 7.5 mg/kg) PA,

(GLP compliant) USA

Abbreviations: DAT, dopamine transporter; NET, noradrenaline transporter; diHCI, dihydrochloride; Approx., approximately; HCL, hydrochloride; GLP, Good Laboratory Practice;
DA, dopamine; hERG, human ether-a-go-go-related gene.
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26.3.2 MAEHEMITLHHER
2.6.3.2.1 Binding affinity of LDX to catecholamine transporters

Test Article: LDX diHC1 | Location in CTD: 4.2.1.1-01 Study Number: V01388M-SPD489
Test System | In vitro binding assay
Evigl;t;"n Binding inhibition (%) for NET and DAT sites

[’H]-Nisoxetine binding to human NET (hNET)
Binding assays were performed with recombinant hNET, 1 nM [*H]-Nisoxetine, and LDX diHCI at 1 nM,100 nM and 10 pM in replicates. Reaction was
carried out by incubation for 60 min at room temperature. Nonspecific binding was defined using 1 pM desipramine.
Experimrental [PH]-WIN35,428 binding to human DAT (hDAT)

Method Binding assays were performed with recombinant hDAT, 3 nM [’H]-WIN35,428, and LDX diHCI at 1 nM,100 nM and 10 pM in replicates. Reaction
was carried out by incubation for 60 min at 0°C — 4°C. Nonspecific binding was defined using 1 uM GBR12909.
The radioactivity trapped onto the filter was determined, and assessed the inhibitory activity for ANET and hDAT. Average values were calculated from a
single experiment (n=2). No binding acitivity is defined as producing between -20 and 20 persent inhibition of radioligand binding.

When tested at a maximum concentration of 10pM LDX, the percentage inhibition of binding of [’H]-WIN35,428 at DAT sites and [’H]-Nisoxetine at
NET sites was less than 15% and was considered to be negligible.

Tabular Summary

Results Conditions Binding inhibition (%, average: n=2)
Binding sites Radioligand Test Article 1 nM 100 nM 10 uM
hNET [*H]-Nisoxetine LDX diHCl 8.15 —-11.75 13.89
hDAT [PH]-WIN35,428 LDX diHCl —10.46 11.52 —-0.71
Noteworthy | LDX has no affinity for recombinant hNET and hDAT.
Findings
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2.6.3.2.2 Effects of LDX dimesylate and d-amphetamine sulphate on impulsive behavior

Test Article: LDX dimesylate, Location in CTD: 4.2.1.1-02 Study Number: R3846M-SPD559
Comparator: d-Amphetamine sulfate
Test System | Juvenile Male Wistar Rats
Evaluation
Items

The number of choices for the large-but-30 s delayed reward in the T-maze

Sixty-two male Wistar AF rats (weaning at postnatal day 22 — 23, 11 — 18 rats /group) were used in this study. Animals were restricted diet during the
experimental period. The experiment consists of habituation, training and testing phase.

Training phase: After the habituation to the test apparatus, the animals were trained to choose between a small food reward (20 mg/ pellet, 1 pellet) and a
large food reward (5 pellets) that was placed in the goal box. Within four to ten sessions, all the rats selected the arm giving access to the large reward at
more than 80% of the trials. Henceforth, rats underwent training in which a 30s-delay was introduced before access to the large reward. Training was
carried out until animals selected the large and delayed reward at 1 trial or less out of five during three consecutive sessions.

