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I. BIRICEH72IRE

1. % O & #

FER G/ ZEhEREE* (Attention-Deficit/Hyperactivity Disorder;AD/HD) (&, FEIZZEIAD S
FWBPORBEICEOON L, N, 28N GEGE) KOEEEEPEEIRE Lz, S8ERE
ELTHHEEINLBHEBETH S, AD/HD OIEWYIRFII BT HIEEHREE L LT Bk R
WA RIA RHTAY  ANE, AF V7 =7 — MEEEE (MPH) £ o> A% ol ek ofill 3841
RSN T WD, MPHOE MIBUITREAEF LS EIIEFHINTW WA, A B3
SYRINVTRLF) DI T Y AR—F = TAHAIETYFTAMBIZBITL2 NS DM
R EWEORE RIS, BrdaSE, AR E &R OMEREZ IEHL S AEREH T
HLEZLNTWD,
a2 — %4 18mg K OV 27mg (&, K E ALZA #ASBI % L 72 MPH 2 & 8B4 & 35 AD/
HD HHOEEIETH L, Z&LEEFH L2 EI#E S A7 24 (OROS) &, MPH % §E 74 K
DIA—TAYTRBIZHERSELBANNTRICEY, 1 H 1 ROARMTH 12 B o xh £ Rk &
RIS SN Do KEIT 2000 4E 8 HIZ/NED AD/HD OEHESE & L THID TRFES L, JLlE,
A2 S5 91 OB E ik CHREEINTBY., KANO AD/HD 128 28 e 22 WTid
539 DE &I TR ENT WS (2013 4 10 HBIE) o
AIIZBWTDH, EMEOMTIE AD/HD 125 LT MPH #AH ORI A HES RS Tw
72, BGEIGEARREEE TV R 5T,
ZOIHRIREOFR, Yoty 77 —<IXENTORFOBFEZBIEL . 2007 4 10 HIZARIR# O/
WAz B35 AD/HD iE#SEE LTRSS N2,
ZO%. 20114 8 AIZI3/NEH (18 Beskii) 1o — 78I Lo ik e Bts L7 B
Vx5 18 j LI Ok 45 5- 1 2B 372 [/ e AR R BB 285 | OFT 2 FE ML 72
ZLT 20134E12 B, A (18 L L) @ AD/HD 23t L. a> 4 —4®seic X 25k
ROBICZ T HICHUSF L2 720 2014 4E 1 ICHEED 18mg $E MO 27mg $EI1CH 2T 36mg
SEOFN T A BN 726
ETORMBELNIFRIZOWTHFELESHE T L. ARMIZEIT2 AD/HD IZB LTI 2013 4 6
FICHERLEE 14 8 2 HE S KRBIEGTHEHR) OWF I iEb L 2w, AW (18 Ll 1)
®O AD/HD IZBALTId 2019 4 12 AR dh, EEERSEOME. A3 RO R ok R
HICHTAFEEE U LE2HESFAPONTTOVTIIUIZLEY LWV, LOFHEEFHRE
572,

* [EERAM - SEPERE] SIFER D bbb,

2. B DREFH -
- DR

1. EINTHIDTO AD/HD OIS EA$THHEA T ([ 1. MBI TLHE 1. B oRHE]
DIESHE)
* [/NBENC 312K / S E1ERE (AD/HD) | ois% BN Tl BUE L E L7 (2007 46 10 7).

2. AD/HD OHFHAEIRTH 2 AEE. LEE. HEittuducsLcdees iz Rl Ed. [V
HEICETAIEE 3. R E ] DESR)

3NN IVITUAR=F RO I VT RLF YTV AR=F—IZHAEL. FIDAAE
WHlTHZ LX), PFTAMBICELETLINI VRO VT RLFY U E#EINEE T
HWRREROWERER T T L EEZZONTWES, ([VI. SIS LHE 2. HEEH (1)
TEREAL - MERIFR ] DIEBIR)

4. 1HT1MAEL GRS LT, R EAFEH L, AR 12 BRI R A 35 &)k

FrEN-ERMERROEREGE T, (VI EYEREICET2HE 1. M REOHER - JE k]
DIEZE)




5. </ AD/HD 7KGERg>

AD/HD FRE xR E UCTEWNTHEM L 725 TR, 4 AR N OV R % 53 B o 8 9E
#1216 B, BIVER (RRRM AR T 2 &3 12174 61 (80.6%) @B LNz, ZOFELD
DIE BARIRE 91 61 (42.1%) ANHIRIE 40 51 (18.5%) ARE KA 26 1] (12.0%) L 5 18 41 (8.3%) .
5 12 61 (5.6%) . 012 61 (5.6%) . Fv 7 1161 (5.1%) . 3 1161 (51%) TH-72
<N AD/HD KGR >

BN AD/HD B %k G & UCREIN TR L 7255 TR K O R 53 BR oo g 51 272 51
L BIER (BRR M EMEET %2 &3 12209 61 (76.8%) ICROBNT, T0FERIOE, &
ARR 108 1 (39.7%) « BhiE 59 6 (21.7%) « AR A 54 1 (19.9%) « ANHRAE 49 1] (18.0%)
LU 45 B (16.5%) . 1178 40 B (14.7%) . B89 29 B (10.7%) T -7z,

<UNB AD/HD FEEA 71>

AD/HD BIRE G L LM ABRER A CB I 28ER (MRRAEERE Y &) 1L,
1385 Bk 529 f1 (38.2%) ICFRoO BN, FDOERLDIE, EAIHE 386 B (27.9%) . AR
JE 69 B (5.0%). EEFA 69 B (5.0%). F 27 47 B (3.4%). HEIREEE 42 1 (3.0%). B
I 37 18 (2.7%) HE3E 25 B (1.8%) . H.L 23 61 (1.7%) Th-o7z.
ERZEWER & UCRIBLE R 8 9 CREEAER) . SoliE CBEEARR) . EMAEMREE (Syndrome
malin) CBHEARI) . BAEEE (2%, Bz, B, BEd) GREARR) . FAL,
JFRERERE S HIEA) 2SHE ST b,

B, TOMOBEIER (1%L ) L LT BIHIEL, AR, ARG, Fv o, RN, [k
MREEE, BEFE. FEIEO T, IR, BE. BIR. 12TH, IR, B, 8. TH.
JE g MRk, IEE AR, OWEZ8:, O g, . FIEEE. 3895, MR, 5. BRIk,
SREE. MR, RE A, AR, CK ¥, R 7 bR, QT EEA#®RE
EINTW5b,

<N AD/HD F3EA R TR >

N AD/HD BEZ R G & L7 MRS B 28I (FRMAMELET % &)
i3, 552 FlH 149 61 (26.99%) 1RO BNz, TOERL DL, EAHE K MEER A D%
331 (5.98%) . HJa 20 Bl (3.62%) Bhi% 19 Bl (3.44%). s 15 B (2.72%) THh -7z,
(TVIL. 224t (FH EoiE&ES) (B4 4TEE 8 BIEM] omEzR)

CEFEMV A7 EHE R REO L, BUNIER TSI Lo AFDN EEXRN / ZEEREE (AD/
HD) D, GRS LRI Lo TED 2 EZ T LTORMTT SN DL EHI, #Y
A7 % G OARHNO) A7 IZONT T ICE T XL EHEBRE R ERIZBNTORY) b
NHE) BERTCICH72o TR ELREEZH L LI L TNHDOBEFSAICEIZAIHE
TIZHERTHI . 2B, FHFE12 A 1 HENZAFZ RS LTWEMIZOWTEST 249 A
30 HE T, F7z, HMITdE 12 H 1 HENZAH 2 IR L CW 2 BFIZOWTEAM 2 4 12 1 31
HE TIIEEROKBEMAOT TR LA TE b, ([X. HEHMFIHIIETLIHE 5. K
AT ] OHS)




. BICEAT 218H

1. BR 55 & | (1) f% a v — %%k 18mg. I v — ¥4k 27mg. T > — % “4 36mg
(2) #2 Concerta ™ Tablets
(3) &HDEE  HLLHE L
2. — % Z| (1) M &HRE) AFNV7z=7— MNEEE (JAN)
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(3) X7 L AN
3.1 E KX X I3
N 4% = C‘OOCH:;
@CH /CH - HCI
HN )
4. FRARUOAFE | 7013 0 CuHwNO2-HCI
i 269.77
5.1t 2 Methyl a -phenyl-2-piperidineacetate hydrochloride
(& B &)
6. 18 B &. 7 &, | {FEFEEES  INS001
RS =&
7.CAS & % & 5 | 298599
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HAEICE T 2IRHE

1. &l

&

(1)

BIFOXA. SMERR UMK

AENZ, EFEE 2R L 22sE s 27 4 (OROS) ZIbH L7z, X F)V 7 = =7 — MEEIE

ORI OLEREETH 5o

Y%

- FE

~J ik

I % — %% 18mg

B D FEH|

F&12mm  H£E:53mm

a v — & %% 27mg

IR D FEFH]

£ &:122mm AL :5.3mm

I v — & %% 36mg

F i D $E

F£&:15mm  E&:68mm

2)

(3)

(4)

SUE D%
MR L
Al — K

a % — %% 18mg :
I 24— & % 27mg
a4 — % ¥4 36mg
pH. E3EELE. thE.
mme e L

alza 18
alza 27
alza 36

LtE. BREOERUVRES pH F

2.8 FH o # K

(1)

2)

(3)

BHs GEMERS) OEE

a2 — 5% 18mg - AFLT =7 — MERE 18mg &
I —5VE 27mg | AFINT =7 — MEEEE 27Tmg G4
a2 — %% 36mg | ATV T =7 — MEREE 36me S
RFENIFEY R 1, FEYke 2 W7y v ago=|Ea7 ik
& BRI, Y a—Ta T, TV AT —T 40T

JEEH$%0

Ik

ST

TANLI—=FALYT HYkE 1

W a—F107 W 2

S8 CHRCH ) Sk

RYVIFL U AF TR 200K, KYVLFL4F R 7000K, BV O—A, e 7O 0—2, 1
fbFrUma, RE Ry, FBEAKMY,. K)+FozFLr (160) BU+F> 7Ly (30) 7Y
I, BAbFS o, ansik, N TRTFU ERE @IS ATTU U, vsud—)L
400, BEELEE. Y7 FVRROFY MLIY, SO b, VU Voo

W) 2 v — 2 Y5E2Tmgl O RN
Z Dtk
ML an

3. BEHE. AFHON

AL Rn

BT 2 EE
4. 3 =1l D | HE DR EM
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;? ﬁ’f 05C/60% R | 7 g | A7 AL
B R v PTP" PEIEZ D
36 mg | 25C/60% RI _],P)EE/% 1290 |ZfsL
PTP/ .
o b7 L
18 mgHE 5 VOEE -
“ 1 40°C /75%RH 671 e
kSt 27 mgHE PTP® ;JL ﬁzé)ﬂi% DIENNDIFRD &
- . PTP/ SRR OBEINASERD &
36 mgéi | 40C/TS%RH | oy | 64 ];Uf
e gi; B i | 0259 A |ZsL

PETH « MK, TRRER ., &8, kG Ruhik
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5. SABER VAR
N ' OE %

FAE LR

6. & DEEZEIL
(MBI E1L)

B L

7. 78 H k3 A ER
1 R O AR R 12 ~ 32%
4 g O AR =R 40 ~ 60%
10 R[] o BAR R 85% VLI
SHEH 25 6 IEH o 1 R & 72 ) OF-3fih = 9~ 15%
S 0 1 53R 30 AR, IRIERY 2 ~ 3cm CTL T EE)
B - pH3 DY) ¥ BRI 50mL
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9.8 A G ORI ANRT MVRIED
TS K 5D
R R R &
1008 & o O|@krox 7774 —
T S K 5D
E = =
1.5 i | %24 L %2\
12BN ¢ % Al BEM ey o
D H >KEY COOH
|
o3 A a-7 = ZV2- ¥R DU FERRE RS @CH?D - HCI
HN
I COOCH;
iRy (AF V7 2 =57 — NERkE

) A0 FEAE)

I
QCH*?H - HCI
HN )

13. ZBYLEL R
NEN IR B
BT % 1ER

AL W

14.% D s

AL W




V. BEICETSIER

1.% BE X i3 30 &

SHEEN IZHER
EER /28 EE (AD/HD)

5. EEN IR ICEET 3 FE

51 RHD 6 %A ONBNZBITDERME O EMIEAETL L TWivy, [97, 1711, 17.1.2
Z: ]

5.2 AD/HD O Wid, KEHEMESSOBMEROBW - Fit~=271 (DSM™) %o
TEHEN) CHESL L 722 TS B ICE D X EEICERL . BEZW T EICOAETTLI L,

%) Diagnostic and Statistical Manual of Mental Disorders

2HERUVAE

BERUHEE
(18 mEKFNEE)
WE. 18 ARMOBF I ATV T =7 — MEREIE L LT 18mg # #E A&, 18 ~ 45mg
FAEFFHEELC TH L HEROKS T4, ML B804, 1AM LoME
HIFTIHMAREELT9Img i 18mg OEEA T BB ERICID EEBIH T 5, 72721,
1 HH®IE 54mg =l 2 w2 &,
(18 L EDEE)
BHEVS U EOBFICIIATFINV T2 =7 — MEMIEL LT 18Smg WA HEEL LT 1 H 1A
BRGS0, WMEFLELEAE, 1AM EoMBEH 0 C1IHHELLT Img
Wi 18mg W EEATH. BB ERICEDEEM TS, 72720, 1 HH®EE 72mg %8
AW &,
7. BERVHEEICHET 3EE
74 RFENGPACREAEEREE L. ZOMERIZIRERE 12 BT 5720, BtEEmsE
ZEL. THORMAE#E#TLZ L,
7.2 A HE
RHEFEGHN MO AT 7 2 =7 — MERRE A ZRA L TV A543, ZORERCHE
BEFEL. AFNOWEIHEY 18 moAROBEE Tl 18 ~ 45mg. 18 Ll EOEETIX 18 ~ 72mg
DEFITHIIET D, 7277 L. BEIFELUIMDO ATV T = =57 — MEREMH OREE 1 » F
DLEARSEL 222 10K FI R IR 4541, 18mg #WIIAEE 52 &,
7.3 RANIEBERATH 57205 E L THGT5 I LI13#Y) T, KHNL 18mg $E. 27mg
$E MU 36mg $ED 3 FFHOMRT 18mg D /NHALTH 57280, Img HALOHE &AL E 74
WA SR OMEEAZEH L CHRGTH2 8,




BB K B &) BERT-—Nvs—T
</ AD/HD AKGERE >

Phase 14 ot | deate | 2 s
JEIA H A A fe R e A8 O O FE RS HIAER © EHE M.
1 AR Y 16 151 5 52t 7Tt KK
[EI A HARA® AD/HD B2 O O RN - IEEMm
5 TR a0 2 (6~ 127%)
27 151
™ HARA® AD/HD B2 O O WREREER © IEEMRL O
& AR SR (6~ 127%) EEW., 75 afb. 79
105 1 Sy ot
JEI A SeATRER (ENSETMHB L O O O RN 558% - IEEm
Bl 55t Y N AHRER) %
527 L7z AD/HD B8
99 #1
e NN 359N O i RSEHEER - IEE M. T
2% 1 AR 36 1 N4
HE: FEN D AD/HD BB O O | BEHEWHE  —EER, 7
&5 T AR FER (7~ 127%) V5 LAl IR
32 %1
<H N AD/HD 7S >
Phase 14 ot | desets | ) s
JEI A HAN® AD/HD A E# O O O | WEErslls - —EER, 7
45 AR 3B © 283 (FAS) NN (AR o
JEI A SeATEkER (EM S A RER) O O R Ga%  JEER. &
B 53557 | %527 L72 AD/HD KA B# -
253 5 (FAS)
e EENYN =953 O iR SE R - IR E R
5 1A ER Y 10 %1
e ANEEUNG 5 359N O FERSEHAER - JEEM. T
5 1A ER Y 36 141 N4

O« FEfiEf

(2) ERERZNE

<UNBRES E L2ENE THRR 2 >

[E[NC DSM- Viz ik e 12 o X%, AD/HD & Widi7z6 ~ 12BN ZR RI2, 61
MIEE MR B Z FEhi L 72 H5-WH 3 BRI BWT FAS2S flo EEFMIEE THAH A7) —
=2 7 WNTR 4 i #EE A R o ADHD Rating Scale- IV H AR FE R (ADHD RS-IV-]) ~—%
WA T7OZEALEX, B RO BEFEMI T2 - 120 £ 86, —45£62THD), »
FTNOFFMIZBVTHHEIZHK A L7 (p <0000l KO p=00013. MISDH 5t #E)

2 1)—Z > TP 5 RIEHEBEDADHD RS-V-J b— &L X T7ZLE

BLEFAT E R
A 0
D
H L
D 2
2ot —45
I{/, sk
17T
b
yosr
&/ 0 A== H] BRI 2t (pfiE™)
4 -10f (PYH-EERE) | CROMAREERE) | CPoMEEms)
=)
=3 — 12.0+86
% 1ok o BEFA | 25 258+10.3 138+80 L2050
=5 . — 45+6.2
B4 L wkp=00013.%5%p<00001, HIEODSRIE LD | 28 G 1695113 (p=00013)

¥ HUER TR =20 VM RAG IR S B 5 A 7 D2 O ARG




FIREHfEE T 5 ADHD RS- IV -] h—% VA 27 OEALE ORI TR TH - 720

ADHD RS-V-J b—#JLZ2A7ZE(LBOFREHE (B _RFIHHIEH9E)

Visit 2 Visit 3 Visit 4

A== B THH 51400 #5210
0
A
D
0 2r
D
R -4
$ sk
v 6F
L of
b
Q/ -10F
;?, ~12 -@- B (n=25)
) ~Or # (i (01=25) ot
I Sl *%p=00036, %%%p<00001. HIEDHS e
et
A== 71 Visit 2 (pfiti*) Visit 3 (pfiti*) Visit 4 (pfiti*)
AT 0 —4.6%1.5(p=00036) —10.5+1.5(p<0.0001) —12.0£1.5(p<0.0001)
AR 0 —1.7£1.0(p=0.0874) —4.3+1.0(p<0.0001) —~4.5+1.0(p<00001)

