EROHES Y
2024 4212 A (3 17 ) | Bk g A | 871179 |

EERA/2E1—T7 - L
HAIR B S Fifi 2 0 TF Fe ik ZE 40 2013 12 HEHL U CHERE [—#B2018 (2019%E i) (2 #a4iL]

R sedE B AR

- ®#E18mg
-
#E36mg

Concerta’ Tablets

#l T | sEh (TR EG)

1B NERYEEE NIy 1 S
MR - RAFEOLTEIZL V52 L

a2 Y —%"$E18mg 14$EH 18mg

(XA FN7 =5 — MEEEE S L0
o | IV —%"§E2Tmg 1488 27mg
4.4 . A =N
L R (AFNVT = =F— MEREH L LC)
a—5"$E36mg 1§ 36mg

(AFINV7 z =57 — MERRE S L0)

®A o B Oo#H X 5

M AF N7 2 =7 — MEEEE (JAN)
— ik % | ¥4 © Methylphenidate Hydrochloride (JAN).
Methylphenidate (INN)

S — 5 "5k 18mg o e
a2 — 5% 5 Mg a9 — 4" §E 36mg
i B s AR H 2007410 F 26 [1 201441717 H
w2k W 5 K FEAE A OH —————
S S [ | eI 2007412 1411 20144E4 1 17 H
= oL #FEER 20074F 12 19 H 201445 A 20H
PLER G — A E 20134121 2011
A A R I AT
B - B - B S | e ‘
SHNTETE Y vk v 7 7 — kR e
e BEER: JC T I
B W & g | SOt A

R SRS E R AR T

Yoo T7—<RASH ATAINA L TH A= arvts i —
WAL DWW L 0120-183-275
fH2Y MR~ - EMEEK © 0120-118-512
(- H - BHHEOSHAKRE 2B L)
R E T A b @ https//Www janssenprojp

M v & b &

o
O

KIFIZ20244E6 HEET (B30 OBF IR COREICE O XLET L2, o
BT ORI, BOTATE N RS R SR A HE R O 3B HRR AR — U THER L T2 &, i
IO [ E0FE | O EToBHISEIE]anssenPro®I & 4k L 2K T I — FE) TEL 7280,




IFFH O F5 | & OB —H AR B3 A i & —

1. EERIPE 1—T 4+ — LIER DR
B FH B 3 it D FE AR 2 ZEA T & L TR SRR IR S0 E (LT IR LB LI S) %o ERIHEBICEER -
SR 5 D BE RO FE 25 HH ST | AL TR R SR i A B I 32 B IE, A e I Ri i s 7z 16 i
BT EN MR ML ELGE DD %o
EFRBL Tl BEER IO W TR SO FEFEFHIE L E F I HMO BN RRP E 8T L THRT e LT
FLLTE TN Do ZOBZLE R EHE RN AT T 2720 OMEHRI AP LTA I 2= T4 — LD L 72,
A6 HARBE AT & (LU, HIRHE L) 282/ N ERR R D TEER A2y 2 -7+ —24] (LUF, IFE
W97) OALEAF I NCIFRL B 2 e L7zo 2 0k, BEEIEFE T IEOBEE T E IS EHR=— XDt
TS PII0AFI NI HIREE A 3 N R BRI B W TIF L R ESH DY ET M7 b 2,
BIZI04ED R L FEEMIFEMOAI) FTh 2 IR, VT CTh HEFRBLIL OFEHIA, BT o THEE-E
FRERBUI R E LML 722 L2520 ¢ PI204FO H IS Hm S BRI R Z B 43 12 B W CIF AU EEAH2008 253K 78 S 7z,
IFRCEEGH2008 T3, IF 2 A O 1 & LTI 277K 5 . PDFSEO &R T — 5 & L TR 2 & (eIF)
MEAIE o7z COEFIZHDE T, B LEICBWT (R s R oM | [BE - 25 BRAEANER
DYGET] e EDYGETS B 072356012 BETORMT — & & BN L 72 i i De IF DS s 22 L & o7z,
IO IFIE, () BR3E R IERRES S IRE O R IE MTF IR At A — 22— (https//wwwpmda.gojp/) 2*5H—HE LT
AFREL > T d o HAMBESEFM S T, e IF 28 2 EHmlFHIR AR — 2=V PR YA M TH D
EAZERE LT, A AL HE IR & D ¥ Te-IFDIE AR § Al 5B LT i % OIF 2SR SCHF 2T 3 %8
IEfE R L GEY D ER - MET 628 & L7z,
20084 LD AEARID A ¥ 5 ¥ 2 —T 4 — ARE & B L 72 TR L CA-FEA TR . BEa3EICL-Th &
fili - FHIHFEIZ L oTH BROBWIERIF L T2 L2 E R 720 2T THK, [FRLHBEFHD — MU 21T WIFRL#E
FHH2013E LTARTHE LR 072,
2.IF&lE
IFid AR SCEEOEHREHTL  FERMEOERIEEZ Lo THEEH L E %, IREMOMEEHD/2DD
T TR D720 D1, A D720 O 1E . IO O O1EH., PR EZT T D0 D
HEEDRA SNTARE I MR DB fF 3 & LT IR SEA R 2 3R E L RS 0720 |2 M 3% R 3
i O BEERZE AR R ORI L TV 22l 8k AT S 5,
727EL . EEEE - RS SE I D 5 b 0, BEEAIEO RN LT) & M5 b OO EEHFIE 52V - 4
W - $R AT N EFIESFIIIFORMFHEL 3450\ SR 2L, I SRMSNZIFIE. SEHIE S5
il + FIWT - BRPREIG 52 & & B, BEEMTETHHDOL V) FBHME RO LEHIRE LTS,
IFD#]
OHBITALR, BEF S L L FAIE LTORA L RO (MFITERS) TRUBL  — ) & 32, 22721 ViRt
LETHB - RFEACSEIE, BT EAETIIZIUE b0 LT 5,
@ IFFLREFAIC IO SMEL  RIHHAE TSy 7R TREi T 5




