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1.5 00000000O0O0O00O0000

151 0000

B KM ZEMERE  (Attention-Deficit/Hyperactivity Disorder, UL . AD/HD) (. /)
RINCHIE L, HEEZRHESE 2 2 & OREE, R 22 ES), MHE) 2 i3 5887 DR
BT ORMHEETH D, ADHD Oz, KEKHET2 (American Psychiatric
Association, LLF APA) 2MERL L 7R B OB « #iit~ == 7 V& 4/ (Diagnostic
and Statistical Manual of Mental disorders-Fourth Edition, LA T DSM-1V) Ti&. & Tgiks
7R BRI B MR BRI 72 gt 2 R CHESL ST b D & e o TV D, F72, DSM-IV Tl
REE. ZEE, EEito 3 TERICMZ T, Zh b 3IEROMABDbEDEWIC LD
BTEATELT, [REE) BESYL->TWHb0% IIREEESA) | [ZEk—
Bt B> TV D b 0% [ZEME—EEBIEESRR) | WFOEREFTH 0%
NEAR) 2L TWD (APA 1994)

AARTIE, REFHARES/NEMREIE L PO LT 5HMFEIZL > T DSM-IV (25D
WTRHER 2SN TW5D, F£7-, 2003 FFIZITHIR, 2006 H\ X RThR 35 K bl 8k
' E-ADIHD-DOZWr « 16T A KT A 33, HIZ 2008 I 3R R K- L@
F-ADHD-DO B « IRIFEATA KT 4 U3 FlfT ST b B4k 2003, 757 2006, 757
2008) .

AD/HD #HHEIZE > T, ADFEZH, BHELTND, GAONIEHREEZCV KRR D,
I E T DL Vo, BICFEIICBOVTYHRLEL SNH I ENEFTHH L
0. FOERITRm, P, ARV B, TR W o T AR OTEENC K X R
rhz b, ZoOME, BEITEEZRO, MENGANZL, EZEHORANERNT D
EWHENRFAET D, ZNOOBBITHBFRERICHEEL, Bl~DAXA ML X BHE,
FREIEA~ERIRT D 77— AL H D (LK 2006) ., AD/HD O & LCik, HERTRGE
&L BITTER DB LS ENUGET 25602V, —H TPk 22 &K
HSMEREITT B0, RERLI DLWV o “IREENEITT 25005, F7-.
FRANIZ 22> THIERZ R BFET. AR AFRICKEEZAT 60 LH 5 (k2006 , L7z
Mo T, ADIHD BEIZHSRIBREMTONRWIGAE, BERANZT TlER<, BFIC
BIRT 20 DALIZHLBEWAIRZ L6322 570, RHOERNANEET
H5,

IAFEEN T, ZEm CORY A E LT, 2005 4-2i% AD/HD Z3EREDO—> L
L TR TR EMEE & U R ES SRIES AT S, 2007 458 X 0 S HE A A7
% RENZKIT D FERISHRAE AN E R SN TV D, 2D K HIZ ADMHD I3tk
WCHRBIMEND LI > TETEY, ADMHD &3 EEEICK L CITXFEE, K.
EHRT —LOHEENEETHL &I TWDH, Lo, BekE E~_TENTIL, ADHD

2% EDOTELEMOEFKEESCEMOENAE LTS H 2 (BEA45E 2007) |
AD/HD JR#IEE U CTARBINTZEA LN & D IRIFREE R OV TIEO RO
i - L RO LT D,
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AD/HD DIRFEITBEARN, Fif, TR E~DT RAAL R L & b I CHYRRIEN B
PALEZ 5D TWS (U 2008) , #FETiE ADMHD 25t LRI S B4R IS b2 0
FRESNTHEY, Hb—MEICAVONTVWIDRAFATZ==F—F (V&Y%
Thb, £lo. FEPWREIEOIEFNC SN DT FEXFEF UHRE (CUF, A#)) 2
HLIRRED 1oL LT > T\ 5,