Testing phase: Drug testing (starting at postnatal day 34 — 36) was conducted over six consecutive test-sessions of five trials each, during which the
access to the large reward was preceded by the delay. Test sessions were consisted of two Control pre-drug sessions on day 1, two Drug sessions on days
2 and 3 and two Control post-drug sessions on day 4. The second Drug session occurred 24 h after the first one. Placebo (60% PEG400 + 40% sterile
water) was administered orally (p.o.) 60 min before the first Control pre-drug session and before the first post-drug sessions. LDX dimesylate [4, 8 and
16 mg/kg (Approx. 1.2, 2.4 and 4.7 mg/kg as d-amphetamine, respectively), n = 11 in each group], d-amphetamine sulfate [3 mg/kg (Approx. 2.2 mg/kg
as d-amphetamine), n=11] or placebo (n=18) were administered p.o. 60 min before each drug session (i.e. they were administered twice, 24 h apart). An
increase in the number of choices for the large-but-30 s delayed reward was used as an index of improvement of impulsivity. For each animal, the
number of choices for the large-but-30 s-delayed reward was calculated on Control pre-drug sessions, Drug sessions and Control post-drug sessions.
Each number of choices for the large-but-30 s delayed reward in Control pre-drug sessions, Drug sessions and Control post-drug sessions was
abbreviated as LR (Pre), LR (Drug), and LR (Post) respectively. A difference was considered statistically significant at p< 0.05. The effects of
compounds on the tolerance to delay of reward were analyzed by within group comparisons.

LDX dimesylate at all doses increased the number of choices for the large-but-delayed reward. LR (Drug) of LDX dimesylate (16 mg/kg, p.o.) and LR
(Drug) of d-amphetamine sulfate (3 mg/kg, p.o.) were significantly higher than respective LR (Pre) and LR (Post). LR (Drug) of LDX dimesylate

(4 mg/kg, p.o.) was significantly higher than its LR (Pre) and tended to be higher than its LR (Post). LR (Drug) of LDX (8 mg/kg, p.o.) tended to be
higher than its LR (Pre) and was not significantly different from its LR (Post). LR (Post) of LDX dimesylate (4, 8, and 16 mg/kg, p.o.) and LR (Post) of
d-amphetamine sulfate (3 mg/kg, p.o.) were not significantly different from respective LR (Pre).
Tabular Summary *p<0.05, **p<0.01 vs LR (Pre), "p<0.01 vs LR (Post) by within group comparisons
Results Group LR (Pre) LR (Drug) LR (Post)
Placebo 1.28 1.67 1.61

LDX dimesylate (4 mg/kg, p.o.) 1.18 2.64° 1.36

LDX dimesylate (8 mg/kg, p.o.) 1.18 2.18 1.45

LDX dimesylate (16 mg/kg, p.o.) 1.18 3.557 1.82

d-Amphetamine sulfate (3 mg/kg, p.o.) | 1.18 2.827" 1.73

Experimrental
Method
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Noteworthy
Findings

LDX dimesylate increased the number of choices for the large-but-delayed reward in the T-maze procedure, i.e. decreased impulsivity.
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2.6.3.2.3 Effects of LDX dimesylate on extracellular concentrations of monoamines in the prefrontal cortex and striatum and locomotor activity

Test Article: LDX dimesylate | Location in CTD: 4.2.1.1-03 | Study Number: R3851M-SPD489

Test System | Adult Male Sprague-Dawley Rats
Noradrenaline (NA), DA, serotonin (5-HT), 3,4-dihydroxyphenylacetic acid (DOPAC), homovanillic acid (HVA), and 5-hydroxyindoleacetic acid
Evaluation (5-HIAA) levels in the prefrontal cortex (PFC)