@FMOTCHUIIE— L« FHUHUT THIEIERD TFFHOFS | EOME] OB ILb0L L, 2HIZE LD S,
[IFDERK]
OIFIZJEAE UCRFI o358 8551 (WA E8A] ZHRAD IER SIS,
QIFIZRLH T 2 IHE KOS E HARHEASHE L 72 IF i A S 5% 0
O CEONE LTS EDIFOERIH > TUERIERAD LR SN S,
OISO HFFIE T 0, IR ORMANL ) % M35 DOROHEHAIM 2 1L U DEREESEH S
fitfi - VT - F2 TR EFHIF OV TIR TS N2V,
® [EIHHA 27 a—7+ — 250803 H2013] (U, [TFRRHEEH2013] LB59) 12X B SN2 IR, BT T
OFRMEAFEAR L L LEIE U CEARAFEF A (PDF) 2 5EIRI L CTHHT %, &3 TORAKRIIVATIEIZR W,
[IFD%1T]
@ [TFFEREE2013] 13, FR254E10A DRI KR SN IR G S & 72 % o
@ LRE DA OBESERICOWTIE, [TFREREF2013] 12 K A 1ER - IR BHIERHI SN 5 DD TId R,
O LD EOUET, FFFRARRIUIFRMAR (BRI 25 2R SN72RE RSN SEISREDILREEH 74 S
N T RENEDRELE D ST AR YET SN B,
3. IFOFAICH-T
MFRLHEEGH2013] 128V T, PDF 7 7 A VZ X BB A BAR TORRMEZ IR E LT D0 16HE A5 3EAIE,
BB SEE LRI 2 LD EAITH %o
BT EAOIFIZOWTIE, E3EamERERI RGN O RS EERE I FAG MR — A=D1 RIS 055 E &
NCTWb,
BRI [REE A VI =T — 2ME D FH & I o TR - $2 M 3275 IFD A B E 2, IR
LTV IEHRRLTFVER R LSS oW TR AR OMREAD A ¥ & ¥ a—12 L) FHAIMHEES
WNEZ LSS, IFOFHAMEEED 2 0LED B 5o Tz, FEIRFET SN2 EOFEEICETL2H IR LT,
IFAYETSN 2 F TOMIE, LRI O BT T DI LE R BH ST LESE, 5DV IIEE N EHFHE
TS T — AR LD SERIRSEE S50 975 L £ DI, IFDOHRICH 7z o> TE, IFT OB G5 # BRI E
PR TS R — A— Y CTHERR 9 %,
B, IR AR LA EOMRO LD LRSI DS [ERIRIHT] 2 [ 2/ ETO SRR 123 5 HB A X
RRFEHICEDLZ LD H Y Z ORI T BETRETH 5,
4. FRAICELTOEES
IFZ3EAIMSE O HFHEHIBVTRPT I EN TELRWERESFRREE LA LTHE 72V, LA L, EHEESCE
BHESRM 7 OE— gy a—FEZXSHBNI LD BEEASED ER N ERE LTHRILTE 2#HIZIZH T L R
H%o IFIFHHEOFRLIMEREE 21 T BRI ORI EFEAMER - R T25D0TH LI Ln b, flll- K3
W E 2T E5 5 W LB LB 22 T U R b R\v,
FoBEERREL, IFDHE THIHRMNLELMETLEHMEM THY . A 25—ty PCORMEL R F 2, FFg L
DIEE BRI 20 E ) B E LR ENTWA Z 2 B L CIERETEH AL EDNDH 5,
(20134F4HELET)




H X

I.#I&ICEAY 51ER
1. Fﬁ%g}ﬁéﬁﬁ ......................................................................................................... 1
2. B DEEEFHY « BUFIAGAEME - oo 1
II.2¥RCREd 2188
1. E}i%% ............................................................................................................... 3