¥ HER VALY ) == VWL G B 2 AT 7 DOA B AR (AN E S M ET VA EH)

NBERXGE L ENE AR >

EINT DSM- ViZ i #1220 & AD/HD LTSz 6 ~ 12 oERE S RIZ, HIAHT
F v ARG oy oAb B Fht L 720 FAS 89 Bl BT, FEEFHEE TH 5
Wash-in Hl& ZHEEMM O ADHD RS-V J O F = VAa7oZ e (Ffi+ SD) (&, #EF
fili TIEAHI G- 156 + 108, 77 L ARIGHE -80 = 97, FANETAN TIEAF G- -12.6 +
105, 77 ARBGHE 3.6 + 9.3 &, WINOFHIb AFIFGHTT 7 L ARG HICHL, AE
IR LN LA (p=0.0008 KU p < 0.0001, t#E). BEF, BAlaFiE b I24
HIFED 7T 2 RBRIH 9 2 BRI RAL SN 720

ADHD RS-NV-JO b—% )X A7 DEALE
(BMART 5 AR T > 4 MUARPILHABRTOZETRPEN -1 2B B2 AT7DEERT; FHE—-SD.)
<BEPA (REEMR) > <EREBEEAT (R >
”Eﬂiiég*:) AHFEGHE(0=50) 7T L AREGHE (n=39) {Ziiﬂii()(b'#i) RAENEGHE(n=49) 77 LRG58 (n=39)

—50F -80+97 —50F
—100 —100
—150 J —150
—200 —200 J
—250 -250 L 5<00001 ]
-300%- L p=0.0008 _— -300%-

ZALRE O TR CT9ME £ SD.) [95% (FHIX ] ZALIE QMR CPI9ME+SD.) [95%EHIX ]
-76+103 [-120, -33] -90+100 [-133 -48]




¥GuiAar | &5#HAa7

ZAb=E o
. CFIfE + (CEH i+ (P4 AR DORER 7=
T ) TR ) Egﬁﬁ;é_) [95% fEHEX [H] ]
(Wash - in #1) | (ZEEHH) ” -
:l:/ﬂ__§7®50 317 £ 115 16.1 = 10.1 156 = 10.8 76 =103
BT | SEkE ’ ’ ’ ’ ’ ' RO
- o [-12.0. -33]
7 7R |39 318 =113 238 =120 -80 = 97
avh—5 "
B4 diil) Gt 491 299 = 128 173 = 109 -126 = 105 9.0 = 100
B ~ — [-13.3. 48]
77 AR |39 281 + 128 245 = 136 -36+ 93

<NRER G E L ENEDRS Y >

[E PN CEN L 72 B G-5088 99 Blic BT, ADHD RS-IV-J D M=% )VA a7 DEALH
(CF3ME+ SD.) (&, BFFMCIEHxS 6 » H# 177 £ 11.3, 12 »H#% 179 £ 125, 18 » Atk
19.8 = 12,6, HEHEFMITIEIRS- 6 # % -15.3 =127, 12 #H# -13.0 = 14.5 (18 » 14135
) L. WFNROFEMHN—AT 1 L, HFERIKTI RO LN (Witd p<0.0001 ;
DB 5 t #5E) o

REREHEBRICH(FZ ADHDRS-V-J D =227 DOELE
(%56 » AR 12 7 RERV 18 » RROEFHAERIEN-IF 1 2ICH T B X ATDEERTR)

AT-ifl ATl 5 2 BI% F39fE+ SD. [95% = HEIX A ]
56 » Ak 88 177 =113 [20.1, -15.3]
BRI w512 % A 80 179 =125 [-20.7, -15.1]
%518 » H# 49 -198 + 126 [-234, -16.2]
- 56 » A 50 1563 =127 [189, -11.7]
AT #4512 # Atk 58 -130 = 145 [-168,-92]

<A Z G E L2 EN S MAHRER Y >

EINT DSM- IV -TR Z Wik #1235 %, AD/HD LW SNz 18 ~ 64 DBEE X RIZ, 4
WA 2R3 iR T > ¥ 2L ZEERRERZ I L 720 FAS 283 i BT, FEFHiHE T
& DI ETFMIRE O CAARS-O:SV(HARFERR) ® DSM- IV Total ADHD Symptoms A7 DX—
ATA Y hHOEALE CF4E: SD.) 1 AHITSH 125 £ 9.3, 77 K58 79 £ 96 &,
R GHCTT T2 REGHII L, AERTA 050 (p <0.0001. HoEGH . AH
BT 7RI 2B HEE SN,

CAARS-0:SV (H#EERR) DDSM-IV Total ADHD Symptoms X 37 DZ{LE
(BMABT 7R MHBT 2 MEZEERAR TORIEFHESEN - T U H BT DEERN, FH9E—S.D.)

KHFFGHE (n=143) 7' & K58 (n=140)

0.0
~50 -79+96
35{7:
L -100
ﬁ -150
—20.0
950 \;p<000014
PR O /NI O TR 7 [95% 5 HEX T ]
—45 [—67, —24]
. ¥ (%-30)
nezo4y | ombEs | e | PERD
n | CEmfE= (EH1l = CEHfl = . T
i 7 2 i 7 2 i 2 e
() e ) i 7 ) e
-5 ®
o 143 31.8 £ 596 19.3 = 9.96 -125 £ 927
SERE 45 [67,-24]
75t REE 140 315 = 644 236 = 10.35 79 = 961

10



<HENZR G E L ENE RS Y >

[N TR L7z F 3523088 253 #1123 \T, CAARS-O: SV (HAZE) @ DSM- IV Total
ADHD Symptoms A7 DN—=AF A4 > h5DZEALECESfE+ S D) x5 4 8% 147+ 8.8,
12 8% -15.8 = 94, 24 #4167 + 9.8, 36 A% -175 = 9.8, 48 % -183 £ 99 &, Wi
DFHIFF L N—=AT 4 V2L, AT 7K F 05,

REEIEHERICH T 5 CAARS-O:SV (HAEERR) ) DSM- IV Total ADHD Symptoms X 7 DZE{LE

(%5 4381, 121B%. 24 B%. 36 BEKU 48 BEOZFHERHALN—ZZ (A HIBIATDEETR)

FEAEA I M= SD. [95% fa AR ]

54 Htk 248 -147 = 88 [-15.8,-136]

5 12 % 240 -158 + 94 [-170, -14.6]

x5 24 H% 218 -16.7 = 9.8 [-180, -154]

$5- 36 F1% 211 -175 = 98 [-189, -16.2]

5 48 Hf 205 -183 =99 [-196, -169]
(3) BRFFISERR
BEMEHB "

(4)

TR N B A o I, ARH 18, 36, 5dmg ZHERE G- LA E (% 6 6. 1BIcRh 7
R EG RSB HitTze F7o, BB ABEZ S, AK 18mg/ HAx 1 H 1 b, 4 HHIX
EROEG LR (K6 6). 1BNIRP 7 Rk, 16012 A mERER D A3 580 b7z,
WENLIEEIL [EE] THY, BHFHATRE ER SN, ZOMOMAEHBIZOWT,
RENGHECHRR ARSI E e 2B ENIFEO S L o720

BRIV

BERCERHER 2%

RAIDAH KT B ATV T 2. =7 — MEER IR O i i S SR ok 372 BOs P, AR
ZEIATREBIEREA DM IE BT IRRTLLEDN DL E00, BWNIHIBWCHE—UGHE
R RN L 72 R SBR 20 EINES TOAH BB M O I 8 LA R BRI, 45 Tl g 31 215
51172 ADHD Rating Scale- IVHAFERR BEEM. #AFF MO M= VAT T7EZ0E bE (K5
filfilRf— =271 V) D&T—5 % HEINEFT LR WIhoRBRICBW T, HEL b
FNWATT OB ER THRSAIE, HE—ISBERE RIS TAEIIELN R 572,
FRALAV R

E|EALNITRHERDRER

LR L

Jad: 6

<UNEERRS G E L7 EN S T 3R Y >

AD/HD BRRz3&R & LAEARENR TS tRWBS > % LMLAEHIEHER
(JNSOO1-JPN-03-2 8% : Zieax R, PIZERHE. FERRUV_EER. 77 RAHE.
WITERELEE. T 4 L{bARETLE)

H B | av—% ©gEomiE 1 HHASEZHERL.
ARG 50

DSM- VIZBWT AD/HD & W&z 6 ~ 12 %o AD/HD &£ 92 6,
AD/HD 123t 9 2 3Wpdiht, AFV 72 =7 — MiElEE (MPH) #5550 4]
Nz 78 . MPH #HKILIGE S0 02 161, GEREZRL 13 Bl

ICH E10 ®F » ¥ 2MEiGHEPIEREBR O 791 2 v, ZEERIMGRIC2
=5 © SEHGEBEKGE) & 7T b AR B EESERE IR 125 LS AIZEIT T,
MRk L 720

AR T2
A

1 EBERE G L2 O R STk e 24

PO

/B~

Visit 1 Visit 2
|
Wash-inft]

Visit 3 Visit 4
| |

bk 3]

Visit 5
|

Visit 6
‘ — I E MY
FAZ N4

#% 5

ADHD Rating
5F  fiffi | ScalelV
FIARFSL (B, 20)

22— (n=92)

528 H &) A P IEC THER, ok

BRI P DR BEHE Visit 1~6&172

11




VR S
(DD%)

(® Wash-in #8 (3 ~ 10 BR) : 7/7tK%E 1482 1 0 1 1018, &O#%5-,
@QHEZHE (3~ 6:8M) S MHBROHEEHELSH 12, 110118 ~ 54
mgDEFHT 1 H 1IE], &85 $5-2 ME L. A liBiEH X
WEEIERFEA?SROKEAECRICHEZ R L72% B ROEHEIIZLS
ADHD Rating Scale- VHAZEN (ADHD RS- IV-]) 2Ffliz4 7<% 3 HIH
DIFERL2R) . HERAELSE1, 2o HE, BErT5
. BRIk
G®Z=E%E (3~ 10 BME) HEFEYcHRsIN/-#IE 1 HHsLREHE
DarH—% “18 mght. 27 mgdE XIIF NS DT T L AREEF R 15
2 H—42 i KERBEOHERE
HIEEN I @ED A F VT = =57 — MNafss
Ao - R
4 SERBARIC ATV 7 = =7 — MEREE AR | 18 mg (18 mgdt 1 58) x 118 (8) / H
L
5mgx1~3[/H 18mg (18 mgfe 1 $8) x 1M (8H) / H

75mgx 2~3[H /H, 10mgx 1[0l /H, & |27mg 27 mgfE 1 $8) x 1] (8) / H
L<I13H] 10 mg - 7 5 mg

10mgx 2~ 311/ H 36 mg (18 mgdE 2 §&) x 11al (W) / H

15mgx 2~3 M/ H, dLIFZFNLL L 45 mg (18 mg#E. 27 mgdEss 1 §2) 3L 54 mg
(27 mgE 28¢) x 1l () /H

60 mg / H& it 2 % H = ARHEAN DA ANAT]

aH—4C% FAERARE 2 BELBORARRSRE
AR PR e B -l - BRIk
MEATEY SR D | BT FOFE FHkAL
[REGIE
T E) 2 BT ITHHEELTOmg i 18 mga s, A%<t d 5
S OE & HE L S, 72720 54 mg / HTHRIMED D 5
& LIEEm N3t % k-
MEATEN DS S | FEFHRAE | 2O F Tk T 520 W FE27 ~ 54 mg / HIRAH)
|RYEGiE WLz, R | THREOLENS LM L2HE10E. 1 HAEE
BRkeul e | LT 9mgid 18 mgaimm L., 2% dtd 5 HELLE
T Epac
HERRNFE | SRRk
HL. Bk
e AN ] & e
% ADHD RS- IV -J 12 & 28, #KAliFFmSE X 0 A4 012 H b

=5 " SEOHEIERE: - i

EEE BUOLIRESR) 12 X 5 FEEUSFEE T W 6 L B 122U F ost
ke LTV A BT, BB OGEOE I, MWEINER D 2w

- M BIAATT 180 H DI FEHME L 72 3 USRS ¢ 2 1 IC & 0 .
DSM- V23135 AD/HD @ 3% 7% 4 7 (DSM- IV : 314.00 X i% 314.01)
OWTN P LB ENTWLRIR, 2B, W - BINCE L Cld. EEXME/
LB EEE AD/HD- OBWHEET A K94 » OERERE 7 +— 22 FHT 5

- Wash-in #1123817 % ADHD RS- IV -] O EFI AT HFGEEG D s — % Vv 22
TOWTNDD, AD/HD V7% 4 THIZLLFIORT HAO— % IEEIZE
57— D%B/S—t A VDAaTUETHLER, LB, Fliiid,
Wash-in I TH: (Visit 25 —%kB$H) 128 DHER TR 4




E28H | [ 475174 L S
o (DSM- Vi | &A% N . - " o | 5
(5% 2 F) 6~8mk |9~ 11j%| 12/&% | 6 ~ 8% [9 ~ 11 /& | 12 /&%
AN BT B 14.6 13 13 10 10 11
(314.00) e 17 188 17 9 10 10
Z ot - s B 10 3 6 7 5 4
BRI (31400 | %o 14 14 11 3 3 47
LA # 23 20 19 16 14 14
B 28 32 27 1125 12 13
[EEXI / 28RS AD/HD- OZW - iRETA 854 0] XY
FBAb | - Wash-in #I#8 T QK E A% 20kg A D HBIR, 7272 L. 20kg Kili TH 525,
| BfEGEEICHEBRAFLT 2 =7 — b (MPH) ##%% 16 5mg P R
LA EMICHED D ST WERIE, fHAANT T 5
- Wash-in 112 50 L 72 225 O 16 12 FFELLE A IS B W T, QTe >
450msec. I EL Eo 7Ty 7 5L AZEBEANOMAAINIHELR D 5
EEZ LN EFE AR ER
- Wash-in #|2 Ze¥HIRAE T 2 [|HE L 220G USRS T O W § upds,
PUT oI e 123254 5 IR, b, Fivid. KEEH BT 5 ER
THIWT 5
IR 7R
ML 6~8K |9~ 114 | 128 |6~84k|9~114 | 12/
GESIME (mmHg) | =130 | =135 | =140 | =130 | =135 | =135
PEEMIME (mmHg) | = 80 =80 =8 | =80 =80 =80
HARF ML [EIMERETA K4 > 2000 FER] L0
FEAMIE H | SRR E B O

Wash-in #1 & “HEHIIZHB 175 ADHD RS- V-] D =% VA3 7 DOZ%EAL
w CHETM. AT (cMg).
F 4 RIKEEAMIE B K O 510
Wash-in i & “EEMIAIZH 175 ADHD RS-V -] OREET 7 A7 — IV
O% 8/ EEES 7 A7 — Vv A 3 7 G502 b GBI ZOHREM) (t#E) o

ADHD RS-V -] 2 T, BEOHMAZNZNELOMERIZET S 18
FEMEE OREZIEH 9. 28/ HEEEE 9) £412200w T, [0 (v,
LLIRIFEAELRZW) L (& &Hsb)] 2 (LIFLIEHA)] 3 (BE
FIZLIRLIEHB)] TAaITALL, 18FHHEEATH [F—=F VA7 ],
REZHEOLRD [FNEZY T A — VA7 ], L8k / HEPEIEE O »
O [L8) / HmEEY 7 A5 — VA3 7] %5,

13




1) ADHD RS-V -J k=% Xa70OZELE (FEH@ER)

[VAIEEICET 2HE 3 BREGE (2) BRRME<NExR%E LzEN

o MAHERER > | DIESR
2) ADHD RS-V -J NEBERUZE / &MY T X5 —IL XTS5 0OEL

£ (BIREHMmER)

ADHD RS-V -J # 7 X4 —JLZRAT7DE(LE
(REFEBHTAL—ILRATDOE(LE)
BTl HKIEF

—-=2-nx OTd>

BT R S N UNT— NN I R

W oAy

TR
p=00012 i
BESmMAa7 | 5% AT o
(Pl = G =
n . o CFgfE+ | pE*!
TR ) TR ) )

(Wash-in #]) | (ZE=E#HH)

_ |=mv—sgime | 50 | 191+55 | 105+56 |-86%60
SBREA [ ——— p=00012

75 b RH 30 | 176+58 | 13062 |-46=51

e | 2o — % "k (4977 16363 | 104+63 |-60=58
’ B p=00011

|75 4B 30 | 15061 | 12066 |21=49

¥ 1t HoE %2 Wash-in #1113 n=50
(Z8) / EEMEY TS — I XOT7OELE)

BT il EFAG
4
4 4 -15
 H
D
B R
s
vl
71
v
A
a
Ho T L
7 [
78 L
1%!: p=00037 P00t TR
o | sk
BORiATT | BoRAaT|
croiis | cmats | ZEE |
ol omieme) | Eem) EE%%; P
(Wash-in #)) | (CEEH) |
~ Tao%—» %] 50 | 126+70 | 5652 |70+59
S ———— p=00037
75 E KB 39 | 143+66 | 108 =67 |-34+55

g (39— el |19 | 13475 | 69=56 [66x57]
B |75 & 39 | 13079 | 116+78 |15+49 |

¥ 1t MyE %2 Wash-in #1113 n=50

14




o

ERHER L OZEEERIICBW T, BIER (BRREEEY &) 11,
837% (77/92 %) \ZHENTe FOFELDL D G%LLE) &, AR 34
B (370%). ERGGE 1161 (120%). FIARIRIE 9 6] (9.8%). AW 8
Bl (87%) AIRIE 7 61 (76%) . Fl 761 (76%). 183G 561 (54%) THo
7o BABICBVW T EZ G OEELREIERIIEO SN h otz 285
FIFICE S 2BWEIZ T v 7 1 BICH - 72,

<RNZE G L L7 EIP A AR S B © >
BAED AD/HD B&Z 23R & LAERENR T S R NB - 25443 {TEE L& ER
(JNSO01-JPN-AQ1 B : ZHkHER. AIZRHE. —E5#%. 74 Lk, 77 RWE.