Items DA, 5-HT, DOPAC, HVA, and 5-HIAA levels in the striatum

Locomotor activity and behavioral observations (sniffing, rearing, chewing, and circling)
A dual-probe microdialysis experiment in free-moving rats was carried out in combination with behavioral tests. Male Sprague-Dawley rats (250 —350 g
bodyweight; 6 — 7 rats /group) were used. Two concentric microdialysis probes were stereotaxically implanted bilaterally into the PFC and the striatum.
Rats were allowed a recovery period of at least 16 h with food and water available ad libitum. Dialysate samples from the PFC and the striatum were
collected simultaneously from freely-moving rats at 15 min intervals from 60 min before drug administration until 5 h post-drug administration.
Locomotor activity was recorded by automated means as the total time spent active during each 15 min interval throughout the study. Behavior
observations were carried out for 5 h after the administration of LDX dimesylate. LDX dimesylate [Approx. 1.7, 5.1 and 15.2 mg/kg (0.5, 1.5 and
4.5 mg/kg as d-amphetamine, respectively), n=6 — 7 in each group] or vehicle (deionized water, n=6) were administered p.o.
LDX dimesylate (Approx. 1.7, 5.1 and 15.2 mg/kg, p.o.) resulted in a significant increase in NA and DA efflux in the PFC and DA efflux in the striatum.
LDX dimesylate (Approx. 15.2 but not 1.7 and 5.1 mg/kg, p.o.) resulted in a significant increase in 5-HT efflux in the PFC and striatum. LDX
dimesylate produced a decrease in the extracellular concentrations of DOPAC and HVA in the striatum. LDX dimesylate had no significant effect on
DOPAC and HVA levels in the PFC. LDX dimesylate (Approx. 15.2 mg/kg, p.o.) resulted in a dose-related reduction in DOPAC levels in the striatum.
LDX dimesylate (Approx. 1.7, 5.1 and 15.2 mg/kg, p.o.) reduced HVA levels significantly. LDX dimesylate had no significant effect on 5-HIAA levels
in the PFC and striatum. LDX dimesylate (Approx. 1.7 and 5.1 mg/kg, p.o.) did not significantly increase locomotor activity at any timepoint. At the
highest dose (Approx. 15.2 mg/kg, p.o.), LDX dimesylate resulted in an increase in rat locomotor activity from 45-300 min post-drug administration.
The maximal increase in activity was at 60 min. LDX dimesylate (Approx. 5.1 mg/kg, p.o.) exhibited a noticeable increase in overall exploratory
behavior as an increase in sniffing, rearing, chewing and circling. LDX dimesylate (Approx. 15.2 mg/kg, p.o.) exhibited an increase in sniffing, rearing,
chewing, and circling behaviors.
Tabular Summary
Results Significantly maximum increases

Approximate between 0 and 300 min Main change .
dose of LDX (% of baseline) Locomotor Behavioral

dimesylate activity observations
(mglk ) PFC
mg/kg, p.o.

Experimrental
Method

Striatum PFC Striatum

NA | DA | 5-HT | DA | 5-HT |DOPAC | HVA | 5-HIAA | DOPAC | HVA | 5-HIAA
1.7 305 | 182 | 118 | 156 | NS — - - (@) l - + Absence

5.1 306 | 254 | 92 | 214 | 168 - - - @) l - + Observed
15.2. 529 | 296 | 284 | 364 | 359 - - - l l - +++ Clearly observed

NS = No significant change; | = Significant decrease; (|) = Decrease, but not significant; — = No change; + = Increase slightly;
+++ = Increase remarkably.
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Noteworthy | LDX dimesylate potentiated noradrenergic and dopaminergic function in the PFC and dopaminergic function in the striatum at doses producing very low
Findings levels of locomotor activation.

-10-
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2.6.3.2.4 Effects of methylphenidate HCI on extracellular concentrations of monoamines in the prefrontal cortex and striatum and locomotor activity

Test Article: Methylphenidate HCI | Location in CTD: 4.2.1.1-04 | Study Number: R3852M-SPD489