Wy kA N P P PPN 3
B, {EERR (BB - oo everemmremrsne ettt 3
6. 1BAG. BlE. BED. SEEZEBD v 3
7. CAS%@%%% ................................................................................................... 3
I . A R 3188
1 A FB LSBT - -vvvvvvveremreeree e s s e e e e e ettt 4
2 TN D EREEAE TSI T BECTEME - vvvvverreeers e ettt 4
3. A RNBR A OOREERERERTE - vvvverereer s e smmm et 4
V. $5IIRI T S8

3. BT FLFUOD BT T G BTET, - vvrvrrrrrrrrrrrr ettt e 5
4. §g§|]®§*§%1¢‘ﬂ:¢5”5-§-ﬁ:& ........................................................................... 5

7. Ig H:l':ﬁ ............................................................................................................... 6
8. E#@iﬂggﬁ%ﬁ;ﬁ ................................................................................................... 6
o. ggﬁ”;hg)ﬁ;sjﬂz/n\@ﬁﬁggagﬁlf .............................................................................. 6
10. @guq:.gyﬁ;jm%mﬁ%l .................................................................................... 6

12 B AT BEIEEMED B BFTHER) -+ ovvvvevrrrrrrere e 6
13. 5 FEPPELEES - HEID IR IS ICRI T BIEER --ovvvrerrrrrrrrrrrrere i, 6
14. %@ﬁﬁ ............................................................................................................... 6
V. ARBICRIT 51
1. SHBESTULTER «ovvvvevvevnernemnernienmiiiiiiii i s e s se s 7
3. EEEEEEE‘Z%E ............................................................................................................ 8
VI . ZEp 538 (2RI 9 2 1EE
1, B (CREE D B1EAMINNSAL YIRS - 28
D BEHTTBER - oovoov e 28
VI . SEENREICRE T 318 HE
1. _[EI].EF‘/}%E{@?E%; . /E“E/f .................................................................................... 30

D B R SRR/ N R 42 e eere et 34
3 w”y ............................................................................................................... 35
4 /D\ﬁ ............................................................................................................... 35

7. I\%‘/Zj{_&_‘CFﬁTéIlE%E .............................................................................. 37
8. ﬁ*ﬁ%t: ) Kj%%,_-g_ .......................................................................................... 37



VIl T2t ((FALEDXEE) ICET5I1RE

’ﬁé‘cﬂ:quﬁt%o)fiﬂa .......................................................................................... 38
O FADEZILZ IR cvvvvvrvrrrrerrensensen e 38
3. )dJ ixj%chﬁgjéii%ﬁt%wiim ............................................................... 39
4. m;f&om%c:@ﬁjéiigt%miim ............................................................... 39
5. EBELEARISEEEFDIBE -+ overrrrrrrrrereererr e 39
6. ##E@:’ba ;E,ﬁ—d-é %%‘ Egj—d—%lf = R P P E PP P PP P PP PP PRPRPPRPPRP 41
7. *E'_E_ﬂ;};ﬁ ......................................................................................................... 43
B B R « v e e e e 45
o} E&Efﬂﬁ 1’]::!:% _];z j—gﬁ ................................................................................. 52
10. i@%?x%'_- ......................................................................................................... 52
11. ﬁﬁﬁt@ii%‘: ................................................................................................... 53
12. %@'ﬂﬂ@/i%‘ ................................................................................................... 54
X . JEERARAAERICRI T 315
1. ﬁfiﬁiﬁ%ﬁ ......................................................................................................... 55
2. %’l":t%itgﬁ ......................................................................................................... 55
X . EEMEIAICETSIER
1. *E%UIZ/J} ......................................................................................................... 59
2. E&jgﬂﬁzﬁlti{ﬁﬁﬁgﬂﬁﬁ ....................................................................................... 59
3. E?If . 1%@%1{-{: ................................................................................................ 59
4, EEFELERU N OD B B o orv e rrr e e et e 59
5, 7?@33%{¢% ...................................................................................................... 59
6. /a% ............................................................................................................... 59
7. @E‘E@M’E ...................................................................................................... 59
. H_E‘Z/ﬂ\ . ﬁ%ﬂsj"e ............................................................................................. 59
. B%gﬂiﬂgﬁ o R TRRITEPERIPR 59
10. %%E&%%u _EEH EEU%H %.,5 ........................................................................ 59
11, EMELAEYTEREE R F - vvvovrvrrrrrrrrrre s ee e et 59
12, PREISTHEENN, FE RV BB EBEMEDFEARRIZORE e 59
13. ﬁ% ﬁcl:%\ ﬁnﬂﬂﬁ%*%’ﬁiﬁﬁ EEU‘%@W@ ................................................... 59
14. ﬁ%ﬁ,ﬁﬂﬁsﬁ ...................................................................................................... 60
15. ?ﬁ%lﬁﬁﬁﬁﬁ;ugﬁ@%%L:Eﬂj‘é:ﬁ%*ﬁ ........................................................................ 60
16, BRETI— R cvevrereer e 60
17. 1%@%%1¢J:®5§5%’: ............................................................................................. 60
X . 3@k
1. 5' lﬁﬁflﬁk ......................................................................................................... 61
D, FDBOIZRFE TR -+ ovvvvevrrerrereen e et 62
. &EEH
1. IE%T@%’%%&‘}R ....................................................................................... 63
2. /ﬂ@“:%”éﬁ%ﬁﬁi?&:l%*ﬁ ................................................................................. 69
. 5%
1. ;”2” EEEE'Z?E Bﬂb’(ﬁmr—*”&ﬁ-%??5c_&f OTG);’{%I $E .................................... 70