I FTEFE)

H 2]

a ¥ —% © 5% 18 ~ 72mg/ HOFMH THEZ L 20035 L2 &K
W ET TR REEL . WEET 5,

FONNE 3

DSM- IV TR IZB\WT AD/HD &2 SN 7z 18 ~ 64 DB 284 Bl(a 24—
5 © GElE 143 00, 77 LR 141 60) .

&

B e R 2
\ \

StERE == W A REEN BRI

: \ T
1~omp 7YYL 431 4587 LR

T —FOGE (n=134)

¥ 5 [ EEFA FH i e e L i BERILOEHHRRS
(n=284)

778K (n=135) TTER (n=135)
FH A BECLOE B R

~ CAARS-OSV ----@ -------- ® -0 0 0 Q@
W
CAARSSSV @b e e @
Clinical Global -----F--------- o -0 0 0 Q@
Impression-Severity

Clinical Global -----F--------- ® @O @ @ @@
Impression-Change

ORERE Yo 1 EMIC 18mg/ H2 555G . HEFE L #E (27

WHEEBEZEOREMNEIZEETLFECTLHAMITEIZ 18mg/ HHEAL THE, &
FHTLORBEMAEICHEEL-BIE. ZeEoREN WY, AuiiEio
AR E CTEOREL . WP O EIIHEREINCImETEL,
I O PR IR,
% Conners Adult ADHD Rating Scale-Observer:Screening Version(CAARS
-0:SV) ®DSM-IV Total ADHD Symptoms A7 A N—2F 1 AMlIZ L
T 30% LL F g3, » - Clinical Global Impression-Change (CGI-C) A
aTH 1 GERLGEE) U3 2 (FEEUEE) Lho7zBa, dLAdREHE
72mg/ HIZHE L7235 A1 B8 T L O @ w1 233 L7 &I,

QHEETEH  HeEfENcHRsIN/ - BERTLoR MY 4 A5, H
w=FERTOZ SO LA EIEATTE L, HES LR AL &)
| el I IRl Bl

ERER
T

c A7) == 7 EE?D Conners Adult ADHD Diagnostic Interview for DSM-
IV TR (CAADID) HARFEMUZ LD, BIERVNEHOWTIZIBWTD, 1
R BOBW - Bt~ =27V - S VEETRRSLE] (DSM- IV -TR) @ AD/
HD s ie AN S ESR (314.00). L8k - B PEBEE ST (314.01) i
RAH (31400 ] I2EHTAES

IRERAH L E M ASEEA L 72, N—AF 1 VI Conners Adult ADHD Rating
Scale-Observer:Screening Version (CAARS-O:SV) @ DSM- IV ADHD i
Ry 7 27— (18 HH) 2a7 28 24 DL EoEE

Ebot
*#

C AFN T =7 — MERRE (MPH) DMERTH LN Gho>TnhLEE
-DSM- IV TR # Wi de iz X0, B [ RIpEE, G AHTIE. G d g
%éu%ﬁ%wﬁiiﬂﬁlﬁ%k##%éh%*§$$%,%@%1#\ FHLLIZFDOEED B
LEH

-DSM- IV TR # W3k deic X0, IRPLEIS ERE (AWM REE, 7 AV 7 — [
ErGt) LEEINABAREOEDE. ARMEN., &L UIFOMOARE:
DR REUTARBEY) IR B D 5 LGS EMAZH LB g, 2B, Bk
IR EEE DB M2 21T TW24a T, CAADID HAGEIZ L0 Y
EEDEIRD S AD/HD LW CX A8 13 AN E L7z

15




%581

8 JH[H

FHIIE EH | O Conners’ Adult ADHD Rating Scale-Observer: Screening Version (CAARS-
O:SV) (HAFERR)
@ Conners’ Adult ADHD Rating Scale-Self-Report: Screening Version
(CAARSSSV) (HAFER)

(® Clinical Global Impression-Severity of Illness (CGLS) A 27
@ Clinical Global Impression-Change (CGI-C) 227
Last-observation-carried-forward (LOCF) #:% f\ CRIBEDOMEE AT - 720
FFAf G
FERHMIE B K OfAT 7t
TR EHII 12 B 1T 5 CAARS-O:SV @ DSM- IV Total ADHD Symptoms A 2
TDON=AT A 25D LR
(FERHT  ARFEMEF D NR—2F 1 ¥ 5 DLELRIIONT, FHGEER O
HF N—ATA VR IE RS LI T
FIRFEAT @ BRI DN — 2 T A V6 OZbEIZ DWW T EEMBNT & FED
J73: % FCRAT) o
Bl IE B K OV 51
CAARS-O:SV L O CAARS-SSV o # 2 a7, CAARS-O:SV @ DSM- IV A~ i#
BV 7 Ay —vAa7, DSM- VL@t - S8t 7 27—V 2 a7 & f ADHD
Index, CAARS-S:SV ® DSM-V RNEE S 7 A7 — )V 2 a7, DSM- V% &)
M- H\mE 7 A — A3, DSM- IV Total ADHD Symptoms A2 7 KO8
ADHD Index
(PGB O 2 R T, R—=AF A MR IR E U230 Btr e £ i)
CCIS Aa7Hh b t&E N U CGI.C A a7
(CGLSEMALL 72 R—=ZF A b DA T AL EIIH LT, 52 /T, RX—
ATA Mg m e L i it & it
CGI-C : JEFALL 7z Aa 72k LT %GB % T2 L7 B g F2ht)

#& 2 |1) CAARS-O:SV @ DSM- IV Total ADHD Symptoms X A7 DZE{LE (XE

Balit=1=))
[V EHFICET2THE 3 BRRBGE (2) BRRIRE<HAZFRE LERN
HIHREE > | OHEHSMRE
CAARS-0:SV ® DSM- IV Total ADHD Symptoms X 37 NDZEALEDHER (B
REHMEIEE)
CAARS-0:SV ® DSM- N Total ADHD Symptoms X A7 NDX—X T 1 > b 5DELED
BT (TiHEHEERE)

N

5L

5 e TOUEB  —e— TR
HA
DR 0 —ae,
S 9
y O
ma
D \b/ -5+
[ %)
°D by by T
r;l S hd ha hs
%1\1& -0}
T by
2 "(1; ¥ pd *
ot
L.t a -5
E
_20 |-
| | | | | | | |
N=2FA> I 20 3 4R 55638 8 R HETHIE
7FoUARBE(n) (1400  (140)  (140)  (140)  (140) (140) (140)  (140)
D —ogERE(n) (143) (1420 (142)  (143)  (143) (143) (143)  (143)
i * 00796 00131 00014 00007 0.0001 <0.0001 <0.0001

* oo

16




b B |13) RICEHERFICH T B EIREHMEIER
(>T%) S %55 CAARS-0:SV & Uf CAARS-S:SV 0
BEAATDN—ZZ1 > h5DELE
(CAARS-0:SV X a7 DZE{L8)
[y e DTS}\FA%N %5@1}%%% ADHD Index %\ﬂ:?;
0 FTAF—VATT  HFT A= ATT qiié;ﬂ?gas o fH®
C -29 I ﬁl_’eﬁfﬁi
ﬁ —4 -29 e 2E e
§ 6 50 45 -16 Bra7 69=183| 00002
(0] -
s 9 -80 o Do
v 101 e, |31=072| <00
o B 227
) it wamt
Ry W 50 G (n=143) FrAs—y | L14*05L] 00053
201 o 774K (n=140) 237
' ADHD Index |24 +079| 00030
i Gl
(CAARS-S:SV 237 DZALE)
DSM-IV DSM-IV DSM-IV WA&'{E%@
A7 Total ADHD Rt %tk - ﬁlif]\i ADHD Index B3k
o SymrtomsAIT 4*/1'7 WATT HTAr-ATT ?ﬁ]&@ o fH*
c -2 I M7=+
A PR
A -4 734 -32
§ ] 42 43 |@zrazy 69+186[ 00003
2 -8 73 DSM- IV
v -10 ool ADHD 41+ 111| 00003
ERREY -109 -107 Xy‘:r"l’;oms
B 141
& 11 W R (ne14D) e
15 M R (n=140) oy, |-31=071| <0001
-20 F=b
DSM- IV
i%"ﬁf;f?’{'ﬁ 10+052| 00471
Aa7
ADHD Index |-28=080| 00006
* J5r HOTAT
% 4 M| B (R RE &) 12, 29— “ §EHT65% (93/143 #1).
77 REET255% (36/141 Bl) ICRBO LN TOER SO (FEHEE
5% L) 1da o — 4 GeEC AR 53 41 (37.1%) JEhE 26 B (182%)
HLG 21 61 (14.7%) 1178 19 1 (13.3%) ASERIE 12 151 (8.4%) L BEF 10 51 (7.0%)
RE A 10 B (7.0%) K OBER 8 B (5.6%) V7T ARRECTAIRE 10 61 (7.1%)
THholo BEGEEHIEI Y9 —% " SEHEOHMIRIEREE 1 61THh - 72,
HBIEHNIRD SN a o720 TG PILICE S 7ZBIEHIEa h—% ¢
SERECAEABOR 2 B, AN, AIRE. FBREEE, FEEO F v, B8hiE,
B, HEPE 1LBITH -7,

3) ReMHRE  REBSRR
<NBEI S E L -ENE RS Y >

AD/HD #R

CEMRE L RBKRESHR

(UNS001-JPN-04 B : ZiEaxtF. FIZAE. FER)

H B |2y —% P e BEIROHS L2022 L OE M2 B 5.
& G |DSM-IVIZBWT AD/HD k&, EPHE DG AR 2T L

726 ~ 13 ® AD/HD #JE 99 B (9 & &R T #4713 69 #1) o

17




HERRX T2 -
RERBA AR 3 HHE 6% HH 9 HH 12%HH

i 237
T2nfiE*  455HH T8 HH 10112 fesezs
| | | | | |
BRI R 1 R T+
RIS I 5P (n=99 I —FEEE (n=69)
%G (=100 il LA

ADHD Rating Scale-IV
HARFHAURFii (. =)
Clinical Global Impression-
Change ([ fii)

- Clinical Global Impression-
=F fif Severity (i)

Global Assessment
(BL. #fii*s)

Parent Satisfaction
Questionnaire ()

*1 AR SO EITHIX wash-infil125%24 3%

*2 SISO ATHIE, I EHIE TR O T =52 AR 01y HHO 7 =2 L G BNE2y HEHE T 5

%3 HIAHRERD S ORAT B, S A3 ER I I3 2445

%4 BRI i #E B 1 CEE T2 L A Clinical Global Impression-Change (CGI-C) A3 # B35 J [ & pECk 3% |,

CGL-CHST L% | o2k AGlobal Assessment7s[ v | S ETH R &) E S, BRI I~ O R AT
DL WS B DA

*5 HUMEFM LB IO A 5 I RSN A E

6 1y gD R BekrE il #2136 AR HE ShUa sk be HI2 920

*7 61 O RBERRE 1R300 BRI E SNSRI E

ORBRII (RR12 »ARB)  FGEENGE THRER2 & ORITHIL, ?Iﬁ%ﬁﬁ'@
TE R OARRBRGETOEYREONEEZZEB L HEO I v — % ©
. BENEAERARED S 0RTHIE, —EGHIICiRE L -HED I v —
7 “gEw. 1H 1A, OGS (18 ~54mg/ H)o BIHARS R,
HHIER OCBENEZEZE LT, W, 2170 2, 3Br Wik,
QHABREI (FE23 »AB) B I 28T L, BRI TEMIZLS

Clinical Global Impression-Change (CGI-C) #% [Z5HHTE | [ WhEE T |,
CGIL-C A TEEE | »oHIZ X 5 Global Assessment (GA) A% [ B |
NiF TETOR W] LS, BB T ~ORITO T & S -8
Wzxt Ly BRI T & R ICH 5
BRI T ik, RSEIR (2OERIARE) LRSEMIMZoREH GRESN)
BFRETAZERTE L, BRI CiE, IRSEIHR QEMEE) K
I B OREH HES) Z5E L. BN (RIERT) TREr &9 »
Clinical Global Impression-Severity (CGIL-S) % H\v>CHIHr,

EBE |- AGRBOR GBS W ThREEE L Tw b R (RAEABR LT, Kk

| BREBEMO R VWHERERICL D K AR, AERETEE ML B
EERl 2SR Rk (B 2 L Sl L 723512 &9 %)

EoBAt | OENEIAHRREZET LB Ro%E

&£

- JNS001-JPN-03 #B&IZ B\ T, 12 12 FHE.OE M UL IIE IC DWW TREA
AR SNz EIR

- JNS001-JPN-03 ##Ex CTHfti L 72 BRI B W TERFEEFH RO S, Z0
LEIHDTRRECEIETH D & BB AT M LA ER5)- 0 i A3 W L 72 88

18




FEBEA | QENE TR ET L2 BE0SE

= # | . TNS001-JPN-02 #E# T Clinical Global Impression O 2EAfiAS [ EEEAL | ~ [

(59%) | smfr) LysEshrzsl

- IRERBHAAIRE 12 FE0 L 7o R I O LR 12 8L LB A 12 B W T, QTce >
450msec, MM FEo 7wy 7, &L AXGBHRANOMAANICHED B 5 &
EZoNDREH RO B

- AR RR I BV TEERIREE THlE L 72 2 Mo IPE W 3O3Rk Wi o
WA, LT ORI RS 5 B, B, . FMEH IS
B 2 CHIB %

R LY
6~8i& |9~ 11|12~ 145 |6 ~8i& |9~ 11k [ 12~ 14 5%
WU M (mmHg) | =130 | =135 | =140 | =130 | =135 | =135
PERMIME (mmHg) | = 80 =80 =85 =80 =80 =80
HAB M4 [ MLEGRE A K74 > 2000 4FEERL X0

I

FFiisE H | ADHD Rating Scale- VB AEE#R (ADHD RS- IV -J. R34, #EREFME™ ') -
[N 55 I AH R & [k (p.13 BHR)

@ CGI-C (EREREHM) : BIEo T8 %, [ZIHGE | [Pl | [iREdE ]
(A2 ] (R [HhEEpEiEAl] [S5PIEAL] CRF,

® CGI-S (EEREHM) : BIEofTEI %, [RIEA L] [REOMED Y | [
BEOMED Y ] [BEOMESD Y ] [ CHED Y | TR,

@ GA (HEFffi. #ERERME™ ") - BIBOfTEZ. [ECLRVW] RV [
bbb ] TR Zwv] THEH,

(® Parent Satisfaction Questionnaire (PSQ. #15¥f) : STHHOEMA» 5. #

i L A FF e
1A T oA
[GREREAT]

FREEAMIE H K OARAT R

SRERBAAA S & A E iR 28175 ADHD RS- V-] ® s — % )V A 2 7 DZALR
CBIEFAL) GHEod 5 t M5E) o

R R EFAMIE B K OARAT 51

SRERBAMGHE & ISP IC 3517 5 ADHD RS- IV -] O b — ¥ VA a7 02L&
(LIFHL) GRHE DB 5 t #95E)  FaHiliFE B %5 ADHD RS-V -] @ b —
FNVAAT, REBF TR —VROLH /B T A r— VA3 7 D%
b (BEFN. ZRAmEFM) (RKAENEEMTEE TV % #H L. Dunnett £
OB OGRS A RERE SR OB MR S B A 3Rl (CGI-C (EEMiEE
fii) . GA CHEEMG. #KAGEEAMD) . PSQ CGBIEEA)) o

[HERHAT)

SR 12 515 5 A

ADHD RS- IV -] (&) Gelisod 5 t HisE). CGLS (EiEHM) . GA (1
FEAM) . PSQ  CHEFAM) o




b . 11) ADHD RS- IV -J (Z & 358
Or=2L2270E(LE HBREI. 1)

HERFAIARE b 5 RILEHEREFD ADHD RS - V-J b—2)IL X7 ZTLE
GREREAT) GGRETME @ =EFMMIER. AGEHE - BIKFHMIER)

i AR

-10

—-12

—14

—-16

BN SN UNS Y ——— - - TUTT>

H3%kp<<0.0001 K [EDH B t 1 E

18 L HoAE (v.s. iERBAYAIY)
SKERFHIGHE" ! 2 a7 | ARSI 23 7 At
n (F¥gfE = (Ml = (P51l = p fE*
TEHE A7) TEHE A7) T HE ()
HEHi | 99 312 = 114 144 = 102 168 = 124 | p < 0.0001
Hh N + +
s | 281 + 129 158 = 113 123 £ 128 | p < 0.0001
XL DD 5 t HRE
GREREAT)
B i
0
A oL
A -2
H
D 4|
R
S 6 f
N
] 8r
]\
T
)%
;:( =12 +
7
D
% —14 -
1
# 16 #33%p<0.0001,
8 XD 5 t1§5E
] . (vs. BRBAARF)
SRERBAAAIE 1 2 0 7 | BACEEARE*° 2 a7 AL
n (P51 = (P41 = G = p fili*
TEEHE (R 7) TELHE (R ) TR 72)
AT | 69 305 + 112 124 =78 180 * 126 | p < 0.0001

KRB DD D t MIE

* 1 IR S OBATHI O & LB ERERRI (0 » HH) . B MRS ORATHI O
41 Wash - in #]

* 2 FeGulre (k120 A)

* 3 FGHIER RE 23 7 H)

20




(DD%)

@r=2W 2T OELEOREFHRE (HEBREAI. 1)

ADHD RS- V -J h—#JL X a7 Z{LEDREHHER
(B =R+

(HBRERT) (BIRFHEIRR)

AERB A R O

WA 09 ©) ©) o ©) ) ) e @) @) 80 @®1) 80)
G 9) 0) @) ) 61 50) 52 50 3) 46) 53) (58)
1 2 3 4 5 6 7 8 9 10 11 12 ()
! ! ! ! ! ! ! ! ! ! ! !
-2 —O— M
A —O— HhiliaTAit
by #%:%p<00001. Dunnett % & H#Hse
it (vs. RERIAIS)
R -6r
S
Vgt
J
]f
L o-10p
v
&
2 -
2
£ -1r
it
6L
gl
(GRBRHA )
BV G k]
B () 69 69 63 6 ©3) 67 6 ©) 6 ©3) 60 ©0) 6) 69 66 6 @) 69 W) @ @ 03 @ W
R .
G ML 2 3 4 5 6 7 8 90w B UL 6 17 18 19 0 2 2 B ()
— 77—
oL )
—e— HEF
% —4r *%p<0.01. Dunnett % & LEHE
H -6 (vs. iRBRBALGEE)
D
R -8f
S
W -10 F
{ -2+
1l
Lo-u

EISREO~UNT
1
=3
T

21




i B
(DD%)

OTEFERUVZE / EEMY T X5 — L XIAT7ELEDOREHRE (BIRET
li=1=))
ADHD RS- NV -J NEBRUZE) / E8MEY T 75—V XAT7ELLED
RIS (R/\ZRTIILIRERE)
FREFBHTZXy—2a7 (RERHAT))
BRI

HLET Il () (99) (99) 98) 90 ©2) (88) (88) (84) @81 81) (80) @81 (80)
i () 7 96) (70) (70) (70) (61) (50) (52) (50) (53) (46) (53) (58)
EEGE 1 2 3 4 5 6 7 8 9 10 11 12 O
0 T T T T T T T T T T T T

A

D

H .