Test System | Adult Male Sprague-Dawley Rats
DA, NA, 5-HT, DOPAC, HVA and 5-HIAA in the PFC
DA, 5-HT, DOPAC, HVA and 5-HIAA in the striatum
Locomotor activity and behavioral observations (sniffing, rearing, chewing and circling)
A dual-probe microdialysis experiment in free-moving rats was carried out in combination with behavioral tests and microdialysis. Male
Sprague-Dawley rats (250 — 350 g bodyweight; 4 — 7 rats /group) were used. Two concentric microdialysis probes were stereotaxically implanted
bilaterally into the PFC and the striatum. Rats were allowed a recovery period of at least 16 h with food and water available ad libitum. Dialysate
samples from the PFC and the striatum were collected simultaneously from freely-moving rats at 15 min intervals from 60 min before drug
administration until 5 h post-drug administration. Locomotor activity was recorded by automated means as the total time spent active during each 15 min
interval throughout the study. Behavior observations were carried out for 5 h after the administration of methylphenidate HCl. Methylphenidate HCI (3,
10 and 30 mg base/kg, n=4 — 7 in each group) or vehicle (1% methylcellulose in deionized water, n=4 — 6) were administered p.o.
Methylphenidate HCI at each of the doses tested showed a different mode of action on extracellular levels of DA and NA in the PFC. Methylphenidate
HCI (3 mg base/’kg, po) only increased DA, but not NA, efflux in the PFC. Methylphenidate HCI1 (10 mg base/kg, p.o.) produced further increases in NA
efflux than DA efflux in the PFC. Methylphenidate HCI (30 mg base/kg, p.o.) produced remarkably increase in DA and NA efflux in PFC. On the other
hand, Methylphenidate HCI (3 mg base/kg, p.o.) did not increased extracellular DA levels in the striatum. Methylphenidate HCI (10 mg base/kg, p.o.)
produced slightly increases in DA efflux in the striatum. Methylphenidate (30 mg base/kg, p.o ) produced rapid and profound increases in DA efflux in
the striatum. Methylphenidate HCI (3, 10 and 30 mg base/kg, p.o.) did not significantly change cortical 5-HT efflux in the PFC, but striatal 5-HT at 30
mg base/kg transiently increased and followed by significantly decreased. Methylphenidate produced decreases in the extracellular concentration of
DOPAC and HVA in the PFC. Methylphenidate HCI (3, 10 and 30 mg base/kg, p.o.) did not significantly alter extracellular DOPAC levels in the
striatum, but evoked significant increases in extracellular HVA in the striatum.
Methylphenidate HC1 (3 mg base/kg, p.o.) did not induce increases in locomotor activity. Methylphenidate HCI (10 mg base/kg, p.o.) produced increases
in locomotor activity that was relatively small, and the effect was relatively fast in onset and of relatively short duration, i.e. about 60 min.
Methylphenidate HC1 (30 mg base/kg, p.o.) produced a rapid and substantial increase in locomotor activity that peaked at about 45 min and gradually
declined thereafter, but nonetheless remained significantly above vehicle-treated control levels for until 255 min.
Methylphenidate HCI (3 mg base/kg, p.o.) produced very little overt activation. Methylphenidate HCI (10 mg base/kg, p.o.) produced some activation
including alerting behavior, increased vigilance and locomotor activity. Methylphenidate HC1 (30 mg base/kg, p.o.) produced a typical range of
stimulant-induced behaviors including exploratory activity, sniffing, rearing and walking around the dialysis chamber.

Evaluation
Items

Experimrental
Method

Results

11 -



ij—"_‘:F.U.yjlg E:/ 2 63 ilﬁgﬂ%ﬁ*ﬂigi

Tabular Summary

Significantly maximum increases

Dose of [decreases] between 0 and 300 min Main change )
methylphenidate (% of baseline) Locomotor Behavioral
HCI (mg PFC Striatum PFC Striatum activity observations
base/kg, p.o.
& p.0) NA | DA | 5-HT | DA | 5-HT |DOPAC | HVA | 5-HIAA | DOPAC | HVA | 5-HIAA

3 NS | 202 | NS NS | [83] ! - - - 1 1 - Absence

10 261 | 217 NS 131 | [60] ! - - - 1 1 + Observed

319 _ Clearly

30 289 | 343 | NS | 243 [59] ! ! ! 1 1 +++ observed

NS = No significant change; | = Significant decrease; 1 = Significant increase; — = No change; + = Increase slightly; +++ = Increase remarkably.

Noteworthy
Findings

Methylphenidate HCI potentiated noradrenergic and dopaminergic function in the PFC and dopaminergic function in the striatum although the balance
of its actions on noradrenergic and dopaminergic neurotransmission varied with dose in the PFC. In contrast to LDX dimesylate, methylphenidate HCI
concomitantly increased synaptic DA concentrations and its major metabolite HVA and, at therapeutically-relevant doses such as 3 and 10 mg/kg, did
not enhance synaptic 5-HT concentrations. Methylphenidate HCI produced smaller increases in striatal dopaminergic neurotransmission than LDX
dimesylate, but it showed higher levels of locomotor activation.