2. ZOMORHEER -



I. BIRICEH72IRE

1. % O & #

FER G/ ZEhEREE* (Attention-Deficit/Hyperactivity Disorder;AD/HD) (&, FIZZhEEA S
FWBPORBEICEOON L, N, 28N GEGE) KOEEEEPEEIRE Lz, S8ERE
ELTHHEEINLBHEBETH S, AD/HD OIEWYIRFII BT HIEEHREE L LT Bk R
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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
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2 21 251\/1- i
Pt o | Bk - HETE
L ég 1 Soane | 65538 | 38=42
Za7y
o8 |
=30 -296 ADHD Index | -114 + 764 | 105 = 648

(CAARS-S:SV X 27 NZ1LE8 (n=205))

DSM-IV DSM-IV DSM-IV ADHD N—RFL
#2597 Total ADHD Fite  SEit-GHlE I D T
0 SymptomsAd7 HTAF-NATT HTRr-pAay o DAEX LR CPfi=
1 CFfE = T ff )
g MR )
8 BAa7 261 = 1993 | 255 + 1634
S
S DSM- IV Total
S ADHD 155 = 1194 | 139 * 958
v Symptoms
é Aa7T
g
% DSM- IV
7 )
it ENESS R .
it Pty | =72 [ e9xess
AT
DSM-
2Btk - i EhE
oo O 61573 | 40+ 42
Aa7T

ADHD Index -106 + 857 | 116 + 7.26




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
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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

R AR, AH) 18mg/ HE 1 H 118l 4 HEPUERZ %S Lz L &,
=7—F (MP) ®ZlZ1 HHE 4 HETEMLTBY., &

FydES

If4Eh AFIL T
AoOSNLGD oz, F/ow 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)
(MEFFMPEE (n=6) )

(ng/mL)
5 e
ST E (i 2
4
i
£ 3
h
1
Py
i
3
1
0s
jfz‘ifa@tlii
(M 3FEFPPAEFE (n=6))
(ng/mL)
14 e
OF g mege
120
1 100
4
Fo80
P
B 60
b
B 40
20
0 ‘
0 1
%‘x%ﬁfﬁmﬂﬁc <H>
MP PPA
10H 40H 1HH 40H
Crnax (ng/mL) 312058 397121 929+981 | 1061+165
tomex (1) 87+21 80+25 90+17 90+238
AUC (ng-hr/mL)|  426+7.0 465+96" | 179713542 |17723+3194"
tua(hr) 43+02 41204 88+15 9.0+07
AUCH, (MP/PPA) - - 0.025+0007 | 0.0270.009
HRr (AUC) - 109009 - 0.99£0.07
Al e

MP: AF)VT7x=7—h

PPA: (-7x=V-2-¥RY Y U FEmE (fL3)
*] HRE AHHO/NTA—=5/IHHD/ ST A—%

%2 AUC (020

31




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. MFREDHT -
il i %
(2 2 %)

(6)

RERACHIZREONE
(36mestE IR LB IR RIS L AL EDMIFPXF LT 1= F —NEEHT)

(ng/mL)
15}
12}
o .
i L —A— ZEJIEE (n=33)
2 9} - FEIRIE (n=32)
B T e 2
7
_J:_ L
7 6|
|
+
w®L
B
31
0 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
P55 ORI (hr)
22fERE  (n=33) SElE®% (n=32)
Coae (ng/mL) 6.196 (2.208) 6871 (2.324)
toax (hr) 6536 (1.036) 7362 (1293)
te (hr) 35437 (0518) 3268 (0.306)
AUCus (ng -hr/mL) 6690 (234) 784 (266)
AUCw(ng +hr/mL) 67.6"(23.7) 790 (26.8)

@1 n=31, *:n=32

2) PERE DR

[VIL. %4t (BEH EoERESE) (SR AIHE 7 MEMER] OEHZSH,
BEH (FE2L -2 32) BNCIWHEBRLENFRNESEREHER
AL

0

N
>
NI
Xfiﬂ?

(1)

2)

(3)

(4)

(5)

(6)

(7)

BB A

BRI L

RS i3R FEE TE 2

BN -y 2P

NAFTRASEY 71

BRI

SHKEEEL "

HES 018 ~ 0.19 (hr')

#5016 ~ 0.17 (hr?)