D _,f —@— BT

IS —O— #ifiavifi

B] sk p<0.0001. Dunnett % IEHE

j o (v.s. SRERBAGIEE)

T

IS

Joo,

-6k

A

r

1

g _al

2 8

a

7

x5

1t —10f

i
_ol

(&) / @BMEY TRy —207 (RBEI))
AERBALGTR O

BT () (99) 99) 98) 94) ©92) (88) (88) (84) @81 81) (80) @®1) (80)

HLAHEE ) 97 96) (70) (70) (70) (61) (50) (52) (50) (53) (46) (53) (58)
HERBIERE 1 2 3 4 5 6 7 8 9 10 11 12 09

A 0 T T T T T T T T T T T T

D

o \

s T ~@— Tl

s _, —O SKHTFF i

W [ #%3% p<0.0001, Dunnett % & L2

j s (v.s. BRERBHAAIRE)

%

[

o-ap

i

[/

B -5r

BN U E =N
1
;

-8l
£ ol
B

-10t

22




(DD%)

2) Clinical Global Impression

SEREA T R OHEREA T RA&EHMRE D Clinical Global Impression
(Clinical Global Impression-Change (HERHAI)) (BIREHEIEER)

P RREREET L [HHEEFEDEE |k 69.19(67/97) - ----mmeneen .

B 1
AT (0=07) e

26.8%(26/97)

% [ 24
21%2/97)  2.1%(2/97)

(Clinical Global Impression-Severity (GLERHAI))

R REREE TR T PP PETPEEP R [BEREDRTEDY | o1t 98.5%(67/68) - -----mnmnmmmmmmeanaee .

AER I
JkaR(Es (n=68) [z L

60.3% (41/68)

AR EEDHIREE)1.5% (1/68)

Clinical Global Impression-Change : Y2 D478 % [ 5% [hEEREdaE ] TREGEE] [4A%
[EEREEAL) (&AL [FEIAEAL] <R o
Clinical Global Impression-Severity : 2 OITEI% [MiEZR L] [HEOMED Y | [HEEOR
0] [EEOMEDY] Mo CRIEDY ] CEHM,

3) Global Assessment
AERH T BIKRFMIEE) RUOFBRE I SEFMEEFO Global Assessment

R RERED [EVAJBLE 87.8%(86/98) - -----vmrmmrmnmmmomeanes .

B
(n=98)

BRI T

TR A EBLEBVRR9.2%(9/98)  FRV31%(3/98)

Pt EHLEBVZ
(n=79) 44.3%(35/79)

LTHE3.8%(3/79)

A T
AR BT

(n=69)

EHEBEBNZ A 5.8%(4/69)

Global Assessment: EJEDOITEIZ [ L THRW] [RW] [EE5Ebnz v [B{Rw] TR,

23




ik . 14) Parent Satisfaction Questionnaire™
(0o%)

HERHA I R OHEREA T RI&EHMAED Parent Satisfaction Questionnaire
(RERHR I BA&ETMMES) (BIREHMAEIER)
QL B ARITHIFL T B4 S BB T S AT AN DT, EDII BbIEL A,
e [ RLZz 0k 724%71/98) == ---mncmmmemneaan :

KR EL7
20.4%(20/98)
RRREL7 7.1%(7/98)

P KB ICELT: 0% (0/98)

Q2. BATMNHIEIL T 734 BT SADIRIEL 723EH175, BT-SADAD/HDEF L TR 3 ThoHL
BFEL722

R R RRRE T EEEPPEEEP P [H AR THDIE 82.70(81/98) ------mnrmmmmrmmeaananas :

RRHIEThHD
15.3%(15/98)

(n=98)

Folz AR TIEA 2.0%(2/98)
Q3. %724 BFSAHIIELIZFEH %
[FAIRRDAEIRE 23 2O AD/HDDOB TS A (F713 OB G )AL CIESETEE S 7

. ey A
(n=98) 17.3%(17/98)

VR 0%(0/98)

(RUBRHR I ARA&FPMRD

QL AAMNHIETL TS24I BT SADRIEL 72FAN DT EDIN DN EL 727
L e C PR PR TERIPER [ SR L7z B 79.79(55/69) ------n-mnmnmmmmnnaees :

LT
20.3%(14/69)

RRRLLT R LT KEIEL T2 0% (0/69)
Q2. AAMNZHIWIL T d7%7I S R BT SADIRIEL 7= 55175, BFSAOAD/HDGHHII L TH 4 ThhHE
HWFELZD,

I RACTOLELELI TR RLP R PR [H2TEHD L 8849%(61/69) «-----=n--mmrremmmaaneaanes :

(n=69)

RRH L THE
11.6% (8/69)

Folo {1 TIAV 0%(0/69)

(n=69)

Q3. HT= 4B TS AL HEHE
[FAIBROIEIRE 2 AMOAD/HDOBT-EA (F/3ZE OB L)AL TSR TEE T )

Dby
91.3%(63/69) 879%(6/69)

(n=69)

Vg 09%(0/69)

% Parent Satisfaction Questionnaire : 3 THHO A5, B fe B % FF A

/g

BER (BEMAEMEEE 2 &) &, 3B T I1I2B T 798% (79/99 #1)
WD NIz FOER LD (10% U E) TAMRAIE 356 (354%). AE
W17 B (172%) « FIEIASIRAE 17 61 (17.2%) . B 10 61 (101%) TH -
7oo BRI IZHVTIZ362% (25/69 B1) 1205, Z0ELRLD 5%
DIk (ZHEI S B (72%). IFMEEREIEM A B (58%) TdH o7z, LK%
EOEELBFHEREBE I, KRBT &L IO Lo, 5P
RS RWERIEHEI TIcBWTF vy 7 360, ERAIE2 B, #IHIASHRAE .,
HAMRRLH, ERLE& 1B TH- 720 BT ICBW T OER QT ik
MBI 1 I TH - 72,

<BENERFE L EN RS >
B AEAD AD/HD BE X% & L -ERBIEFERFIEAERKRSHER
(UNSO01-JPN-A02 B : ZheaxttFl. FIZFHE. FER. REKRS)

H (g | 2% —% 4% 18 ~ 72mg/ H OB TEMIXSG 48HM) Lt &%k
SR OB il 5.

X % |DSM-IV-TRIZBWT AD/HD & W&, ENEIMHT I L RGB_ET
MOlEATEE I LB atBa 2 48 T L 72 18 ~ 64 0 B 253 fl,

24




AR T2

depe 1 2 3+ 4% 5 6 7 8 9 10 1 12 13 14 15 ki

38 1 2 3 4 8 12 16 20 24 28 32 36 40 44 48
| | | | | | | | | | | | |
HERI A MEFRGIEY
T !
A3 1 4431 L
-
SaNCE E\iE; I —FP%E (n=253)
AF i
CAARSSSV @111 @ @ @ @ @ O O @ @ 0@ @O @
ClinicalGlobal @ - @ @ @ @ @ @ @ @ @ @ @ @ O @ O
Tmpression-Severity
Clinical Global - @@ - @ @ @ @ @ @ @ @ @ @ @ @ @O

Impression-Change

*a: AN IR D LB R AR Pl DR BEH
b EH LD EIHEL 72 A1 RBEA

*c:éf%f&@ﬁ.%ﬁqltﬁﬂﬂiﬂﬁ‘é&ﬁﬁh b2 16 O3 XTOFNA% FE o
kd: RBIE M O R BEE B LB &0 JEEREER IR L 723 X CTo B E 12 FE i

OF SR - HEEY 4EM) RPo LERICT % —5 © 5 18mg/
A2 558G, e i3m0 BL 2% BB Lo #EHEI2F)
HETAHETEM I &I HE R M,

QMEFFAEN © HERBEIR T %, 4B ORI~ L, BBk
OEFBHETEG . BHORERKE CRAMEITIE U Ty U3 a0 B2
BE, HEEREE IV T I — % U4 18 ~ 72mg D#EFAN T
FEZH N,

XEEVIIRENEL

A CGI-C) G| B R

EERAGICHEZ L | AEOH &% kGt

[12a% | FRIRANZZ DO | VA - XA T4 B LT, BED

B

=ty JH &7 ke S ek i
FRRENCRTED Y | i U3 aRrhik

Hdy )
FRIRAGICHIEZ L | RO EZ Mk 33 & (9 i3 18mg)

BERPREICZ VDR | VA7 - XA T4 b2 EZEE LT BUED
==
(2SR | o ) Fi % 0 S 1 (9 S0 18mg)

BRIV RS Y | i 3 EBR ik
BRI L | (9 U 18mg)

[3EEEEL R  |FRRMICZA DR | VA - XA T4y M2 ERELT BIED
LT Hd H i ke 3= (9 U3 18mg)

WRRAYICHED D | i U3 SRR

Eotssox =
£ &

- FeATRkER (JNSO0L-JPN-A0L #ER) %52 T L. Akt slbR TAH o ffie
G5 Td % LIRS EE AT L 72 B

B A
x I

- JefrakBR (JNSO0L-JPN-AOL #tR) BAMIHIZ, RABA~OBATIZHF L <
R SN B HFERRIFRO SN EH

58I

48 SH[H

FHlE H

(D Conners' Adult ADHD Rating Scale-Observer: Screening Version (CAARS-
O:SV) (HAFERR)

(2 Conners’ Adult ADHD Rating Scale-Self-Report: Screening Version
(CAARSSSV) (HAGER)

(3 Clinical Global Impression-Severity (CGI-S) A2 7

@ Clinical Global Impression-Change (CGI-C) 227

FFAm At

CAARS-O:SV @ DSM- IV Total ADHD Symptoms A2 7

(% 3PAME By OGO A 3 7 RO = A5 £ ¥ 6 D2 LR) .

Z DA FHIE H

CAARS-OSV O# A7, DSM- N AREES 7 A7 — )V A3 7, DSM- V% &

1 - B Y 7 A7 — )V A3 7 O ADHD Index, CAARS-SSV O# AT T,

DSM- IV Total ADHD Symptoms A2 7. DSM- NANEES 7 A7 — V237,

DSM- V& @1k - @iy 7 A7 — v A a7 08 ADHD Index. CGI-S A2 7,

CGLC AT 7IZ2oW T, KMk i OGO A 7 R U= AT A V05

DAL E,

25




1) BiHHrEICH 175 DSM- IV Total ADHD Symptoms 2 A7 DAN—X 51 >
P5NELE
[V IBEICE$5IHE 3 BRREGE (2) BRRZIR RAZRSE L-EA
FE$ 5> | omEsi
2) CAARS-0:SV ) DSM- IV Total ADHD Symptoms X 37 DZEALEDHEFE
DSM- IV Total ADHD Symptoms A A7 NDX—X 54 >h 5DEELED
2SR (Fi91E + 1Z2#{FE) (Observed Case i% : OC)

5
B8 L1
HA O0T—%
DR
S 9
0
59 s
by
(%)
oD
TS -10-
ZM
a
(77)1\/
t t
o a
1
-20
1 1 1 1 1 1 1 1 1 1

N—Z Day 0 H4E  ESHE 120 ZE160H 5200 5240 SE36:H  AE48:M
F4

DU —FE(n) (253)  (248)  (246)  (240)  (231)  (225) (218) (211)  (205)

3) ZDbDEFHEIER
CGI-S ZAaT7IZBWT, EIEENHEE D LEFFMEsN-BHEOE AL, N—
AF4 >~ Tl 95.3%(241/253 ) \ i A% FHIRKLOCF) Tl 26.5%(67/253 1)
Tho720 CGI-C A7 T, FME MR (LOCF) (2 [t ] UL [
SR LIS EEOE ST, 64.8% (164/253 1) TH o7z,

%5 48 BED CAARS-0:SV KU CAARS-S:SV M
EXATDON—ZF74 D 5DELE
(CAARS-0:SV Z a7 DZ{tE (n=205))

DSM-IV DSM-IV N—=AF4
a7 Fg  gmtewme G000 B Pl
0 FTAr-NVAIT  HTRr-NAIT . LR (P =
c 2 CrI¥ft = T A 75 )
¢ R 2)
A -6
-y 65 BAa7 296 = 1652 | 239 + 14.88
o 191 - DSM- IV
s - -118 -11 TRIERE . .
i 712 7 Sy, | 118607 | 96 =587
ERESEE 2E7
ho-20 |
% o | DSM- IV
Pt o] 2 - Ml sl
% ég 1 Soane | 65538 | 38=42
o8 | Za7y
-30 ~296 ADHD Index | -114 + 764 | 105 = 648
(CAARS-S:SV 227 NZAL8 (n=205))
DSM-IV DSM-IV DSM-IV ADHD N—=ZF4
#7237 Total ADHD Akl  4#bi-gmi: N, Ty fE
0 SymptomsAd7 HTAF-NATT HTRr-pAay o DAEX aﬁgéﬂci% (ngﬂgi
i CFI5fi + HEHEAR )
g TR )
4 #BAa7 261 = 1993 | 255 + 1634
S
g DSM: IV Total
S AIDIEID 155 + 1194 | 139 = 958
v Symptoms
é AaT
El
2 DSM- IV
o4 Al
it ANERE R .
ft Sy | 94=721 | 99+643
Aa7T
DSM- IV
2 W - Ay
gy | 61=573 | 40=42
Aa7T
ADHD Index | -106 = 857 | 116 = 7.26

26




4)

(6)

7 & M| B (BRRAEERE &) (X, 708% (179/253 ) 12380 b7z,
ZOFEELO (10%DL 1) (T EFIRE 76 61 (30.0%) A A 49 61 (194%) .
B 40 41 (15.8% ) 0 35451 (13.8% )  ASHRE 3351 (13.0% ) 178 26 51 (10.3% )
Thole BELRBIWERIZHEMREREN 26 TH 72, HBIRCHILFED
bNeholze ThELESHTILICE S 2GIEHIZENE 4 6], EL36, &
AR B AR RS R R S BRI TSR E D 03K 2T o 7
BE - RERFER

MR L

BEMER

FARERE - BEFARERET (FRRE) - SUElRsEEERRER (MREBERRHER)
< HBGER A (REUMERICE T 24 >

R 19 4F 12 A~ 23 4F 8 AIAT o 72 e M F AR A Cld, A% 18mg KU 27mg H34%
i/ B5 1,342 B CH R AR RER 1,229 B1) 20 RI2, RUEHERTICBITS
ot QO S L AN S R RSy e B i oY A WA

AR OWT, CGLIZ XA ITEIERMTId. AR 86.6% (1,064/1,229 B) TH-o7z0
AD/HD RS- IV -J [ZIEFFM. A OATERRFICIE. W L ORI AR H 32 5- G &
iR, EINEIF G- (JNSO01-JPN-04 #U5%) LFERIZb—=F VAT T OFE E R T AR
HHNTz,

AN DGR EZ B T D B M HBGENE (L ARy 74 7)) >

SRR 22 4F 8 A~k 22 4F 12 AT - 7= e M GRR & Cld /NERIC AD/HD ERrsi,
18 I LARE D B | & & AKNZ L A IEERER A 3588 77 5 A RIVERATR OB 77 B1) % %f
S, AHILGBGR S BEEH T TOREME ROE M EHLE B AUE SN2,
CGLIZL A2 RMEFFHMIC BT, 17 LU P RRTIC BT A2 H 33 96.1% (74/77 61) . 18 i LA
FREEIC BT A AR 974% (75/77 Bl) TH -7z,

AN DGR EE T2 B HGERE (T uARy 714 7T HE) >

SR 22 4F 10 A~k 23 4F 8 ANAT o 7= il FGRGR AT Cld /NERINC AD/HD &I &,
D 18 At CAKIOF GG S, 18 DD RHITOHEEI WIS TV L EE, @18
A AR OGRS, 17 5% 9 7 AU S AFI 0Ok 505 P S A BE, @17
i 9 # ALLRE 18 1 T CICARKIOF I 5 3H G- TSN B EE, 744 6 CERI 4%
MRS GAER 42 1) Zxt RE LT B84 6 » HF TOREME R OE MEEMEH 23N E S 7z,
CGI KUYAD/HD RS- IV -JIZ XD HERMMEDFHi S 7z CCLIZDWT, BRI BT HRIEH
13 100% (42/42 1), 3 » H#A5100% (37/37 1), 6 » H#45100% (36/36 B) THYH. A
BEITHERF STz AD/HD RS- IV -] [ IR URIEMOFHM] 1225w, b=V Aa7id
BEEIFAY 1060 * 6.8, 3 AN 962 £ 689, 6 # H%%%9.86 £ 696 THH. 6 »BRIOBIEC
BOWTLEEL TV,

(PR )
ARBEMHE L TEBTFEOABRI B XL 2RBROBE
FH Lz

27




VI. ExpFEIBICRTSIRHE

1.

IR CREEH B
{EEMX I Lames

~NRE) ¥

2.