-12 -
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2.6.3.2.5 Effects LDX dimesylate and of d-amphetamine sulfate on extracellular concentrations of DA in the striatum and locomotor behavior

Test Article: LDX dimesylate, Location in CTD: 4.2.1.1-05 Study Number: R0O1878M-SP0489
Comparator: d-Amphetamine sulfate

Test System | Adult Male Sprague-Dawley Rats
DA in the striatum
Locomotor activity
Plasma drug concentrations (d~Amphetamine and LDX)
Male Sprague-Dawley rats (250 — 350 g bodyweight, 5 — 6 rats /group) were used. A concentric microdialysis probe was stereotaxically implanted into
the striatum. An indwelling catheter for blood collection was also implanted into the jugular vein. Rats were allowed a recovery period of at least 16 h
with food and water available ad libitum. Dialysate samples from the striatum were collected from freely-moving rats at 15 min intervals from 60 min
Experimrental | before drug administration until 8 h post-drug administration. Locomotor activity was recorded by automated means as the total time spent active during

Method each 15 min interval throughout the study. Blood samples (0.3 ml/sample) were collected by automated means at 0, 15, 30, 60, 120, 180, 240, 360 and

480 min. LDX dimesylate [Approx. 5.1 and 16.9 mg/kg (1.5 and 5 mg/kg as d-amphetamine, respectively), n=5 in each group], d-amphetamine sulfate
[Approx. 2.0 mg/kg (1.5 mg/kg as d-amphetamine), n=6], or vehicle (Saline, n=6) were administered intraperitoneally (i.p.). All data was expressed as
mean or mean + standard error of mean.
LDX dimesylate (Approx. 5.1 mg/kg i.p.) produced a small increase in locomotor activity that was delayed in onset and reached a maximum 90 to
120 min after dosing. The equivalent dose as d-amphetamine of d-amphetamine sulfate (Approx. 2.0 mg/kg i.p.) caused a significant increase in
locomotor activity that peaked earlier at 30 min after dosing and persisted for up to 90 min post-dose. LDX dimesylate (Approx. 16.9 mg/kg i.p.)
produced a significant increase in locomotor activity for up to 255 min post-drug. A maximal increase was observed at 75 min.
LDX dimesylate (Approx. 5.1 and 16.9 mg/kg i.p.) dose-dependently increased striatal DA for up to 300 min with maximal increases at 75 min (854 +
295% of baseline at LDX dimesylate Approx. 5.1 mg/kg, P<0.001) and 60 min (1581 + 242% of baseline at LDX dimesylate Approx. 16.9 mg/kg,
P<0.001). d-Amphetamine sulfate (Approx. 2.0 mg/kg i.p.) significantly increased extracellular DA levels in the rat striatum for up to 300 min. The
Results increase was rapid in onset and maximal at 30 min (1291 + 522% of baseline, P<0.001).
After administration of d-amphetamine sulfate (Approx. 2.0 mg/kg, i.p.), the Ty and Cpy of d-amphetamine were 15 min and 86.0 = 17.0 ng/mL,
respectively. After administration of LDX dimesylate (Approx. 5.1 mg/kg i.p.), those were 42 min and 41.5 = 7.8 ng/mL, respectively. After
administration of LDX dimesylate (Approx. 16.9 mg/kg i.p.), those were 48 min and 130.3 + 18.0 ng/mL, respectively. After administration of LDX
dimesylate (Approx. 5.1 and 16.9 mg/kg, i.p.), the T.x of LDX were both 15 min and the C,,,x of LDX were 261.48 = 70.06 and 603.66 + 76.87 ng/mL,
respectively.