(e e N BVER 0f S IAHK] 18mg. 36mg. 54mg #Hilal#k 5 Lz & &, IEAH 18mg/ H% 4
HiEH%S- L7z &0 1 HE., 4 HHOMISEELRED)

gYFTIL 2R

B AD CL (P +iEHEF2) 497 = 162 (L/hr)

M ENDERER NG L2 E0 7)) T TV R)

SEtE

RAD Vz (F¥fE = fE#EfF7E) 2,508 £ 909 (L)

THEI DR N H 5 L7 & S5 EFE)

mEEQREe=R

AR 152 £52 (%) A 162 1.1 (%)

JAEINNE (n=8) BRUBLA (n=2) OIiElz, “C- AFN 7 = =7 — MEFEE (10 1 g/mL) %
WML, ATV T 227 — bOMBER RS54 FEREHTECllsE L7 L S OMBEER I &%
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3. %

¥

FREEEE BB 6 BlEkf RIZ, 7 OAF —N—iRICTAFIV T =7 — ME#RTE (MPH)
#i (MPH & LC 10mg) ZREEF%G F7o8 12 X0 IR S RO Rl G, s512
MPH &8 $¢ 10mg & #H#H%5-L 720 MPH A2 LRI EE G L 728 &0 AUC 14,
FNEN19.3 U 19.1ng - hr/mL & KREZLZEII R, HFHNAFTRAZE) 745 985%T
BHol2lElDb, AFNT 2T — MRS S EN S 2 LRI SN 2,

(1) I — FBRaP @B
D BN OB~ D537 2
HE Wistar 5 v b (n=3 ~ 6) 2 AF )7 = =7 — MEERKE (MPH) % 2mg/kg @ & CTH.[al# Ik
WG L7 &, 55 5 5% E TITMEERROVMER O d- AF )V 7 2. =7 =1 (MP) KU -MP
PRSI ER I EL . ENUE, I M d-MP KON -MP LT AT LT
TL7
M MP IR 35 /M, Bk, mlix, iR OB B MP iSO AT O (Kpas)
R L7222A, d-MP IZEFHE OB E LS ITHEEDITRDORNELLD, AR D Kpap X
d-MP OFH3¢ -MP X b Kk&h» -7z,

MP QM EHIREICH T 5 RAZEBUOREDR 2T DL
(FofE+1R%EMRE. n=3 ~ 6)

15+ (d -MP) N (¢-MP)

154
*p<<0.05, *k*p<<0.01
Student's t #5E

*p<<0.05. **kp<<0.01
Student's t #5E

5 10 30 120
P25 BB (min)

10 30 120 240
G- OREH (min)

TR E T BT
2) W ORAREFT >
T b= C- AFN Tz =7 — MEFEEZ 20mg/kg OH RTINS L2 & ATV T2
=7 =M (MP) KU p-OH MP GEHEAHY) OB / MAE R B lhidE 2 34 KU 6.2 Tp-OH
MP b IIE A BEP 2 il L. BN TR BUIE G- LTnp 2 e psiEg sz, p-OH MP KO
MP DR8I 8T v AR—F —BLEEEIX AR CH 5725, I Cld MP #2EED 578 p-OH MP i
FELNEENZEND, MP Ol HEEHANOZF TG ITREVEE DS,
MAEdRIZida - 72 =)V 2- YR D VBRSO Z RROBAZAS, ik / eI R i o
R CHD/NSW7zD . MEANBIFT % @l L IZNZ E DR 5Tz,
(2) Mm&—BafeRarT @B 2
New Zealand White 74 n=4) |Z#4E 7 H2*5 20 HE TAFIN 7 =7 — MEFEE % 200mg/
kg/ HOR & TRIEHG- L7z & FE A EOFTIEIEHIZ d- 2TV 7 2=7— ) (MP) HSeHiSz,
1BIZBWTIEE -MP bHEINTW DT En5, ¢ -MP bl i35 2 L0500 572,
(3) At~DBBITMH
7 SD F v b (n=3) |2 "C- AF)N 72 =7— MEREEE (MPH) % 5mg/kg D& CIE A T H IR
PG L7z &, BSREOFLH~ORITIE, $5- 2 FEfE CIdEh i FEiR L FFEECTH Y,
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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 (%)