2 # £ H

(1) fERRERLL - FEFAMER 17

AFNT =T =M, IV TVAR=F =R/ )VTRLF )N TV AR=T—ITHEEL

FIDAAZIHITLIEI2ED, VT TABBICHEETLINI VRO VT R L) v 2 tE
IMELTHRERDOEREEZ LT LLDEEZSNTWAHA, AD/HD OIEEFIC BT LM

AR T ISR ST v e v,

(2) 3z RN 2HBRMAE

1)

2)

3)

v b AD/HD EF V53 216 Y

AD/HD OETIVEI OO E D& SN DR 5 FE M B AR FSE R IMET » + (SHRSP) % H
W, APV 7 =7 — MEFEE (MPH) OITEIZLICR T AR F % 5F L 72,

6 M SHRSP (n=6 ~ 12) 2. MPH 0.01. 0.1. 1mg/kg J& OV Bl £ 45 i % B 0] e A 4% 5
L. ZEE0fEL LA+ —7 2 74—V F Graite) CoassEsir, KEEfE (KER
i) ROHEEEE (L5 B2 ATEIED) & LT 15 0BT 60 RMEHAIL 720 DR S,
00lmg/kg BT, ACFES = (30 ~ 60 4) NOTEELESE)E (15 ~ 60 45) DA BRI DTRE
BH51.0.1mg/ kg #ETIIARTEBY R O EEES) (45 ~ 60 53) OF BRIV FRO HI7z (»
TNY p <0.05. Dunnett ZHEEME  vs. EHETEHEE) . — /. lmg/kg B TIIAE
LEZEEI O AIIERDO SN 572,

F7-. 6 AEHE SHRSP (n=6 ~12) 12, MPH 001, 0.1, lmg/kg J OV PR A4 i & Hilnl ps e
WHG- L, EED (D) oL LToEIREY Y TR 2 V7 A5 RATE %
WCEVEHIL 720 ZOiEH. HREAKFICHIERNCEATEIFR QMM 0 S, EHRED
WED RO BN,

S AR O SEPE P 12

AFNT =T —=ME, d-1KE0-EDPSRDTEIR/EWTHY., F/SIV T VAR=F—=ITHL
d-RIZ - 1R LD B 12 RV A REE R L7,

R OB 1

AFNT7r=F—F (MP) OERBFWTHBa-7x2)b-2- ¥ Y VEERR (PPA) 13, I
JRRIFT 2 B LIS\ EBICRNIV T VAR =L LB LTV 5T v M SR
BWT MP O#EEGRHEL W &5, PPA OIHIEMEIZIZEAE W EEZ SN S,

PPA O IMEFIRE IS T 5 25 - BBPRE DL (Wistar 7 v b, FIFELFERE. n=3)

ligzs - ALk PPA % ng/mL or ng/g
Fios - falidh (s - MLk PPA RFE / e rh PPA iRFEH)
1 FREf 3 REf

14 6153 = 3414 (-) 1142+ 406 (-)

Jich 183+ 83 (003 =001) 50+ 15 (0.05 * 0.00)
Jii 6815 = 1895 (1.0 = 02) 197.7 = 1120 (22 = 21)
JrF ik 1007.0 = 5812 (1.6 = 0.1) 1559 = 336 (14 = 02)
Tl 19323 £1007.4 (32 = 05) 4288 = 3159 (34 = 2.1)

4)

BT IVING Y AR—Z— KT D EANE (in vitro)
AFNTr=F—F (MP) OISV RFAK—%— (DAT). e VT RLFY S5
AR=%— (NAT) ~OFMEEHETL720
v FDAT. © hNAT ® b L —H — & LT [PH] WIN35428. [*H] -nisoxetine % i \» T,
Scatchard f#HTIZ L) ML —H—E L7y —OffEEE S (Kd fif) 2Rk, 5517 Kd fill23k
D& MP oG ES KifE) #5857, $/2, bhkabh=r 50 AR—=%— 5-HTT) ~D
FEA ot A EZ % PH] -imipramine & L —H =  LTHWTE L7, ZO#EE, B
DAT 2R LClde h NAT 12 B LCH 20 5 BiAIE2 o 5, e b 5-HTT IS5
EEITROLN o7,

MP @k k DAT RUE b NAT ADfEE (Fi9E HiZE#FZE. n=3)

NI AR—F — Ki (nmol/L)
v k DAT 349 = 520
v NAT 716 +513
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2. %
(

B OF
o D &

A

5) L F T AN LD RIS VT KL F) v ORI w 2160 G vitro)

kX320 VT RLFY D FTANER S OIS TH5AFLVT =7 —h (MP) @
W, XY Ty IR EEATBE LTERMML 72,

Sy PRI ED Y +7 AW % PH] - K832 PHI- VT L+ i XL,
CHUCMP X AZ 72 IV ZFRIML. BSTEEZEE L. ZO8%E, MP X104
mol/L IZBWTH /X3y, VT RL ) »ORMIREERZ R E R 270123 L. 28~
T IVNIRRI Ot % 100nmol/L LLET, V7 KLY > ORHi% 10 umol/L LL_E
THBEIRMESE 2 (p <001, Dunnett ZEILIMGE 1 vs. T hO—)L),

VT 7 ZNED S DHRIEEMEDRE (ST AEA (T v b, FIHELRERE. n=3)

- BORTATE (@prm)
“2
I - FARIE (mol/D)
1x10° 1x107 1x10° 1x10°
ATV A 202561+ 2513 (29242913175 | 2884.01+273.71 | 27664710039 | 278448+261.85

Tr=T7 =N JVT L FY) | 16547724794 | 17353826279 | 160648+17542 | 156521+317.02 | 1531.65+248.00

7

Ay AR 292561+ 2513 | 3020.88+18653 | 3476.37**+17148 | 394665 £184.72 | 4902.57** £168.63

LH3IY | VTRV FY) | 16547724794 | 1667.80+214.74 | 18738124778 [2087.03£262.14 | 253810 £215.20

% %p < 001, Dunnett ZEILEME i vs. T b — )b

6) B/ TIVAFIY—¥ BICKHTLER Gn vitro) ©

FNIVR/ VT KL )V EGRTHEE/TIVEF Y= BICHTLATFIV Tz =T —}
(MP) OfEH%. Ro 16-6491 % [Pk HE & LCEEM L 720

Sy MFBOI NI Y 745 FBEEESE L. MP X I Ro 16-6491 % [C]
-Phenylethylamine % & Rk LB AWML . R MO MV > 2N U ClgE R 53 FREE )
BHI U720 ZORMGHEE A v FL—2ar sy —TllEL7-L %, Ro 16-6491 1%
10 gmol/ LIZBWT 70% P EoEIfIZ R L7212 Ly MP 12 X 2801 10% LN Th o720

7) BEPSHL R OSHE AR 5312 B RS A ER oS (in vitro) Y

(3)

J AL AR K O BE R 53 2 B B AFNV 7 2 =7 — b (MP) O G2 MG L7z SD 7
NOEREALA S P2 W5 (3 F T AR INIY R T2 &) & MEEH»S Primisy (G
fariz &temisy) & P W5 RO Psilisy (370Y—2%2G8W5) Z#HHE L, MP100u
mol/L FFAE T R OFEFAETIZ PH] -MP 10.9nmol/ L% S S8 CTHEA DK R E &
FHL7z0 ZOMER PH] -MP O & H55 b i E 7260 S L7 DI MR T, T,
IR T DI TH o720

RAIPE 3BT B[PH]-MPDEEE

i3
Nt
PNt E
BURTER
it
LTSS
0 160 2(‘)0 360 4(‘)0 560 6(50
[BH]-MPO#E & (x1015mol/mg protein)

TEFIZEIRIERE - ke
LRk L

29




VI FE#EpRelid 518H

1. MPEEDOHE - | (1) ARELESEOFEE
Al E = HLMEREL
(2) REMmpEETERRE"
Hnlg s (g A1, 18 - 36 - 54mg. n=6)
AFNT =7 =1 (MP) :# 7.0 ~ 7.7 F[#
a-7x=)b2- ) D UEERE (PPA) - #9 9.0 ~ 10.0 EEH
YRS (R AR, 18meg/ He 1 H 11814 HR. n=6)
MP : %5 8.0 ~ 8.7 I
PPA : %5 9.0 ¢t
(3) BeRAEBRCTHERINMFEE
1) HE$5-
TR AN BPEC, ARF) 18, 36 J20F 54mg (18mg $Ex 1. 2 KU 3 §8) AHERE RS- L/ L S ol
P xFL 7 =7 —b (MP) B, 5 BETHEYI—T1 275 OFERIZ L 320
LA RL72 . NEFRESNEY IR ELEZLTHEAIMIBEN D Z L2 ER %
FAERLz. MR MP DIZEA ST d-BEATHY, - BRI E A EDE R T R A
Tho7zo d- BRI 5 ~ 8 IFHITAIC Crax 7R L #9 4 FEHO t12 THHKL . AH#) 18 ~ 54mg
O EFFNTHE L Z R Y

R ASBMICAR] 18, 36 KU 54 mgz BEIEOH/RS LI-EZD
MP OMEHIREHE. EMEE/ITX—2 (& n=6)

(ng/mL)
14
12 —#— 5img/H (n=6) 18mg 36mg 54mg
0 ~t— 36mg/H(n=6) |Cuw(ng/mL) | 330+088 | 668+239 | 968286
i —o— 18mg/H(n=6) | tmax(hr) 7.3%16 77%29 70£2.1
o8 fiis g | AUCKghr/mD)| 409=115 | 855%367 |1208+332
£ 12 (hr) 39+04 | 37:02 | 36+02
| 3 TR
2
0
0 6 12 18 21
Bl R (bx)

F 7o R A B AHK] 36,54 ] OF 72mg (36mg $E X 1 $E.18mg $EX 3 $E K U° 36mg §E X 2 §E)
BRI G- L7z & & olndih MP 2L FEMAEOHERZ/RL, HGAEIC XA RE AR
%<, AFHI 36 ~ 72mg/ HOMEHPFHN THELBIEZ KL Y,

RERABMEICAH 36, 54 RV 72 gz BEERZEOH/RELI-EED
MP OM#EFIREHRE. EMEER/XTX—42 (F n=7)

(ng/mL)

22

20 —0—72mg/H (n=7) 36mg 54mg 72mg

18 —8—54mg/H(n=7) |Cumax (ng/mL) 77+22 125+39 16.4+4.7

16 —A— 36mg/H (n=7) | tmax(hr) 8.0(6.0-8.0) |8.0(6.0-10.0)| 8.0(6.0-8.0)
Jﬁ;% 14 P +iE k(R | AUCEst(ng'hr/mL) | 79.9%216 | 1244%332 | 1781+486
;'Z 12 t1r2(hr) 36=03 38402 3707
E 10 PR R

rhLfiE (§E6H)

RE

6 12 18 24
5% O ] (hr)
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1. MAEEDHTR -
&=

;[
(> 2 =

)

2) RS

TR AT, AH] 18mg/ Ha 1 H 118l 4 HRRAEFEHG-L72L &,

If4Eh AFIL T

=7 =1 (MP) iEIZ 1 HEHE 4 HETEBLTEY, FMMEIROON L o7, £z, MP
POIEIEEOLVER# W a - 72 =)V -2- EX) D VEERR (PPA) ~ORFHIBWT B

BFILB

ENIRRO LN ip o7z,

BEE AT 2 RERSEOMEFH MP,
PPA BEHR. EMEIRE/NTX—% (18mg/ H. 4 BRE)
(MEEFMPIEE (n=6))

(ng/mL)
5
SRR
4
B
£ 3
thi
¥
Py
3
3
1
0¢
jfx‘ﬁfawtlii
(MIEFPPAERE (n=6))
(ng/mL)
141 e
0T st
120
1 100
?iz
80
P
L 60
Syl
B 40
20
0 ‘
0 1
%‘x%ﬁfﬁmﬂﬁc <H>
MP PPA
1HE 4HH 1HH 4HH
Cunex (ng/mL) 3124058 397121 929+981 | 106.1%165
tonax (1) 8721 80+25 90+17 00+28
AUC (ng-hr/mL)| 426=70 46.5%9.6* 1797.1+354.2 | 1772.3+3194*
ti2(hr) 4302 41204 88+15 9.0%0.7
AUCH (MP/PPA) - - 0.025%0.007 0.027+0.009
EfkE*1 (AUC) - 109009 - 0.99=0.07
Al (2

MP: AF)VT7x=7—h

*] HRE AHHO/NTA—=5/IHHD/ ST A—%

PPA: @-7x = )v-2-¥_0) 2 U WERR (ACH)

%2 AUC (020
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1. MFREDHT - 3) BIRICBITL Y ENRE 7
il E = AD/HD BRI, AH] 18, 27, 36, 45 X 5dmg/ HE ARG Lz EDAF VT o
(2 3 %= ) =Z7F—F (MP) RO TER#H W a - 72 =)0 2- ¥ D UEEER (PPA) D& IMAE SRR L, R
WALVEEZ RS, Al L2 neRl 7z, 2t FRROMA SN THES
NTWLZENL, REOEVISER L5 MEREDENIIEICHDEEZLN D,
BRICHI2MEH MP, PPA BE
(M#FEFMPRE)
(ng/mL) -
100 45| @ 18mg/H (n=10)
90 o %é A 27mg/H (n=11)
80 =t| m 36mg/H (n=14)
o % & 45mg/H (n=4)
g 60 ] 018mg/H (n=20)
M ig ?ﬁ‘ A 27Tmg/H (n=34)
ik ° | 0 36me/H (n=25)
JE 30 4
0 u | © 45mg/H (n=10)
10F o L] x 54mg/H (n=2)
oL ® .
0 4 8 12 16 20 24 28 32
P55 O (hr)
(M3EFRPPAERE)
(ng/mL) (4] ® 18mg/H (n=10)
800 JL 4 27me/H (n=11
700 x 5t| w 36mg/H (n=14)
600 i "] o 45mg/H (n=4)
2 500 "t ] © 18meg/H(n=20)
P 400 . °’%§g§ > | 2 2Tmg/H (n=34)
‘A& 3000 wm qu;fA- fi% 0 36mg/H (n=25)
E ) I Aﬁm:oAA fa| © 45mg/H(n=10)
200 N alae @DD %g?gg o x 54mg/H (n=2)
100F 8 f .
0 L] A A
0 4 8 12 16 20 24 28 32
B 5% (hr)
(4) F&EE
BRI L
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1. MFEEDOHTE - | (6) BE - HEAEDOHE
38 E % ) BHOEE WEAF—5)W

(2 2 %) SLEIN AD/HD IR K OB 2 1 A2 AH & 22y, i@ i U3 s Rl ik
ZTNENHERERSG L7z & S OFEYFREIETEO 5NT, AFEIZ L 208 a.;‘&)fo
ﬂ&z))/)ﬁ:o

BRICBUIIRBICLITE
(EIER RS CBIERRREOMFHAF LT =7~ NEEHE (§n=13))

(ng/mL)
o o} o mIA
s | - ZER
r)’; | P+
o PE
Z
- T
£
i
i3
- 18mg/HELTHEAL
O o
0 2 4 6 8 10 12
B OB (hr)

(LBBRERBSEERARRBESOMERAFIVT =T —NEEHRE (En=14))
(ng/mL)

I 9 —o- ik
4% o &Rk
Tl e
.?‘—
o6
7
ES
;—]T_e L
5
3
B "
18mg/HELTHEAL
ot .
0 2 4 6 8 10 12
P 5 OB (hr)
e 18mg(&n=3) | 36mg(&n=7) | 54mg(&n=3)
=)
E}E‘? gg G ElRI AT | 7192051 1249+3.84 16.05+4.94
% 3 | (ng/mL) JEf 596+1.27 11.31+261 1501379
o BIRIER | 96=17 80238 103+20
& [ i 9400 8111 91425
& |AUCe-us | BRI | 571+28 92.6+304 1189+453
(ngthr/mL) | sy 504+78 877182 1215%37.3
I 18mg(F{n=3) | 36mg(&n=7) | 54mg({En=4)
ﬂ?% Conen BRIl | 619101 1244=342 17174368
i % | (e/ml) | Emafs | 602+111 13174319 | 2026480
}ﬁ% e EolRRG AR | 108=11 81238 7721
3¢ (hr) Wi F 77433 7215 83=15
é)ﬁ( AUCo-15 | ESNRMIER | 43128 08.0+24.9 1554493
(oghr/mL) [ 3emags | 472+01 10644256 15124389
Al
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1. MPREDHR - BERAICHTIRENDHE

il E = (36mgst 2 REEs E SIS BRI E L LD MIFRAF LT 1 = F —NEE )
(2 3 T ) (ng/mL)
15
12 }
1t
| et
th —A— ZEJHE (n=33)
2 9t - BRI AT (n1=32)
7 TR
7 |
F 6l
|
k
-2
B
31
07\ L L L L L L L L L L L L L L L L L L L L L L L L L
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
5w (hr)
ZHEE (n=33) SIElE A% (=32)
Cmax (ng/mL) 6.196 (2.208) 6.871 (2.324)
tmax (hr) 6536 (1.036) 7362 (1.293)
tiz (hr) 35432(0518) 3268 (0.306)
AUCust (ng -hr/mL) 66.9°(234) 784 (26.6)
AUC=(ng -hr/mL) 67.6"(23.7) 790 (26.8)

a:n=31, »: n=32

2) BHAIKOKE
[V %4t (B EOMESS) (BT 2HE T M) OBBH,
(6) BEE (KEaL—>2>) BATIC LB BN EREIEEHER
AR L

2K YR E RN (1) BRAE
N T A — 4 BRI L
(2) MRULERETE L
MR R L
(B) N"AFATPANLSEY T«
BRI L
(4) SHkEEEH "
B[S 018 ~ 0.19 (hr?)
MiE#5- 016 ~ 0.17 (hr)
(e e i N BVE % 0f SRIZAH) 18mg. 36mg. 54mg ZHialfS- L7z &, JdAF 18mg/ H% 4
A5 L7z &0 1 HE, 4 HHOWMIHEERE)
(5) U7z
B AD CL (Pl iR 72) 497 + 162 (L/hr)
(THEIAD R NG L2 2D 7)) T T2 A)
(6) PR
B AD Vz (R ZE) 2,508 £ 909 (L)
(O EADRERER NP G- L7z & E D5 AEE)
(7) NEEAFEax
A 152 £52 (%) HA:16.2 1.1 (%)
FHEANE (n=8) RO (n=2) DIMHEIZ, “C- AF N7z =7 — MEEEYE (10 ¢ g¢/mL) %
WL, AFNV 7227 — s ORISR R AR 2 P HEHTECHlE L7228 SOIMmERAFHAZ)
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3.