Evaluation
Items

-13 -
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Tabular Summary

Maximal DA efflux Maximal locomotor Plasma Plasma
Test Article or in the striatum activity d-amphetamine concentration LDX concentration
Comparator % of Peak time | Total activity | Peak time | Ty Cax Half-life T inax Cax
baseline (min) (min/15 min) (min) (min) (ng/mL) (min) (min) (ng/mL)
d-Amphetamine sulfate
. 2x2. O=x17. T £8.
(Approx. 2.0 mg/kg, i.p.) 1291 30 62+24 30 20 86.0+17.0 | 46.7+8.4
LDX dimesylate
. 854 75 1.5+0.9 90 42 415+7.38 97.0£8.7 15 | 261.48+70.06
(Approx. 5.1 mg/kg, i.p.)
LDX dimesylate 1581 60 8.7+12 75 48 | 1303=18.0 | 77.0£9.4 | 15 |603.66+76.87
(Approx. 16.9 mg/kg, i.p.)

Noteworthy
Findings

At equivalent dose as d-amphetamine (1.5 mg/kg), LDX dimesylate (Approx. 5.1 mg/kg, i.p.) produced plasma d-amphetamine concentrations that were
both more gradual in onset and sustained than those observed by d-amphetamine sulfate (Approx. 2.0 mg/kg, i.p.). Consistent with these
pharmacokinetic profiles, LDX dimesylate (Approx. 5.1 mg/kg, i.p.) increased extracellular DA concentrations in the striatum that were later in onset
and smaller than those induced by d-amphetamine sulfate (Approx. 2.0 mg/kg, i.p.). LDX dimesylate (Approx. 5.1 mg/kg, i.p.) produced locomotor
activity that was delayed in onset compared to d-amphetamine sulfate (Approx. 2.0 mg/kg, i.p.). LDX dimesylate (Approx. 5.1 mg/kg, i.p.) was less
behaviorally stimulant than d-amphetamine sulfate (Approx. 2.0 mg/kg, i.p.) even though it produced a substantial increase in striatal dopamine efflux.

Abbreviations: Ty, time to maximum plasma concentration; Cy,,,, maximum plasma concentration.

14 -
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2.6.3.3 EIRHIFIBHER
2.6.3.3.1 Binding affinity for 62 different binding sites

Test Article: LDX (Salt: no description) Location in CTD: 4.2.1.2-01 Study Number: V01386M-SPD489
Test System | In vitro Binding assay
Evigl;tslon Binding inhibition (%) for 62 different binding sites
Competitive inhibition of radiolabeled ligand at the concentration of 10 uM LDX was examined. Average values were calculated from a single
Experimrental ex.per.imen‘F (r} = 2). Compounds shqwipg re.:su!ts. ip th.e range from —20% to +20% inhibition of binding or enzyme qctivity were considered to inactive at
Method this site. Similarly, cqmpgunds e.)(hlbltll’lg inhibition in the range from 20% to 49% were considered to show marglna! act1V}ty that gen.er.ally. would pot
warrant further examination. Inhibiton of 50% or greater qualifies a compound as active and warrants further studies including determining if there is a
dose dependent response.
For the majority of the above targets, the displacement of a specific radiolabeled ligand by LDX was < 20% at 10 uM and was considered to be
negligible. The exceptions were marginal inhibition of non-selective binding at opioid receptors (25%) and non-selective binding at a,-adrenoceptors
(36%).
Tabular Summary
62 different binding sites ‘ (%) inhibition 62 different binding sites ‘ (%) inhibition
Neurotransmitter Related Neurotransmitter Related
Adenosine, Non-selective 7.36 Histamine, H1 13.51
Adrenergic, Alpha 1, Non-selective —10.63 Histamine, H2 17.13
Results Adrenergic, Alpha 2, Non-selective 36.12 Histamine, H3 14.78
Adrenergic, Beta, Non-selective 2.46 Melatonin, Non-selective 14.16
Dopamine, Non-selective 5.02 Muscarinic, M1 (hr) 1.03
GABA A, Agonist Site —12.46 Muscarinic, M2 (hr) 7.94
GABA A, BDZ, alpha 1 site 1.33 Muscarinic, Non-selective, Central =5.20
GABA-B 2.81 Muscarinic, Non-selective, Peripheral 2.64
Glutamate, AMPA Site 16.88 Nicotinic (a-Bungarotoxin insensitive) 8.21
Glutamate, Kainate Site =5.56 Opioid, Non-selective 24.75
Glutamate, NMDA agonist Site —5.58 Orphanin (hr) 0.58
Glutamate, NMDA, Glycine (Stry-insens Site) 7.05 Serotonin, Non-selective —0.53
Glycine, Strychnine-sensitive 19.48 Sigma, Non-selective 17.08