FRHEERRIRE 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)
EEEEDR S 0 2 (0.1) 2 (0.1)
5 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)
HENBETE 0 1 (0.1) 1 (0.1)
SEbHh 0 1 (0.1) 1 (0.1)
SPENE 0 1 (0.1) 1 (0.1)
EBEMEE 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)
SEiE 18 (8.3) 37 (2.7) 55 (3.4)
SEEDMED £ 1 (0.5) 3 (0.2 4 (0.2)
¥ 0 1 (0.1) 1 (0.1)
$85 3 (1.4) 3 (0.2) 6 (0.4)
{EBHR 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)
FoRIMEIER 1 (0.5) 0 1 (0.1)
REE 5 (2.3 1 (0.1) 6 (0.4)
T LU — MR 2 (0.9 0 2 (0.1)
T m 1 (0.5) 1 (0.1) 2 (0.1)
AR 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
FEEBH 0 3 (02 3 (02
HiE 1 (0.5) 0 1 (0.1)
Hig 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)
%R 1 (0.5) 0 1 (0.1)
AEHZOy o 0 1 (0.1) 1 (0.1)
L EMESMINE 1 (0.5) 0 1 (0.1)
mEEE 1 (0.5) 1 (0.1) 2 (0.1)
= ME 0 1 (0.1) 1 (0.1)
MEZEE 1 (0.5) 0 1 (0.1)
ERzs. BIRH & UHithRfES 10  (4.6) 4 (0.3 14 (0.9)
W% PR 0 1 (0.1) 1 (0.1)
+REDRIE 2 (0.9) 2 (0.1) 4 (0.2)
i 5. 2 (0.9 1 (0.1) 3 (0.2
B 3 (1.4 0 3 (02
TLUILX—MHER 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)
JiEE] 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 A 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

MedDRA/J Ver. 14.0

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)

= : HERD 54 (19.85) 33 (5.98)
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

HEiREE 7 (2.57) 0 S 1 (0.37) 0
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14.1 EFFREROIEE

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 EZIZFEFOEER

14.2.1 PTP UKL PTP ¥ — M oMY ML TRATA L) RETLZ L, PTP ¥ —F
DFHA LY O ERAEAE BRI~ AL, I3 B L CHERR A S 0REE R
GHHEEZPERTHI LN D 5,

1422 IRAERTETPTP ¥ — b o B & 20X IRET2 2 L,

14.2.3 RANIERMEBATH L7260, WALZD, Elo7zl), Bwv/zh, BFHLAZDET. 4§
ke —HIcEOEFEMATLEIHBETL L,

14.2.4 BHENOIIIWE O EEOR G & — I FEHICHRES N B25, EFRIETHY) L
[ R A A B S AN k-1 £ D NS

14.3 EEIRAEROEE
RHNHELENICHE LRSS 256120 BET V40 X BicBwTngifb

ELDT, LEIISUTHEORELHERT LI L, [9.1.8 ]

(fia)

14.2 FERN AT R DT,

14.21 PTP @2 OFHANLBOEEHRHIETH 5o irfROERE LT, SHD7-HH b TR, &
iR LBDSIRARE, IRFOBIIEESMBICA T SN2 LIGRRT A7 =204 Sl s
TWw3 Y, 720 PTP ¥ —hOEEKICEY, FERWICEELREIHELETHT —ADHEENT
W2 40)O

1423 KFNIZFOFTFIRIKT A L2 LD), 12 B o) R 245 L) BHIHET ST b, A
720, Eo7-0 3528 C BB SSHEIR L TV AEAICIE, lFEORM L) SR EL
720, MEEFREO LA ROFHREMA TR 2P HE SN D, T2, T OF]
ERZBBRTLBZNLDH L7720, bLIROTHAZY LTLE W61, ZO85EAIONRM
BRODLENNNRETLI L B AFOIRFE LT, — ke ikAaY Ok, HERE) O
HCARFIOWINE S B A 52 DR AT, G DETHERESINTV R,

14.24 RFNIRAZRIZE A EEBA T, WRIIANEEOR DR 5 & — I AP ICHE T S 2 e
Thb, ZO7H, FTHPICAFZFER LA THRE T 2WI e U3 BFIZHAT
LR H L ENHRLHEL 7z,

14.3 SEHIR R O

AFENIIRHZ HEENTIZE A EEE$, FHEPICHR SN 255 TH Y, BHOIRHIZ LD
MZEERDREIN TS ([FEOT A TLEHICHETLEE] OHE (p4l) ), HILE
NIZBITDRARFEDBZNN S LIGEOMR T RE LT, EET V&)V X L COMERRLERFID
KENRACEIZLREEHIN TV LD, BHARABOTEEE L TREL,

BN O HE DR INTGE1E, BTHCBEEB T RETLHAOFRG Z2 &, @Y 2 AL
T2 L,
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(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
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54