ENTIHERAF VT 2= — AN Thrva L7 o— 8N 5 oKk QR IEM:
I O¥] EENEE - R L U CRRIRGE S, BE K ONEDOFBEA~O+43 70 & [FE O
b LERMOEE FIZHBWT ADMHD I2xF Ui b — I ST & 72 (%) 2006a)
2007 4E 10 H 26 AICHfEA FA 7 = =5 — MUKl L LTRES LTV 2 ) 0%
BE - THhravry—) ORI EEBIT, FAMTERY EZ2S UNE#IZ
BiT5H ADHD| ~DOi#itczH T 23A L LTHBA T VT = =7 — Migse (229
—%®) WERREIN G LTHEBR) . LHLARL, UE UL ROa s —2%o
WL, ZOEIEFEROBENGHRIET D EM, EEERE. EREZRETDLE L HIT,
HIHITBIT 2MAN OB, FOMERD L THANRREND LS., VH U L DR
TH— S GBI N =2 o — 2 DRI B 1= 0 . FEEIES 79 4I5S < IKERSAA N
i, WERRBEROEmNLREMT O T D,

AFNT7 =5 — ME, KEIZEWT Controlled Substances Act (2555 <  controlled
substance & L T schedule I ({ZFRE S 41, HARIZEB W CTIIPAR i B A & LCH 1 fE M
FEAEEICHRE ST Y . 2 OB FPHY R D b W ELH S SEMIKAE O W REMEA FE i &
NTW5b, ADIHD B O FITIZD ey b b ELACIKFEOMBE % 4 U 2 5E B 3MFAE
TH5Z b, SLACKFOATREMEZ 30 LIEEICHEH T2 0ER’H S (R 2006b)
Flo, AFNVT =T — MIBEORLZDH L EE, E#HET v 7 Kby Ly MEfE
HOBEFIIED L R-oTRY (B L7THSMR) | 20X RiHFESEZ AT 25 ADHD &
FIZITH WD Z &Mk, Fo, 2RO M2 < KFLHEFIZ AD/HD JE
WOBRBLL RKIZTHER DD, I HIT, BETUERSCKBERENRBO N Z 03B D
728, SR X RISV TEE L & S D EHIRIF ORER, BRI
IBRGEEROBRIIE, #5 BT 572 OB G HIEOFENLE L R D 5E 1D
% (/% 2006, EA& 2006)

LD L, ADHD O%hie - ShR 26T D HHIGREDOBRE IR ZE N,
FRIZIEFHSAME D ADIHD 1A REEE DB AR ST\ 5, AAIIL, 2002 4F 11 A 12K
FENC B THGRZ IS L 7= iR Tl T OFEH AR D ADHD IGRETH 5,

PRIMEE 2R L CREBLKEZ B R RECTR B 2 U S8 5 KW T R Ao R
(psychostimulant) & HFREN D, HET Iy (AFALTxz=F—h, Toro7=fIv) RahA
VREEND (EE2005) .

ERANE PACRNEIE & 12 R 2 IR AR 247 L. SR ELH I IR AT & i 2 AT REME AR D TR
EBEZLNDHEFNTHDHZ LoD, FETHAREMED ADMHD JRHEIKIZAFE S LD (European child &
adolescent psychiatry 2006) ,

2
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152 000000000
BT D& FEZ[X] 1.5-1[i2/ R L, BLFICZE ORFEIZOWTRE#HET D,

1521 ooooooooooa

AENE, A —=TFTAVY— TR DUNR=—THRENTBIRN ) LT KLU~
BV IABREATH D, AAORHERBETFIIRHATH L3, MRRERDO 2 VT R
U NI VAR =T 5@ EEHATOHL EE 2N TWD,

1521.1 ooood

1 RIS R D IR & F L Te, AR OBSEIER I o T, BIYE
DRI, WS ODORB (1% BN 5-BR, LIRS B,
FOHHERBR O —#8) 1387 LW FIEC M2 5 L CRRkfi 247 - 72,

15212 0000
shE e g e s IEEIRETE E TR D ORIEREE R OURRAE ORI SE &
L CHERRBAR M TN T, W< DO BRRRER 2 18 CTat & BRMEITIERER 205
ZHDD, HHMENRD SN T2 2D OEGIE TORZITHIE S iz,