-15 -
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Transporters Ion Channels
Dopamine Transporter —3.68 Calcium Channel, Type L (Dihydropyridine Site) -1.22
Norepinephrine Transporter 1.43 Calcium Channel, Type N —2.56
Serotonin Transporter 2.82 Potassium Channel, ATP-Sensitive 18.89
Steroids Potassium Channel, Ca2+Act., VI —8.19
Estrogen 11.79 Potassium Channel, [[Kr] (hERG) (hr) —0.43
Testosterone (cytosolic) 11.05 Sodium, Site 2 14.11
Second Messengers Prostaglandins
Nitric Oxide, NOS (Neuronal-Binding) 12.65 Leukotriene, LTD4 1.33
Growth Factors Thromboxane A2 (h) =7.17
Corticotropin Releasing Factor, Non-selective 1.72 Enzymes
Oxytocin —4.82 Choline Acetyltransferase 9.15
Platelet Activating Factor, PAF 8.36 Esterase, Acetylcholine 8.08
Thyrotropin Releasing Hormone, TRH 1.81 Glutamic Acid Decarboxylase 1.76
Brain/Gut Peptides Oxidase, MAO-A, Peripheral =7.51
Angiotensin ILLAT1 (h) —0.46 Oxidase, MAO-B, Peripheral 4.41
Angiotensin I[,AT2 8.56 Brain/Gut Peptides
Bradykinin, BK2 10.04 Galanin, Non-selective —2.24
Cholecystokinin, CCK1 (CCKA) —2.47 Neurokinin. NK1 5.13
Cholecystokinin, CCK2 (CCKB) —1.60 Neurokinin. NK2 (NKA) (hr) 6.07
Endothelin, ET-A (h) 6.05 Neurokinin. NK3 (NKB) 13.37
Endothelin, ET-B (h) -2.19 Vasoactive Intestinal Peptide, Non-selective 13.45
Vasopressin 0.76
Noteworthy | LDX did not show over 50% inhibition for any 62 different binding sites tested. It is therefore unlikely to produce side effects mediated by these sites.
Findings

-16 -
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26.3.4 ZTEMHEREHER
2.6.3.4.1 Results of safety pharmacology studies