IR

A E N HE R N B 6 Bl R RIZ, 7 OAF —N—{E I TAFIVT 2 =7 — MERESE (MPH)
B (MPH &£ LT 10mg) %P F888 12 L0 G ERR G- L OER S, 3512
MPH 5@ 5 10mg % fEL45- L 720 MPH a2 FR L R OEBRN 2 5 L7 & 20 AUC 1E.
FNEN19.3 KU 19.1ng - hr/mL & REZR3EE %L, HRIINA AT RASE Y 57425 985%T
BHotzZlnb, AFNT =T — MRS OIRINEN D Z L ATRIE S 2,

4. 9

(1) Mm% —EEPT @A

1) BN &ERR~D 5345 %
M Wistar 77 b (n=3 ~ 6) IZXAF )NV 7= =57 — MEEEIE (MPH) % 2mg/kg @ H & CTH.[AIFHIR
WG L7z &, %5 5 5% F ClUBEARR OV NEFD d- AF )V 72 =7—h (MP) KU -MP
W IIREIREIEL, ZRUEE, i miEdh -MP KO -MP 2R &I L TR
TL7o
M#Ed MP JEEEISR 34/, R4, k. B OB B A MP O R F O (Kpap)
W L7222 A, d-MP IZFFRIORE M E & SIS ER D IR AR ELRY ., FEEMED Kpa 13X
d-MP OJih3¢ -MP LY b R&D -7,

MP OMiEFEEICH TIMABZIADEEDOR » DL
(FHE+HZERZE. n=3 ~ 6)
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Student's t #5E

5 10 30 120 240
G- OREH (min)

1 3 5 10 30 120 200
B R OREH (min)

| Wb WA B O e O CEE
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(2) IMmi%—BaAERIPTEEME 2
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8

24
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(512 48 K], n=6) a-7 = =)V -2- ¥R P URERR | 7538 = 981 | 7305 = 1094 | 77.78 * 402
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WHEE SN TS, #5-HIL, TEMTEIOFRB UIEALIZOWTBIR T, L,

8.8 lF wm OARANZ AR L O 7Bl M E R R OB EA 2 WEZ I BT, SIREOR
TR EBEIE ORER DG EN TV D, TOXIGRERO B ZRD5, KK & o
OWFEMEZZEBTHT & HGHIEDHEY ARG ELH 5,

39




5 EERERNNZE| ()
E & %2 0B A| SLAHOEGHNI, BESCHERTSEICRANCHTA o2 B iRt L, #8075 64 %+ HE
(2 2 %) FTHZEIE, VAL OEIEEHO L TEETHLZ btz a9 —% %R
BENZHEZKRIEDAAN] ZHELTWDLDT, RFFRSHNEEZEROCRECTEL, 59
xR TAHZ L,

8.2 HEFFCIE, /NEIZHAR AR A 2 B He G- L 723 B AR E R IO I, R B 25 s &
NTHY 0, F720 BENTERLEMEGREB (REXRSIH 23 78) 2B»T, B
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MEEHEERARBREERVBRRAREERET B
<UNB AD/HD KRR >
AD/HD BEA2 R R & UCENTHERM L 7255 THH B, 55 MAH U MOV R % 5- 3 BR o 8 A 4
216 B, BIVEH (MR ERE 2 &) (12174 61 (80.6%) D5z, FDF 4L DI,
FAkaE 91 B (42.1%) . AHRAE 40 B0 (18.5%) . MRE A 26 1 (12.0%) . HEJd 18 1 (8.3%)
NG9 12 B (5.6%) . 01261 (5.6%). v 2 1161 (51%). F&# 115 (5.1%) TH-72,
< N\ AD/HD KR >
BN AD/HD g%k G & UCEINCHEM L 7255 AR ER K ORG-S BRO R AER 272 Bk,
BRI (B RMRASE ST % &) 13 209 61 (76.8%) 1B 6Nz, TOFELDLDIE, AREHE
108 $1 (39.7%) . 1% 59 1 (21.7%) . R E A 54 61 (19.9%) . ASHRAE 49 B (18.0%) . HE.L»
45 Bl (16.5%) . 1178 40 1 (14.7%) . B85 29 Bl (10.7%) TH o720
<UNE AD/HD P T >
AD/HD BB E R G & L HEGER A BT L8N (BEREMEREE 2 &) 13,
1385 filh 529 1] (38.2%) 12ZRHBHNTze FDO TR L DIE, FRHE 386 6 (27.9%) . AIRIE
69 #1 (5.0%) . EEH A 69 B (5.0%). Fv 7 47 B (3.4%). MEIRFEDE 42 ] (3.0%) . HEIG 37
B (2.7%) . JEIG 25 B (1.8%) . L 23 61 (1.7%) T -7,
<N\ AD/HD FEATHE T >
BN AD/HD BEZ R E USRI BRI ER (R A EEE &) 1.
552511149 $5126.99%) 12588 H 720 F D F 70 b DI, AEGE K OME E 54 555 33 615.98%)
SEIE 20 B (3.62%) . BhIE 19 B (344%). H.L 15 B (2.72%) THh o720

/B AD/HD ARBBEE R UM E R ARAEREDRIFRAREER -8

KRR PR R
GBS R PR ER HEERARERE (/\'2 AD/HD)
(/\'2 AD/HD) (/\'2 AD/HD) +HETEFEARERE
(/I\'2 AD/HD)
n (%) n (%) n (%)
FRREIER 216 1385 1601

B A RIRENIE 174 (80.6) 529 (38.2) 703 (43.9)
BAE S L UFERE 15 (6.9 1 (0.1) 16 (1.0)
SIRIER 5 (2.3 1 (0.1) 6 (0.4)
EICES 3 (1.4) 0 3 (0.2
S 3 (1.4 0 3 (0.2
NIV Z g A ) R 1 (0.5) 0 1 (0.1)
FHhifg 1 (0.5) 0 1 (0.1)
AL TILIT LY 1 (0.5) 0 1 (0.1)
FEX 1 (0.5) 0 1 (0.1)
REERS 1 (0.5) 0 1 (0.1)
MEs LV D INREE 0 1 (0.1) 1 (0.1)
p=uuil 0 1 (0.1) 1 (0.1)
REREE 1 (0.5 1 (0.1) 2 (0.1)
EEMETLILY — 1 (0.5) 1 (0.1) 2 (0.1)
AR IBEE 0 1 (0.1) 1 (0.1)
BEPERE 0 1 (0.1) 1 (0.1)
Kl b L UORERE 92 (42.6) 389 (28.1) 481 (30.0)
BARE 91 (42.1) 386 (27.9) 477 (29.8)
HEBINAR 2 (0.9 7 (0.5 9 (0.6)
BRI 1 (0.5) 2 (0.1) 3 (0.2
BE 0 2 (0.1) 2 (0.1)
WNE 0 1 (0.1) 1 (0.1)
BHEE 56 (25.9) 168 (12.1) 224 (14.0)
RARAE 13 (6.0) 39 (2.8) 52 (3.2)
EARIRIE 29 (13.4) 31 (2.2) 60 (3.7)
Fu T 11 (5.1) 47 (3.4) 58 (3.6)
FERREE 2 (0.9 39 (2.8) 41 (2.6)
R 0 2 (0.1) 2 (0.1)
T 0 5 (0.4) 5 (0.3)
Mits 0 2 (0.1) 2 (0.1)
> O8R5 3 (1.4) 0 3 (0.2
el 0 3 (0.2 3 (0.2
RER 1 (0.5) 3 (02 4 (0.2)
15 0 1 (0.1) 1 (0.1)
SREIE 3 (1.4) 0 3 (0.2)
BIERETE 0 3 (0.2 3 (0.2
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FRBRFER PR UER

KRR PRt BR BEERERERE (/\'2 AD/HD)

(/I\'2 AD/HD) (/I\'2 AD/HD) +ASTEFE AR ERE
(/I\'Z AD/HD)

n (%) n (%) n (%)

SRR EERAIRE 1 (0.5) 1 (0.1) 2 (0.1)
SRR 0 2 (0.1) 2 (0.1)
FHARARAE 1 (0.5) 1 (0.1) 2 (0.1)
A B 2 (0.9 0 2 (0.1)
EHEEDR S 0 2 (0.1) 2 (0.1)
#15 DR 0 2 (0.1) 2 (0.1)
RIEEE 0 1 (0.1) 1 (0.1)
RS 1 (0.5) 0 1 (0.1)
Bt 0 1 (0.1) 1 (0.1)
B EhBEI 0 1 (0.1) 1 (0.1)
148, 0 1 (0.1) 1 (0.1)
HEDBETA 0 1 (0.1) 1 (0.1)
SEbHh 0 1 (0.1) 1 (0.1)
SPENE 0 1 (0.1) 1 (0.1)
EBaMREE 0 1 (0.1) 1 (0.1)
SRR L ZERES. TRER 1 (0.5) 0 1 (0.1)
TR 0 1 (0.1) 1 (0.1)
88178 0 1 (0.1) 1 (0.1)
HRREE 22 (10.2) 54 (3.9) 76 (4.7)
FEEE] 18 (8.3) 37 (2.7) 55 (3.4)
SEEDME®D £ 1 (0.5) 3 (0.2 4 (0.2)
¥k 0 1 (0.1) 1 (0.1)
$85 3 (1.4) 3 (0.2) 6 (0.4)
1EBHR 0 3 (0.2 3 (0.2
HAIE®D 1 (0.5) 1 (0.1) 2 (0.1)
TAXRY— 1 (0.5) 2 (0.1) 3 (0.2
EEROEET 0 3 (0.2 3 (0.2)
R 0 2 (0.1) 2 (0.1)
Thhh 0 2 (0.1) 2 (0.1)
B 1 (0.5) 0 1 (0.1)
Mg 0 1 (0.1) 1 (0.1)
EENE S 0 1 (0.1) 1 (0.1)
FoRIMEER 1 (0.5) 0 1 (0.1)
REE 5 (2.3 1 (0.1) 6 (04)
T LIL & — MR 2 (0.9 0 2 (0.1)
BT m 1 (0.5) 1 (0.1) 2 (0.1)
plin:) 1 (0.5) 0 1 (0.1)
AR % 5 FERE 1 (0.5) 0 1 (0.1)
Bd L ORBEE 1 (0.5) 3 (0.2 4 (0.2
FEE B 0 3 (02 3 (02
HiE 1 (0.5) 0 1 (0.1)
Hg 0 1 (0.1) 1 (0.1)
DiEEE 2 (0.9 6 (0.4) 8 (0.5
EoES 0 5 (0.4) 5 (0.3)
Bk 1 (0.5) 0 1 (0.1)
AHHZOv o 0 1 (0.1) 1 (0.1)
L EMESMINRE 1 (0.5) 0 1 (0.1)
mEEE 1 (0.5) 1 (0.1) 2 (0.1)
SME 0 1 (0.1) 1 (0.1)
MEZEE 1 (0.5) 0 1 (0.1)
FERzs. BIRb & UHithRfES 10  (4.6) 4 (0.3 14 (0.9)
W% PR 0 1 (0.1) 1 (0.1)
+REDRIE 2 (09) 2 (0.1) 4 (0.2)
i 5. 2 (09 1 (0.1) 3 (0.2
B 3 (1.4 0 3 (02
TLUILX—MER 3 (1.4) 0 3 (0.2
2Hm 0 1 (0.1) 1 (0.1)
258 1 (0.5) 0 1 (0.1)
IREEATBE 1 (0.5) 0 1 (0.1)
BEES 34 (15.7) 59 (4.3 93 (5.8)
B 12 (5.6) 23 (1.7) 35 (2.2)
iEE] 12 (5.6) 25 (1.8) 37 (2.3)
&Rt 8 (37 6 (0.4) 14 (0.9)
T 5 (2.3 2 (0.1) 7 (04)
BEEB AN IR 1 (0.5) 2 (0.1) 3 (0.2)




AR R R BR
KRR PRt BR BEERERERE (/\'2 AD/HD)
(/I\'2 AD/HD) (/I\'2 AD/HD) +ASTEE AR ERE
(/I\'Z AD/HD)
n_ (%) n (%) n (%)

O % 2 (09 3 (0.2 5 (0.3)
&R 2 (09 1 (0.1) 3 (0.2
LIS 1 (0.5) 0 1 (0.1)
BEE 1 (0.5) 0 1 (0.1)
wAAERR 1 (0.5) 0 1 (0.1)
FIRERES 0 2 (0.1) 2 (0.1)
FFHEERE 0 1 (0.1) 1 (0.1)
s 0 1 (0.1) 1 (0.1)
Bl b LR THRRRES 12 (5.6) 7 (0.5 19 (1.2)
R 4 (1.9 2 (0.1) 6 (0.4)
ey 2 (0.9 1 (0.1) 3 (0.2
Bl 4 (1.9 1 (0.1) 5 (0.3)
7 hE—MEER 2 (09 0 2 (0.1)
Z 5 FEE 1 (0.5) 0 1 (0.1)
AR 1 (0.5) 0 1 (0.1)
R R R R 0 1 (0.1) 1 (0.1)
£ 0 1 (0.1) 1 (0.1)
NS yk s T — T4 KB 0 1 (0.1) 1 (0.1)
HERR D L ESEREE 3 (1.4) 4 (0.3 7 (0.4)
B3RS 2 (0.9 1 (0.1) 3 (0.2)
R 0 2 (0.1) 2 (0.1)
U 1 (0.5) 0 1 (0.1)
EENMEIET 0 1 (0.1) 1 (0.1)
BbLURBES 0 1 (0.1) 1 (0.1)
HEPR E # 0 1 (0.1) 1 (0.1)
4R LUIERE 1 (0.5) 0 1 (0.1)
BE EHER 1 (0.5) 0 1 (0.1)
[EET S 1 (0.5) 0 1 (0.1)
—R-E2FEES LUBRESSMDIRGE 13 (6.0 20 (1.4) 33 (2.1)
;8 0 2 (0.1) 2 (0.1)
B 11 (5.1) 4 (0.3 15 (0.9)
BB 1 (0.5) 4 (0.3 5 (0.3)
SHRIAE 2 (0.9 8 (0.6) 10 (0.6)
RIER AR R 0 1 (0.1) 1 (0.1)
|HIE 0 1 (0.1) 1 (0.1)
BE 0 1 (0.1) 1 (0.1)
LE 0 1 (0.1) 1 (0.1)
EENREEET 0 1 (0.1) 1 (0.1)
BRARARE 61 (28.2) 71 (5.1) 132 (8.2)
HERD 26 (12.0) 69 (5.0 95 (5.9)
RPEBARGMHE 8 (3.7) 0 8 (0.5
My L7 F kR AFF—EEN 5 (2.3 0 5 (0.3)
R b ARG 6 (2.8) 0 6 (0.4)
DEXQTIER 5 (2.3 0 5 (0.3
7 35— BN 4 (1.9 0 4 (0.2
mE+ESF 1 (0.5) 0 1 (0.1)
FESEREUEM 4 (1.9) 0 4 (0.2

B MEREuR > 4 (1.9 0 4 (0.2
FReh B3 % 2 (09 1 (0.1) 3 (0.2
FepEkEum L 3 (1.4) 0 3 (0.2
TIZLTI)NIPATTT—EHEMN 1 (0.5) 0 1 (0.1)
TANGXE BT ) NTLAT 17— 100 1 (0.5) 0 1 (0.1)
mep k1))=Y RIEN 1 (0.5) 1 (0.1) 2 (0.1)
FHEEEREESR 2 (0.9 0 2 (0.1)
ML X5 0O—JUEm 0 1 (0.1) 1 (0.1)
fish 7 K 5N 1 (0.5) 0 1 (0.1)
WAREAIME EF 1 (0.5) 0 1 (0.1)
A FRERIEMN 1 (0.5) 0 1 (0.1)
AR FRESHE AN 1 (0.5) 0 1 (0.1)
Rep 7 R tEss s 0 1 (0.1) 1 (0.1)
RIGEE 1 (0.5) 0 1 (0.1)
DERER QE 1 (0.5) 0 1 (0.1)
Repy b otF 1 (0.5) 0 1 (0.1)
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FAFBRFER R UER

KRR PRt BR BEERERERE (/\'2 AD/HD)
(/I\'2 AD/HD) (/I\'2 AD/HD) +ASEFE AR ERE
(/I\'Z AD/HD)
n (%) n (%) n (%)
g= hEd L UNBEHE 2 (0.9 0 2 (0.1)
EB 1 (0.5) 0 1 (0.1)
FEI 1 (0.5) 0 1 (0.1)