X. FFERRAERICRAT SIEE

1% 2 B BT (1) EREERR (V. EBERICETSER] 5H)
(2) Bl keyZEIRAER
BRI L
(3) ZBefEEERB
e - 5 nem | MER e
HERIER HEBR an BER | gy HRTANEFTE
e 10mg/ke ML BB EA %
g 100k 7= £
) i
F—7 Y TA—L P 10, 30mg/ke : 7.5 FATH M
(BB X %, - 3. 10, M |30mg/kg DL bt RS @) X I AL
i | LHEA Y E FREAE, | SD 7 s 30, 100 g |, ROV
i | REATED. SERERAE) mg/kg 100mg/kg : BRATE), HE1TH)
g;ﬂ'; B - SEBHEAE 100mg/kg : BLEL IS, HE RS
i | RBEBUE, BEES) ot
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
M| e s | ALzeMa| . . |ol 03, 10| - -
/;_i B1) o N3 B | s s | vitro 2 g/mL 5 1.0 u g/mL FC : 2%
TS
EB AR 2 (R ;%’%’ M i vitro 0'11‘1 gfr;ILl'O 5 |10 e/mL e mpn
e, 1, (T | 3.10,30 | # |l0mg/kg bLE: IFLELN
% | et R | BT Togkg |6 | 30me/ke AN
% )
PTZ: XyFLF +I =)
(4) ZDthDHZIBHER
FMERRL
2.8 M B B®R|() BERSHHRR
BmE| B5hE e 7 8K D e e
ZRIL bt 788 5 53 ==3
i |weswe)| *72 | snm | ke | sws SR
(e )
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 %
g | S00merke | .. |GemwE |eme | O S00ne ke K RFCTR AR
" : ‘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)
Py 10 2/5 Bl A 51 1% R O -
Fovumerke T e
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<)

55




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
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2. 5
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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 - C© SCE BRI MATRRD Sz, Falke
HIWF STz PR RB TR, ATV T oF— MR E R R R R ET5
T REMEDRIE 72,

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 27Tmg. 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) BETORWIEVWEDEESICDWNT

N xEF E =N ARHENXIE BTN L YR S A7 2% FIH L723EHTH Y . R &) W 288 Hs
RS L7200, KREE PTP ¥ — Mo L — LK ¢4 2 L1385
Cro IRAHERETPTP v — MBSz k,
(2) EFFIZMEOBIRWICOWT (BEZFICEEITANSUEAFESE)
(VI 224t (A o) (ICB3 A 11 #H EodE] omsR
BEMEEGTAN  FY
EhoLlBh A
(3) ABIEDEESICIOVWT
LR
B.& B &£ # F|EERMHNIAEHFINZREOL, MYNIEGTLI L, KFID FHEXN / ZoMtEkREE (AD/
HD) Oz, EFEICHKEBLZEMICE > GlE 2 BE IR LToRM T s 5L EH12, WK
HEURFN DN AT FE IOV ICEHTE L EBERARDIERICB W TOARP) b s L),
BLEIGEIZ S 2o TR ELZH#H L L2, TNOSOWEIZSHNITTE 12 H 1 BT TIZE_TH S
Lo By FAEI2H1ITHBNCAF 2T L TWAERIICOWTIISM 249 H30HFEF T, /2,
SFCHE 12 A 1 HANCARF 2R LWz BEIZOWTE4A M 2 4 12 A 31 HE TIXEHEFTO K
REMEOT TR 2N TE 5,
6. 4 % | (ar¥—%" 4§ 18mg) 100 § [10 §& (PTP) x 10]
(ar%—% 4§ 27mg) 100 $& [10 §& (PTP) x 10]
(av¥—% " 4§t 36mg) 100 $z [10 $2 (PTP) x 10]
7.8 & O o B|PTPY—b: R/ Ky70a b)) 7VAOTF LYy F3I5— 710 A, TIVIZTAS
TIWIEE TN IZTL /R)IZF LY TIA— TV
8. B —H% - RXNEE | [F—Hr% 1 1) ¥ V5E 10mg

FRNEE VAT 72y IV AVNVERE S T2V

0. EREEAEFEHRHB|20004E8H1H CRE)

10. 8! x& BR 5% & 33 ar¥—% ©§E 18mg avH—% " §E 27mg a v —% 4§ 36mg
R BH RV KZAEAA 2007 4510 A 26 H 2007 4£ 10 H 26 H 2014 4£1 B 17 H
A B OE S|k =z 5| 21900AMX01770000 21900AMX01771000 22600AMX00011000

11,58 fff & % IR & | o> %—% " 58 18mg. I>H—% “ 4§ 27mg : 20074 12 H 14 H
& B B|ar¥—% "% 36mg 120144 4H17H

12. %D BE  ZHRAE NN,

BERUVHEEE
EBMEDFRA
S B S ON NN

WA (18 e A k) oiEE Kb / 8RS (AD/HD)
SR AERD B AN4E A H 1 2013 4 12 H 20 H

13.BEERR BF

i RAKER
BHRUZOAR

INBEIC BB EE R / £ E1EREE (AD/HD)
FREA R R AEKFEAH 1201346 A 13 H
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S L 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.
DOSAGE AND ADMINISTRATION
Pretreatment Screening
Prior to treating patients with CONCERTA, assess:
e for the presence of cardiac disease (i.e.,, perform a careful history, family history of sudden death
or ventricular arrhythmia, and physical exam).
e the family history and clinically evaluate patients for motor or verbal tics or Tourette’s
syndrome before initiating CONCERTA.
Recommended Dosage
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
. S Patient Age Recommended Starting Dose Dose Range
}ﬂ(ﬂfﬁv‘ﬁﬁi 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.