Test Article: LDX dimesylate

Method of Gender Study
Organ . . . . GLP a
Species/ Administration | Dose and No. A Number
Systems . . Noteworthy Findings Com- ..
Evaluated Strain (Vehicle/ (mg/kg) | per pliance [Location in
Formulation) Group CTD]
Central Rat/ Gavage (0.5% 0.1, 1,10, | 3M, 1000: One female died on Day 2. One male was euthanatized on No R0O1370M-
nervous Sprague-Da | methylcellulose/ | 60,100, | 3F Day 3 due to skin lesions on the ventral neck resulted from SPDA489
system wley solution) 1000 self-mutilation. [4.2.3.1-04]
[Approx. >60: Increased motor activity within 2 hrs post-dose and which
0.03, 0.3, lasted into Day 2. Slight chromodacryorrhea/chromorhinorrhea up
3.0, 17.8, to Day 3. All remaining animals showed no abnormal signs on
29~613 Days 4-7.
296] <10: No observable changes throughout study.
Rat/ Gavage 0,4,10, | 60M, Clinical observations: Increased activity in all dose-group, Yes RO1363M-
Sprague-Da | (Deionized 40 60F stereotypic behavior in males and females of 40 mg/kg/day, SPD489
wley water/solution) [Approx.1. uncoordination, thin, erected fur and salivation in males of 40 [4.2.3.5-03]
2,3.0, mg/kg/day.
11.8]° Motor activity: Total counts were significantly lower than controls
at 40 mg/kg/day in males on PNDs 22/23, and in both sexes on
PNDs 59/60. Also significantly lower than controls in females at 4
and 10 mg/kg/day on PNDs 59/60.
Cardio- hERG In vitro 0, 4or5 Dimethyl sulfoxide (0.1%, the vehicle) produced an 18.3% Yes V02044M-
vascular transfected 50 pg/mL | cells reduction in the hERG tail current. SPD489
system HEK293 (As LDX) LDX dimesylate at 50 pg/mL as LDX produced an 8.3% reduction. (ZNA28641.
cells Additional groups received d-amphetamine sulphate (comparator) 001)
at 5, 15 or 50 pg/mL as d-amphetamine and E-4031 (positive [4.2.1.3-03]
control) at 100 nM.
d-Amphetamine at 5, 15 and 50 pg/mL produced 16.3%, 28.4% and
47.7% reduction, respectively. The estimated 25% inhibition
concentration for the tail current was 31 pg/mL.
The positive control produced a 91% reduction in the tail current
consistent with its known activity.
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Method of Gender Study
Organ . . . . GLP a
Species/ Administration | Dose and No. A Number
Systems . . Noteworthy Findings Com- ..
Evaluated Strain (Vehicle/ (mg/kg) | per pliance [Location in
Formulation) Group CTD]
Cardio- Dog/Beagle | Intravenous 0,0.5,1, | 1M, 1F An additional pair of dogs received d-amphetamine sulphate Yes D01385M-
vascular Anesthetized | 1 mL/kg, 5 (comparator) at 0, 0.202, 0.404 and 2.02 mg/kg (Approx. 0.15, 0.30 SPD489
system open-chest 2 mL/min and 1.48 mg/kg as d-amphetamine, respectively). (0247DN29.
(Saline/ LDX dimesylate at 0.5 mg/kg (Approx. 0.15 mg/kg as 001)
Solution) d-amphetamine) increased blood pressure, cardiac output, left [4.2.1.3-01]
ventricular pressure and rate of rise of left ventricular pressure, but
reduced heart rate. A dose of 1.0 mg/kg (Approx. 0.30 mg/kg as
d-amphetamine) produced similar changes, but also increased heart
rate and left ventricular end diastolic pressure. A dose of 5 mg/kg
(Approx. 1.48 mg/kg as d-amphetamine) increased blood pressure,
heart rate, left ventricular pressure and rate of rise of left ventricular
pressure, but reduced cardiac output and left ventricular end
diastolic pressure.
All doses of d-amphetamine sulphate increased blood pressure,
heart rate, cardiac output and left ventricular pressure. A dose of
0.202 mg/kg, also caused an increase of rate of rise of left
ventricular pressure. The effects of all doses of d-amphetamine on
left ventricular end diastolic pressure were variable.
Sinus tachycardia was observed at 5 mg/kg of LDX dimesylate and
at 0.404 and 2.02 mg/kg of d-amphetamine sulphate. Ventricular
extrasystoles were also observed at 0.202 mg/kg of d-amphetamine
sulphate in a female dog.
Respiratory | Guinea pig/ | Intravenous 0,1,5, 4M LDX dimesylate at 1 and 5 mg/kg did not induce any significant Yes V01384M-
system Hartley 1 mL/kg, 7.5 effect on pulmonary function. At 7.5mg/kg, there was a statistically SPD489
Anesthetized | 30 — 60 sec significant increase in minute volume. A small gradual increase in (1082GN29.
(Saline/ respiratory rate was observed in all doses of LDX dimesylate 001)
Solution) groups. [4.2.1.3-02]

a: In parentheses, CRO study numbers are shown.

b: Doses as d-amphetamine are represented in brackets.

PNDs: Postnatal days.
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26.3.5 ENFHRWMIBEERHR
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