B A\ AD/HD #&RBREER U NS EREAMREREDRIFFARER—BX
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FRERES AETE(EH FRERRE HETE(EH
BaFREtER BAERE RPRaER AR
(R A AD/HD) | (B A AD/HD™) (R A AD/HD) | (B A AD/HD™)
n (%) n (%) n (%) n (%)
FREGIER 272 552 R EE 3 (1.10) 0
B 1E R S IRFEBI X 209 (76.84) 149 (26.99) SEEE R AR 1 (0.37) 0
BE B & OB RIE 5 (1.84) 1 (0.18) HRREE 54 (19.85) 36 (6.52)
SEIR 1 (0.37) 0 THYIT 0 1 (0.18)
BBt & 1 (0.37) 0 BHELANILOKT 0 1 (0.18)
EIEES 1 (0.37) 0 ABENEE 0 1 (0.18)
LIREEX 2 (0.74) 0 SREPMESD F L 15 (5.51) 5 (0.91)
[iES 0 1 (0.18) RIS & U 2 (0.74) 0
MmEH L0 NRREE 4 (1.47) 0 Thhh 0 1 (0.18)
Al 1 (0.37) 0 SEEB AR 1 (0.37) 0
PFERERIBHNAE 1 (0.37) 0 B 29 (10.66) 20 (3.62)
/)R DE 1 (0.37) 0 FEBH 0 1 (0.18)
RZMEM 1 (0.37) 0 BE A 1 (0.37) 2 (0.36)
REREE 1 (0.37) 0 BEHEL 1 (0.37) 0
EYBEE 1 (0.37) 0 FEBfE 0 2 (0.36)
Kits LURERE | 109 (40.07) 37 (6.70) IFU0—-X2 1 (0.37) 0
BE 0 1 (0.18) SERE 1 (0.37) 0
BRI 1 (0.37) 1 (0.18) RS 1 (0.37) 0
BB 0 1 (0.18) $8E 0 1 (0.18)
EEESE 0 1 (0.18) BEREE 1 (0.37) 0
BARE 108 (39.71) 33 (5.98) ERR 3 (1.10) 1 (0.18)
BNE 0 1 (0.18) HREL 7 (2.57) 2 (0.36)
s 75 (27.57) 38 (6.88) FhIfEE 1 (0.37) 0
it 2 (0.74) 0 REEE 6 (2.21) 2 (0.36)
1) 1 (0.37) 0 REEE 0 1 (0.18)
AL 8 (2.94) 2 (0.36) BisES 1 (0.37) 1 (0.18)
wELY 1 (0.37) 0 REREE 1 (0.37) 0
B 3% 8% 0 1 (0.18) AREZIE 3 (1.10) 0
=1 2 (0.74) 1 (0.18) = 1 (0.37) 0
&1z 0 1 (0.18) Hb L ORRREE 6 (2.21) 1 (0.18)
moO89 1 (0.37) 1 (0.18) FidiE 1 (0.37) 0
5 O 1 (0.37) 1 (0.18) B 1 (0.37) 0
E=MEA 0 2 (0.36) B 1 (0.37) 1 (0.18)
ZERD 1 (0.37) 0 ElERME D F L) 1 (0.37) 0
Y15 2 (0.74) 0 ERRE 1 (0.37) 0
HEARREE 6 (2.21) 0 Ze R HEES 1 (0.37) 0
RARAE 42 (15.44) 12 (2.17) DIREE 76 (27.94) 28 (5.07)
SHIA 7 (257) 6 (1.09) REMR 0 1 (0.18)
) E K—iR 1 (0.37) 0 EhiE 59 (21.69) 19 (3.44)
=EEHN 0 1 (0.18) TEMESE AR 1 (0.37) 0
PEBER 0 1 (0.18) SERR 22 (8.09) 8 (1.45)
INZy JREE 0 1 (0.18) mEEE 9 (3.31) 12 (2.17)
EHEEDR 0 1 (0.18) SiE 3 (1.10) 10 (1.81)
FEIRREE 3 (1.10) 5 (0.91) {E I E 0 2 (0.36)
BHZE 1 (0.37) 0 Ui B = ML 1 (0.37) 0
B 0 1 (0.18) 1z 5 (1.84) 1 (0.18)
E53 2 (0.74) 1 (0.18) IEgEs. Fash
= 037 5 5+ Ol 6 (2.21) 1 (0.18)
BEEE 3 (1.10) 1 (0.18) RGP 2 4_(1.47) 1 _(0.18)
tonb 1 (0.37) 0 BIRS 1 (037) 0
mA 0 1 (0.18) EAR 1 (0.37) 0
5 DFER 0 1 (0.18) BBES 80 (29.41) 21 (3.80)
SRR 0 1 (0.18) BE BB AR IR 13 (4.78) 3 (0.54)
fEMREE 0 1 (0.18) R A 2 (0.74) 0




prlisd 4EEEHR prlisd 4EEER
(A AD/HD) | (Bt A AD/HD™) (R A AD/HD) | (Bt A AD/HD™)
n (%) n (%) n (%) n (%)

[ 5 (1.84) 0 BbLURBES 4 (1.47) 0

LIS ERE 4 (1.47) 1 (0.18) $EPR 3 (1.10) 0

BB R 0 1 (0.18) BERIEE 1 (0.37) 0

(3 4 (1.47) 0 SRS LUAERS 3 (1.10) 1 (0.18)

T 14 (5.15) 1 (0.18) EARRHEAGEIR 1 (0.37) 1 (0.18)

O EZIE 9 (3.31) 0 1EEE 1 (0.37) 0

HIEAR 4 (1.47) 0 MELE 1 (0.37) 0

HLW 1 (0.37) 0 —% - 2 HEE

=P > 079 0 5 £ 4RSS OREE 67 (24.63) 12 (2.17)

B AR R 1 (0.37) 0 BHE 2 (0.74) 1 (0.18)

=% 1 (0.37) 0 B ER AR 8 (2.94) 1 (0.18)

BRI IRR 1 (0.37) 0 Fa 1 (0.37) 0

LS 1 (0.37) 0 BEE 2 (0.74) 0

B 45 (16.54) 15 (2.72) EENEET 1 (0.37) 0

aEk 1 (0.37) 0 B 3 (1.10) 4 (0.72)

ORA 5 (1.84) 1 (0.18) BER 0 1 (0.18)

& 8 (2.94) 0 U UK 1 (0.37) 0

EEIE 1 (0.37) 0 BEB 13 (4.78) 6 (1.09)

DB EBAR R 1 (0.37) 0 Eia 11 (4.04) 0
FIRERES 0 1 (0.18) ;8 40 (14.71) 1 (0.18)

[ 0 1 (0.18) R PRAREE 68 (25.00) 41 (7.43)
EESSURTHBEE) 11 (4.04) 0 TIZXTI/ T 1 (037) 0

B 2 (0.74) 0 ZRT7x 7 EIEN i

BEE 2 (0.74) 0 j:i{//\?;;% 1 (0.37) 0

T S o R L

d : meE JILE 58 1 (0.37) 0

Phie S 2 (0.74) 0 IS

STE 2 (0.74) 0 R Rk A 2 (0.74) 0

dpLiin: 1.©087) | © ME ES 3 (110 | 5 (091

i 1. (0387 | 0 AERET 1 (037 | 0

ERE 1 050 1 0 CBEEE 0 ICEE)
gzg%@g;v 11 (4.04) 0 'L,'EE' QTR 1 (0.37) 0

= T 037 o DREUEM 2 (0.74) 6 (1.09)
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ST 1.087) | © RE A 3 (110 | o
il 1. ©087) | © Ry hoBBE | 1 (057) 0
— K e .

R 1_(0.37) 0 Fx IREITE

IR 2 (0.74) 0 S 1 (0.37) 0
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13. BEHRS
13.1 fEIR

13.2 L&

F & LT % oD 3 K OF 8 B D S IEAAE A FT LS HE IR 9% LU F D il e UME IR A3
EbNALILNDH 5,
Wi, bk, R, SCOTTOHE, iiENE, KB (BIEZmETLIENHD). HHK,
KR, EAZ, JET AL B, mh., IR, BhiR. ANERIR. I B, RGBS

FHL

AT 2 R O s fREOE R AL S 2 /MMM A PR32 LI BT A28, HikiE%aT
YA, R ERH L, WEORNII Y P O— V2T, KBEHERETLZ L, 53k
R LTI R R BLE 2 & 5 2 & BE G REOERICELTUL, ATV 7227 —
MR T T SN D S LR EETRETH S,
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14. BALEDEE

14.1 EZFREROEE

RHENZEEEIC X D3EDREEIH S A7 22 FH L 228ATH Y IR X0 3EW Iz
A EEZ LR S D720, KFEPTP V— o) L~ L##H+5 2 &
(ESidy P R

14.2 EFIZFEFOEER

14.21 PTP UEOHEHKIL PTP ¥ — M oMY ML TRATA L) RETLHZ L, PTP ¥ —
DALY G AEAE BRI~ AL, FICI3ZEIL2 B L CHERR A S 0REE R
GHHEEZPERTHI LN D 5,

1422 IRAERTETPTP ¥ — b o B & WX IRET 22k,

14.2.3 RANIERMERATH L7260, WALZD, Elo7zl), Bwv/zh, BEFLAZDET. 43
ke —HIcEOTEMATLIBETL L,

14.2.4 BHENOIIIWE O EE OB & — I BEHICHRE SN 225, EFRIETHY L
[T R A A B S AN k-t £ D NP

14.3 EEIRAEROEE
RHNDHELENICHE LZWREE S 256120 BET I8V X BicBwTngifb

ELDT, LEISUTHEORELHRT LI L, [9.1.8 ]

(fi3)

14.2 FERN AT R DT,

14.21 PTP @2 OFHANBOFEEHRHIETH 5o irfROERE LT, SHD7-HH b TR, &
FEE LGSR S, IRFOBIEEPMBIC AT SN2 LIGRRT A7 =203 Sl s
TWw3 Y, 720 PTP U —hOEEKICEY, FERWICEELSHELETHT —ADHEENT
W2 40)O

1423 KFNIZFOFTFIRIET A LI2LD), 12 B o) R 245 X BHIHET ST b, A
720, Eo7-0 3528 BB SSHEIR L TV AEAICIE. il ORM L) QAL
720, MEEFREO L AR ROFHREMA TR 2P HE SN 5, T2, T OF)
ERZBRTLBZNLDH L7720, bLIROTHAZY LTLE W61, Z085EHIONRM
BRODLENNNRETLI L B AFOIRFE LT, — 2 ikAY Ok, HERE) O
HCARFIOWINE S B A 52 DR AL, G DEZHERESINTV R,

14.24 RFNIRAZIZE A EEA T, WRIIANEEOR DR 75 & — I AP ICHE T S 2 e
Thb, TOH, FTHPICARFZFER LA TR TII W e U BEIZHAT
LB L ENHRLHEL 7z,

14.3 SEHIR R O

AFNIIRHZ HEEANTIZE A EEE$, FHEPICHR SN 255 TH Y, BHOIRHIZ LD
MZEERDIREIN TS ([HEOT A H TLEHICHETLEE] OME (p4l) ), HILE
MIZBITDLRARFEDBZNN S LIGEOMR T RE LT, EET V&IV X L COMERRLERAD
KENRA CEIZL RSN TV L0, BHARABOTEEE L TRELR.

BB O AR INTGEI1E, BTACBEES T RETLHAOFRG Z2E, @Y 2 AL
2T 2L,

53




122 Ot @ &

(1) BePR{ERICED ISR

151 BRRRERICEDUER
R PFRIEFEL LTV RV, ATV 7o =7 — MEBRIE A E 70 =Y Vo ptHIc kD, 2
SRIEDSHRE ST\ 5 %9, [10.2 -]

(2) FEERPRAAER (CEDIFH

(i)

MDOAFINT 2 =7 — MEFRIE A L 70 =D VR L TWZBEICB W, I CeRIE 3 f
DHEFEHED D HH%0, MOER O REMERLHF OIS MESN TV L720, EEERITH
ST 5TV,

15.2 FFERIRFHER (CED (IEH

15.21 xAF)NV 7z =7 — MEBIEO EMFEERBOMSE. F344/N 7 v b2 w7l
EIEMEIERAD BN 7D o720 BEC3F1~ 7 A% FI\ 72 53R BR Tl e ME T4 C T B HE o B
¥ 60mg/kg/ HI%XG-BEOMECHHBEORIAALNT D,

15.2.2 XF)V 72 =7 — MEERIGIX. Salmonella typhimurium % i\ 72 Ames Bk TlE2e8k
PEREFRMEIFRO SN 0720 F ¥ A Z—ANLAY — ORI % Fl 72 3 Bk Tl i
Yt R ZE i & etk B OB NS A S, IV EEREFEEITBOSN TS, Y

(fRH)

15.2.1 B6C3F1 =7 AR} F344/N 5 v b & Fiv 72 AF )L 7 = =57 — MEFE D 2 45 B A 5512
LBRBIEERERIC BT, Ty MCIIESGEAEOIINERD SN ho7h, ¥ TATIE
JESERT R & U CHERE CR B IR IEO BN AS, ME TP SEIEDHMA RO SN TWh, <
ADFT RIS 7208, FEEmie s LCRiL 720

15.2.2 AFN T 2 =7 — MEBRIEDO A X3 F 7 AW % W72 @ n TR IR 2R B Bk (Ames RER)
BT, HNEEILROFEIZP 2D ST, MG SRR F CHIFZERERD
BPNEEED ST WRNAS, T v A =— R4 A Y —PIEANE % B 7= e o fh B sk iR 2 B
W RENEELROBE B2 b 5T, EiRE TRAAREEROBMAFRDO LTV
720, FEEMREE LT 720 B, YRR HWROHRSC XA /R Tl /M
FRAVEIR LT,
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X. FFERRAERICRAT SIEE

1% 2 B BT (1) EREERR (V. EBERICETSER] 5H0)
(2) Bl keyZEIRAER
BRI L
(3) ReMEIBHER
. - 5 nem | MR o ons
HEREE HERR an BER | gy HRTANEFTE
. 10mg/ke ML BB EA %
&g’rﬁﬁm }E(I)Omg/kgi’f—“/“%”@&ﬂ"fﬂ)‘%\
: ™
F—7 T 14—V EE 10, 30mg/kg : 7.5 EAYY) Hdahn
(R BhIX %L - 3. 10, M |30mg/kg DL bt RS B X I AL
i | LH LAY E HRAE, | SD7VE | #EH 30, 100 g |dm. EEEL VI
i | REATEL SERLRE) mg/kg 100mg/kg : HFFTH). RHEATH
o |t - smmigse 100mg/kg : HEALBCIE Helh SIS
i | RBEBUE, BEES) Tt
iR (B 30mg/kg LI : DA ER
PTZ 30mg/kg Vb : PTZ 58kt L OY
Fetgpng . | Ak SR ICR <o | sy [10- 30, 100| i R 2 7 HFERAER
PERREEN | B ayy " mg/kg 10 [ 100mg/kg %C : Hrs (ERILE
FA DEI
M, D DR | ol | 3010030 | # | SomekgE 1L Loarcin,
AREE PR ﬂ%’ﬂ%ﬁ > T mg/kg 4 | 0B QT/PR/RR b5
‘mﬁl‘ hERG % i
W e s | ALzeMa| . . |ol 03, 10| - e
o rmsic A e | Rk | 700 | pgmy | 5 |04 e/mLETHERE
Wk
B RN RS2 (R ;%’%’ Mo i vitro 0'11‘1 gfr;ILl'O 5 |10 e/mL e
e, 1, [T | 3.10,30 | |l0mg/kg bLE: I
% | i R BT Togkg |6 | 30me/ke: AHHA N
4 )
PTZ:XyF VLT bT =
(4) ZDthDHZIBHER
FMERRL
2.8 # B B®R|() BERSHHRR
BiE| HB5HE e 7 B D e e
i |(eAswE)| RO B0 | FEREE | BEE RTINS
(BEFI7HS)
It ik 350mg/kg DLk AL B
Pe5 1 BERTDUAICAE L © (IR
. ot e Jift 350, 500, 680 M 1F 800mg/kg
f(‘f‘.%] s PERET 2R ZA 2/6 Bl 3/6
= 00. 630, {51, 5/6 BTN 5/6 1, i 350 %
. B00me/ke | . | EEEED | (e | D SCOME ke B HFCTTA
" : ‘o i Er<
ICR | (Olmoi/L | MIOIEN | g | M350 B S350\ gy e s B i,
< VR VAR | S50 | G EEE @525% ﬂfgf%% IPURARAE, WABNIE, IR,
\ZVESE) MERE | et 578 3) ' ' e, R
mg/kg mg/kg
(BRI ) —
i :500mg/kg (EREER)
i o 10 2/5 Bl A 51 1% R O -
FooTmerks B IZAET
M : T BIERD f
HEHE = $5 IS IG B o, I:0%
TR0, WhABIIE, Ko

a /MERBRO PR L L TN
b HED B HEX5H

¢ : 800mg/ kgl D161 D A Fx 5-65 [ 1212561

(22<)
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MR
o D &

BR

1451

N

gMiE| ’5EHE o - o
i |BRETE)| XOR B9Y | REREE | BEE BRIV
(R
280mg/kg UL I #4505 ~ 12
(1) A AN A @ ESAI PN =¥
It : 183, G sqm)) =
. 230, 416, e Gy | v |
T 600mg/kg | &%E1~3 183§1g kg 280mg/kg ¢
IR , . o | )
NZW ﬂﬁﬁj‘%} <F’T§m> (B N) ﬁi&@ 16mg/kg Bh £ 1 # 5% 3 b 1
AES Ay 15m ‘/k‘ K] ~3 15mg/kg K DI C & 5 a3 L0 408 B A%
(0.025mol/L g/kg e 8 | BIEGEEE LGS, — IR BT
V) TR AR A B . BT " REUCHEE, B, [HE)CE,
i | 0| D tmg | (2T s, ek, wie, o
ot 3550, | wmE1~2 ERE | o9y, WA BER O T
o BRI
g/ke FELTCIE 5 BRI LA, BRI
(37 BRI DA, B F T O R
DA 148
(2) RIS EMHE 0%
%WLE ;ég BEHE | BEE éﬂ*ﬁ% T BERTNEFRE
. - M 5. M 12.5mg/kg/HPLE - IRERZEH
. orpi~ | M P MR i 12 5me ke HULE : iEBCIE
oo | | ERS3H | % Th | e os | e o Ome | M 125mg/ke/ HULL : FISE By R
46 H | o T N /Dg HE 30mg/kg/H © KR IINH]
g/xg g Mt 30mg/kg/H © H F4TEY
SoFE O, BRERZEHL. DRURARE
100mg/kg/HPLF ik g4 n
- 0,30, 100, | o 200mg/kg/HPA_F : FUS@AL. # [R5
papae | BEE| 14HB | 200, 400 | o, |30me/ke/H | (BREATEL)
mg/kg/H ° 400mg/kg/H : 2 BIDSSEWN RN 35 L& 2
SNBIET. 55 2 WHIE TR, M/
B/ FIERE /) 2o RER B0 A
I e -
@oc| 30 B 0‘5}18‘7?2’6‘ gf o | 72me/m | HE18. 36, Same/ i
mg/H
o W 72mg/H VL F. 1 144mg/ BV IEB7E
K*? v I 144mg/H PLE © FiEdC., AR ], 2
ES e - FEEET, 773 ARE
[ 0. 72« | M i 144mg/FD . 1 216me/F BAL : il
LS SOHE | 4d 016 | mree | MM | e 1aamg/HBLE  RIEREL ~E S OL SR
mg/H TN~ 271y MEOT
MEHE 216me/H L b © BERkBESE, )L S A
i, BT xS 23
A S LD $ 5 % B L 7 e S SV SRR 51T 2 U 5 B B
b e 12408 UC L 204 4R R R T 5
¢y —4"18melt 15
d: 3y H— 5 36meiE G