64



RO &=
(0o0%)

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.

Dosage Reduction and Discontinuation
If paradoxical aggravation of symptoms or other adverse reactions occur, reduce dosage or, if
necessary, discontinue CONCERTA.

If improvement is not observed after appropriate dosage adjustment over a one-month period,
discontinue CONCERTA.
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(Ee7d

18mg. 27mg. 36mg. 54mg/ §E

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 and adults when remedial
measures alone prove insufficient.

Treatment must be initiated and supervised by a physician specialised in the treatment of
ADHD such as an expert paediatrician, a child and adolescent psychiatrist or an adult
psychiatrist.

Special Diagnostic Considerations for ADHD in children

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. Third-party corroboration is desirable
and 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.

Methylphenidate 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.

Special Diagnostic Considerations for ADHD in adults
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.

The specific etiology of this syndrome is unknown, and there is no single diagnostic test. Adults
with ADHD have symptom patterns characterised by restlessness, impatience, and
inattentiveness. Symptoms such as hyperactivity tend to diminish with increasing age, possibly
due to adaptation, neurodevelopment and self-medication. Inattentive symptoms are more
prominent and have a greater impact on adults with ADHD. Diagnosis in adults should include a
structured patient interview to determine current symptoms. The preexistence of childhood
ADHD is required and has to be determined retrospectively (by patients’ records or, if not
available, by appropriate and structured instruments/interviews). Third-party corroboration is
desirable and treatment should not be initiated when the verification of childhood ADHD
symptoms is uncertain. Diagnosis should not be made solely on the presence of one or more
symptoms. The decision to use a stimulant in adults must be based on a very thorough assessment
and diagnosis should include moderate or severe functional impairment in at least 2 settings (for
example, social, academic, and/or occupational functioning), affecting several aspects of an
individual’s life.

66



AR O =

Treatment must be initiated and supervised by a physician specialised in the treatment of
ADHD such as an expert paediatrician, a child and adolescent psychiatrist or an adult
psychiatrist.

Pre-treatment screening

In adults new to Concerta XL, and if required by national practice, cardiologist advice is needed
prior to treatment initiation in order to check the absence of cardiovascular contraindications.

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;

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

o Weight should be recorded for adults regularly;

¢ 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.

Dose titration

Careful dose titration is necessary at the start of treatment with methylphenidate. 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.

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 in children.

The maximum daily dosage of Concerta XL is 72 mg in adults.

Posology

Children

Children New to Methylphenidate: 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 children 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 children who are not currently taking methylphenidate, or for
children who are on stimulants other than methylphenidate, is 18 mg once daily.

Adults

Adults New to Methylphenidate: Concerta XL may not be indicated in all adults with ADHD
syndrome. Lower doses of short-acting methylphenidate formulations may be considered sufficient
to treat adults 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 adults who are not currently taking methylphenidate, or for
adults 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 60 mg/day is
provided in Table 1. Dosing recommendations are based on current dose regimen and clinical
judgement.
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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
20 mg Methylphenidate three times daily 72 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

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. In children
and adolescents, methylphenidate treatment is usually discontinued during or after puberty. The
physician who elects to use methylphenidate for extended periods (over 12 months) in patients
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 patient’s condition (for children, preferably 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.

Special populations

Elderly

Methylphenidate should not be used in the elderly. Safety and efficacy has not been established in
this age group. Concerta XL has not been studied in ADHD in patients older than 65 years.

Hepatic impairment
Methylphenidate has not been studied in patients with hepatic impairment.

Renal impairment
Methylphenidate has not been studied in patients with renal impairment.

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.

Method of administration

Concerta XL is for oral use once daily in the morning.

Concerta XL may be administered with or without food.

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

Pregnancy Category C

Methylphenidate has been shown to have teratogenic effects in rabbits when given in doses of 200 mg/kg/day, which
is approximately 100 times and 40 times the maximum recommended human dose on a mg/kg and mg/m’ basis,

respectively.

A reproduction study in rats revealed no evidence of harm to the fetus at oral doses up to 30 mg/kg/day,
approximately 15-fold and 3-fold the maximum recommended human dose of CONCERTA on a mg/kg and mg/m?
basis, respectively. The approximate plasma exposure to methylphenidate plus its main metabolite PPAA in pregnant
rats was 1-2 times that seen in trials in volunteers and patients with the maximum recommended dose of CONCERTA
based on the AUC.

The safety of methylphenidate for use during human pregnancy has not been established.
There are no adequate and well-controlled studies in pregnant women. CONCERTA should be used during pregnancy
only if the potential benefit justifies the potential risk to the fetus.
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An Australian Categorization of Risk of Drug Use in Pregnancy ( 5 AR
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C : 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.
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Pediatric Use

CONCERTA should not be used in children under six years, since safety and efficacy in this age group have not been
established. Long-term effects of methylphenidate in children have not been well established.
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