56



2. 5

(

R R

(3) HEBEIE B 505455

§iE | 5 =a | TEA " e RO
;F:‘ﬁ ﬁﬁﬁ ﬂ%,ﬁﬁﬁaﬁ Egi gmﬁ ﬁ-ﬂ?l‘éi 4’J‘na_¢—/\gFﬁi
(— 1) (LEgitifE)
- 12.5 30mg/kg/HF T BRRO 5T
mg/kg/H.
I 30 (HER)
5 91 Hil~ D e - mg/kg/H 30mg/kg/H : HARE N OV BEFLIS
. SD e [z |  0n5r | Mk RED il
e | 77 Visaen | 12530 |4 25| (REIYILNEfE)
AL mg/kg/H 30mg/kg/H
(HER)
12.5mg/kg/H
(BB — ke 1% | (FE8h¥n)
5mg/kg/H 5mg/kg/HPLE - iRERZEH
e 12.5mg/kg/H UL L G EITIE,
- ) . (BrEyAERe) | & RATEY, BSOS, AR 8
Bosete | 5o | B0 | ear | 125030 | s os| Some/ke/H | ML EpERD
noe * o 30mg/kg/H : KA
me/ke/H (B i)
30mg/kg/H (BE - JaVa58)
EMITO LN o7
(RFEh#)
125mg/kg/H Y. _F F RATE). &
By U, SO B B AT R
30mg/kg/H :ARERZEH, (R E 1
(FFEh W — ke k) [ Inaenil, e oo i 7 i
5mg/kg/H
ik o : (REBYA ) oo en 1 e CHERL I R T
Hi % " ) - Ealt HAE) | 30mg/kg/H : MEMECHEFLH
ok, | SD | gn | RSN 05 %“gié 30mg/kg/H | {ff
EHb | 77 20T 128,50 |2 HECBH 1 T B D, SEEA
mesks (HyAEIR) T O—g 0y FERTSE. B
125mg/kg/H | BI1ET
W CTTF AN TG 5 Btk
Je 4B AT, TR 4 T 1 R e A
I TIRK IS KO RR D
T, SUSERFOIE R, B EH) &
KT

a: S5 E LT L0 2 ARSI R IR O -
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2.5
(

M R
o D &

BR
)

(4) ZDDIFHREM

1) BRI
B5 | 85 | seome | wrmmon | 5 s
ﬁ%*ﬁ ﬁﬁg EHFEﬁ IbbﬁHlEE :th?gﬂyg ﬁmﬁ #%I:ET/\ gFﬁE
0. 5. 28, HE 250ppm PL_E M 250ppm - 74 3 18 i e
B6C3F1 | #L1 |, R 0. 50 250, | 56mg/kg/H | MEHE | HES00ppm : M DI FR 4 28 PR L, THF A e e
<A | (GRER) 500ppm | M : 0. 7. 34, | &HE 70 [ FEOXE M

67mg/kg/H T# 500ppm : FF2EIEDHE N

F344/N| #&1

It 1 500ppm DAL - AR T HE hpi)

B : 0. 4. 20, I 1000ppm : FLAF5M MO

0. 100, 500. | 42mg/kg/H | Mk

SO e |2 B 1000ppm | #E - 0. 4. 22. | 4770 g’g/i(\)OpmelJ:i?L@@‘iﬁi’}\ FLIRARHE R LD
47mg/ke/H Kt 500pprm : i 20018 (5 MO I
2) EiEHERER 1

3)

In vivo BE#HMERERE LT ICR ¥ 722 AWV TAF V7o =7 — MEEEIE (MPH) %
1% 875, 175 KUF 350mg/kg. MElE 75, 150 K OF 300mg/kg % #1359 % /MG R 2 52
filL720 WITNOHREOEHMBEHRERIZBNTHIG 24 KU 48 H#F‘Eﬂf&tm:d\&%ﬁa“
% %G E R IMER (PCE) ORI 4 RMERIZ0 975 PCE O E412 MPH $%5-1 L i
FHEEE L ORI ZEIE O S MPH 13/ &;ﬁ%f’ﬁﬂ%%rémuoto

In vitro Lfﬂﬂ@ﬁ%ﬁf‘:tf%ﬁméﬂf:\ AARIFT AW E IR RA RSB, ~
A 7 =R BT, AL ROFE T RPEALET LSBT TH-
726 Z’lfﬁi?ifiér’%’% MEZEH (SCE) 3Bk ClLE - E C© SCE BRI MATRRD Sz, Falke
HIWF STz PR B REB TR, ATV T o7 — MR ER AR RSG5
T REMEDRIE Sz,

SeF B DS

<y AL AR G- O BENE O R L, d- ATV 7 2 =57 — MERSE (MPH) &O° -MPH
TIdMEHEE 3 500me/ kg, T & 36 TH A MPH 13 #A5 250mg/ kg, MEAT500mg/ kg TH 720
F72, BIEREERmEIN T ANERBRIC BT, BB EE L IEETHE, K8, R,
FEIR N O S BAEREE S 72,

K77 ER °7 %

Ty A XKV E - EIRNE G E G-3RI B W AEERENIEIE X
L7225, BHECIRACHESG OB NRBo 6N, Ty e vzl
BV d- 7727300/ 3EOHETRBEEOEBIIF L R L7z RAERE LS5 5%
DR IIAREBE AR L . BEERITFEO SN h o7,
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X. EENFIAICEATSIRE

1.8 & X 9|8 ary—% "5 18mg. 2% —% " 4§E 27mg. I —% © §E 36mg
BISE, TS, AL R SR
MBSO EICLIVEHTLZ L
BRIESY - AFN T = =7 — MalkE

2.8 X BRI X | AIAR 24 2 A

£ A B R

rE-RERH

i PRAF

CEHBRR W E

(1) EETORWIEVWEDEESICDNT

N xEF E =N ARHENXIE BTN L YRR S A7 2% FIH L723ETH Y . RIS &) W 288 Hs
R TAUREMD D L7200, AFE PTP ¥ — M5B L —a LHFI+5 2 i3k 5
Cro IRAHERETPTP v — MBSz k,
(2) EFIZMAEFOBIRVICOWVWT (BEFICBEITANZWAEEES)
(VI 224t (A o) (ICB3 A 11 #H EodE] omsR
BEMEEGTAN  FY
{FhoLBY AY
(3) ABIEDEESICIOVWT
LR
B.& B &£ # F|EHERMHNIAEHEINZREOL, MYNIEGTLI L, KFID, FHEXN / ZoMtEkRE (AD/
HD) OFZWr. Gk B L 7ZERIC Ko Tl 2 BE IS LTORLT S L L b2, FYIKT
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CONCERTA" is indicated for the treatment of Attention Deficit Hyperactivity Disorder (ADHD)
in children 6 years of age and older, adolescents, and adults up to the age of 65.

A diagnosis of Attention Deficit Hyperactivity Disorder (ADHD; DSM-IV) implies the presence
of hyperactive-impulsive or inattentive symptoms that caused impairment and were present
before age 7 years. The symptoms must cause clinically significant impairment, e.g., in social,
academic, or occupational functioning, and be present in two or more settings, e.g., school (or
work) and at home. The symptoms must not be better accounted for by another mental disorder.
For the Inattentive Type, at least six of the following symptoms must have persisted for at least
6 months: lack of attention to details/careless mistakes; lack of sustained attention; poor listener;
failure to follow through on tasks; poor organization; avoids tasks requiring sustained mental
effort; loses things; easily distracted; forgetful. For the Hyperactive-Impulsive Type, at least six of
the following symptoms must have persisted for at least 6 months: fidgeting/squirming; leaving
seat; inappropriate running/climbing; difficulty with quiet activities; “on the go;” excessive talking;
blurting answers; can't wait turn; intrusive. The Combined Type requires both inattentive and
hyperactive-impulsive criteria to be met.

RO =

General Dosing Information

CONCERTA" should be administered orally once daily in the morning with or without food.
CONCERTA® must be swallowed whole with the aid of liquids, and must not be chewed, divided,
or crushed.

Patients New to Methylphenidate

The recommended starting dose of CONCERTA® for patients who are not currently taking
methylphenidate or stimulants other than methylphenidate is 18 mg once daily for children and
adolescents and 18 or 36 mg once daily for adults (see Table 1).

Table 1. CONCERTA® Recommended Starting Doses and Dose Ranges
Patient Age Recommended Starting Dose Dose Range

Children 6-12 years of age 18 mg/day 18 mg -54 mg/day
Adolescents 13-17 years of age 18 mg/day 18 mg -72 mg/day

not to exceed 2 mg/kg/day
Adults 18-65 years of age 18 or 36 mg/day 18 mg -72 mg/day

Patients Currently Using Methylphenidate

The recommended dose of CONCERTA® for patients who are currently taking methylphenidate
twice daily or three times daily at doses of 10 to 60 mg/day is provided in Table 2. Dosing
recommendations are based on current dose regimen and clinical judgment. Conversion dosage
should not exceed 72 mg daily.

Table 2. Recommended Dose Conversion from Methylphenidate Regimens to CONCERTA"

Previous Methylphenidate Daily Dose Recommended CONCERTA® Starting Dose
5 mg Methylphenidate twice daily or three times daily 18 mg every morning
10 mg Methylphenidate twice daily or three times daily 36 mg every morning
15 mg Methylphenidate twice daily or three times daily 54 mg every morning
20 mg Methylphenidate twice daily or three times daily 72 mg every morning

Other methylphenidate regimens: Clinical judgment should be used when selecting the starting
dose.
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Dose Titration

Doses may be increased in 18 mg increments at weekly intervals for patients who have not
achieved an optimal response at a lower dose. Daily dosages above 54 mg in children and 72 mg in
adolescents have not been studied and are not recommended. Daily dosages above 72 mg in adults
are not recommended.

A 27 mg dosage strength is available for physicians who wish to prescribe between the 18 mg and
36 mg dosages.

Maintenance/Extended Treatment

There is no body of evidence available from controlled trials to indicate how long the patient with
ADHD should be treated with CONCERTA". It is generally agreed, however, that pharmacological
treatment of ADHD may be needed for extended periods.

The effectiveness of CONCERTA® for long-term use, ie., for more than 7 weeks, has not been
systematically evaluated in controlled trials. The physician who elects to use CONCERTA® for
extended periods in patients with ADHD should periodically re-evaluate the long-term usefulness
of the drug for the individual patient with trials off medication to assess the patient's functioning
without pharmacotherapy. Improvement may be sustained when the drug is either temporarily or
permanently discontinued.

Dose Reduction and Discontinuation
If paradoxical aggravation of symptoms or other adverse events occur, the dosage should be
reduced, or, if necessary, the drug should be discontinued.

If improvement is not observed after appropriate dosage adjustment over a one-month period, the
drug should be discontinued.
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Attention-Deficit/Hyperactivity Disorder (ADHD)

Concerta XL 1is indicated as part of a comprehensive treatment programme for Attention
Deficit Hyperactivity Disorder (ADHD) in children aged 6 years of age and over when remedial
measures alone prove insufficient. Treatment must be under the supervision of a specialist in
childhood behavioural disorders. Diagnosis should be made according to the current DSM criteria
or ICD guidelines and should be based on a complete history and evaluation of the patient.
Diagnosis cannot be made solely on the presence of one or more symptom.

The specific aetiology of this syndrome is unknown, and there is no single diagnostic test.
Adequate diagnosis requires the use of medical and specialised psychological, educational, and
social resources.

A comprehensive treatment programme typically includes psychological, educational and social
measures as well as pharmacotherapy and is aimed at stabilising children with a behavioural
syndrome characterised by symptoms which may include chronic history of short attention span,
distractibility, emotional lability, impulsivity, moderate to severe hyperactivity, minor neurological
signs and abnormal EEG. Learning may or may not be impaired.

Concerta XL treatment is not indicated in all children with ADHD and the decision to use the
drug must be based on a very thorough assessment of the severity and chronicity of the child's
symptoms in relation to the child's age.

Appropriate educational placement is essential, and psychosocial intervention is generally
necessary. Where remedial measures alone prove insufficient, the decision to prescribe a
stimulant must be based on rigorous assessment of the severity of the child's symptoms. The use
of methylphenidate should always be used in this way according to the licensed indication and
according to prescribing/diagnostic guidelines.

RO =

Treatment must be initiated under the supervision of a specialist in childhood and/or adolescent
behavioural disorders.

Pre-treatment screening

Prior to prescribing, it is necessary to conduct a baseline evaluation of a patient's cardiovascular
status including blood pressure and heart rate. A comprehensive history should document
concomitant medications, past and present co-morbid medical and psychiatric disorders or
symptoms, family history of sudden cardiac/unexplained death and accurate recording of pre-
treatment height and weight on a growth chart.

Ongoing monitoring

Growth, psychiatric and cardiovascular status should be continuously monitored.

¢ Blood pressure and pulse should be recorded on a centile chart at each adjustment of dose and
then at least every 6 months;

¢ Height, weight and appetite should be recorded at least 6 monthly with maintenance of a growth
chart;

e Development of de novo or worsening of pre-existing psychiatric disorders should be monitored
at every adjustment of dose and then at least every 6 months and at every visit.

Patients should be monitored for the risk of diversion, misuse and abuse of methylphenidate.

Posology

Dose titration

Careful dose titration is necessary at the start of treatment with Concerta XL. Dose titration
should be started at the lowest possible dose. A 27 mg dosage strength is available for those who
wish to prescribe between the 18 mg and 36 mg dosages.
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Other strengths of this medicinal product and other methylphenidate-containing products may be
available.

The dosage may be adjusted in 18 mg increments In general, dosage adjustment may proceed at
approximately weekly intervals.

The maximum daily dosage of Concerta XL is 54 mg.

Patients New to Methylphenidate: Clinical experience with Concerta XL is limited in these
patients.

Concerta XL may not be indicated in all children with ADHD syndrome. Lower doses of short-
acting methylphenidate formulations may be considered sufficient to treat patients new to
methylphenidate. Careful dose titration by the physician in charge is required in order to avoid
unnecessarily high doses of methylphenidate. The recommended starting dose of Concerta XL
for patients who are not currently taking methylphenidate, or for patients who are on stimulants
other than methylphenidate, is 18 mg once daily.

Patients Currently Using Methylphenidate: The recommended dose of Concerta XL for patients
who are currently taking methylphenidate three times daily at doses of 15 to 45 mg/day is
provided in Table 1. Dosing recommendations are based on current dose regimen and clinical
judgement.

TABLE 1
Recommended Dose Conversion from Other Methylphenidate Hydrochloride Regimens, where
available, to Concerta XL

Previous Methylphenidate Hydrochloride Daily Dose Recommended Concerta XL Dose
5 mg Methylphenidate three times daily 18 mg once daily
10 mg Methylphenidate three times daily 36 mg once daily
15 mg Methylphenidate three times daily 54 mg once daily

If improvement is not observed after appropriate dosage adjustment over a one-month period, the
drug should be discontinued.

Long-term (more than 12 months) use in children and adolescents

The safety and efficacy of long-term use of methylphenidate has not been systematically
evaluated in controlled trials. Methylphenidate treatment should not and need not, be indefinite.
Methylphenidate treatment is usually discontinued during or after puberty. The physician who
elects to use methylphenidate for extended periods (over 12 months) in children and adolescents
with ADHD should periodically re-evaluate the long-term usefulness of the medicinal product for
the individual patient with trial periods off medication to assess the patient's functioning without
pharmacotherapy. It is recommended that methylphenidate is de-challenged at least once yearly
to assess the child's condition (preferable during times of school holidays). Improvement may be
sustained when the medicinal product is either temporarily or permanently discontinued.

Dose reduction and discontinuation

Treatment must be stopped if the symptoms do not improve after appropriate dosage adjustment
over a one-month period. If paradoxical aggravation of symptoms or other serious adverse events
occur, the dosage should be reduced or discontinued.

Adults

In adolescents whose symptoms persist into adulthood and who have shown clear benefit from
treatment, it may be appropriate to continue treatment into adulthood. However, start of treatment
with Concerta XL in adults is not appropriate.

Elderly
Methylphenidate should not be used in the elderly. Safety and efficacy has not been established in
this age group.
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Children under 6 years of age

Methylphenidate should not be used in children under the age of 6 years. Safety and efficacy in

this age group has not been established.

RO H =
(mo%)

Method of administration

Concerta XL must be swallowed whole with the aid of liquids, and must not be chewed, divided,
or crushed.

Concerta XL may be administered with or without food.

Concerta XL is taken once daily in the morning.

2021 4F 9 HIRgR
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KIE : https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process& ApplNo=021121
WM - < 18 mg>

https:.//www.medicines.org.uk/emc/product/6872/smpc

< 27 mg>

https://www.medicines.org.uk/emc/product/314/smpc

< 36 mg>

https://www.medicines.org.uk/emc/product/6871/smpc
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FDA Pregnancy Category Category C (2021 £ 9 BR%S)
F—XANZUTREE

(The Australian categories for prescribing medicines in pregnancy)

Category D (2021 ££ 9 BES)

23 : FDA Pregnancy Categories

Category C Animal reproduction studies have shown an adverse effect on the fetus and there are no adequate and
well-controlled studies in humans, but potential benefits may warrant use of the drug in pregnant women despite

potential risks.

CHEMM<https://chemm.hhs.gov/pregnancycategories.ntm> (2021/9/17 77 £ X)

£ : The Australian categories for prescribing medicines in pregnancy

Category D Drugs which have caused, are suspected to have caused or may be expected to cause, an increased incidence of
human fetal malformations or irreversible damage. These drugs may also have adverse pharmacological effects.

Accompanying texts should be consulted for further details.

TGA<https://www.tga.gov.au/prescribing-medicines-pregnancy-database> (2021/9/17 7 7 £ X)
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