1980 AR / VT R LT U iR OB RE R E AN EE X MaFEE (DSM-III 123861 5
Attention Deficit Disorder (ADD) . DSM-IV (2815 AD/HD) DOJFREIKTH 5 &3 5 Hih
ETFANEBIN, TREEMTIZMALE LT/ AT RLF U CHER Y ALIHEIER %
A9 5D =BR/H1 D DA (desipramine) 23/NED ADHD ICHMTHDH Z &G S
(Biederman 1989) ., L 7>L. desipramine |X =E2%H1 5 SHIFAH DO F = LD IMmE
FADY AT OEEMBRRD BN D Z & ROMMOMRREDEZ B ~OBFMEIC X 5
BIERIRRBOOND 2 L2 8 IRKEH SN DITITES Rh o7z,

—J7. AAHNL desipramine L [FEED /L7 KLU U ERVIALRLEEHZET 5L O
D, MOMBAREDE Z BARSOBFETIERNZ L0 6 ZHICES S EERIZTH WS
D LRSI, Fo. KO DRMHEEE ORIKRBRICE N T, MeER~D Y 27 O
MR R BNT, DOERRZEMEOMBE LD LR T,

AFE desipramine (2t L CRIVERA 23D 72\ AD/HD OiE#ER & L CRhRABIfF Sz
ZEmb SMEICET H/MED ADHD Extg L Uiz Rl ofkass 14 & P &
Y BkE S Tz,

77RO 6 3B UhEExSRE Lz 2B, NEROEFEIVELERGE LT 2K
B, ANZERG L Le 2 3R (2B W TARBDOF MR L RIERHER SN2 L b,
2001 4 10 AIZ/NRE OFEAEI NS A D ADHD Z#)SE & L C FDA 2% LA&ER
FEMTOIL, 20024 11 HIC/&FR A2 BT, 3 20034 1 A X v [RFEA A S, 2008 4
9 ABUE, KEZIZ U 78 DESIMHE (KINESZETe) TN (FAOEMET)
® ADIHD Z s & LTEARBINT WD, £D 56, KE, hFH, A=A T V7T,
BV 25 5 E Tl AL AD/HD OESIZ OV T H AR STV D,
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1.5.2.2 goooogogooodg

o AL —7 4 U ) —g2
I = |
N e e
]
e e |

15221 0100000000000000LYANOOO

FEWNICHT 55 1 MERRBRZBGT 2 10h-0 . EFEGEIVEREERRS - iR
Ak - ok eEnesig O el A P ko i A
 MeEaAN ]
I - < 35 %7 - [ [ -
| BEEE | [ PR

choolsarE ., 2QEPI £ AARNERRA DA SR & LT LR
B (LYAN 3BR) ZBAtAL7-, LYAN RERCTIX, 7 FEFEF > 10, 40, 90 KO
120 mg B [al# 5 % OV 1 H 28] 40 313 60 mg (80 X% 120 mg/H) 7 H M E &K 5% D3
WEMEZ G L7z, O 5%, 7 hEXF U ddenicin s, #5% 1~2 1
1T Cox ([T LT, F7o, EFRETOERIFEF IS KERGRFOIEWEREIL,
YIEIB 57— 2 b TRIREE CTH o 7=, HehH-E 10~120mg O#IFAIZI VT Crx LY
AUC [T# 5 BIIFIFHpI L TN LZ, £7-, HEERGR (&K 120mg) . KOKE
Fehe (1A 2[E, 120mg/H, 7 AR E) OZEMEROCBEMELZ R LT,

S 51T LYAN 3k & R OB T 1 o CTHMEMRERE R Z x5 & L C O L 72 BRARSE
PEER (HFBJ iER) OfER Lk Lz & 2 A, RAIOEYERE L ONEZE2MEIC VT,
HARNESEANE ORI TRERETRD LRI ST,

15222 020 000000000LYBDOODO

LYAN #Bofi 2 b & 1o, I
I\ < 2 P PP 2R TR A T o T, T ORER
e
e
e
I - 2 = 2 -

RS )

zogEickox, o E A L0, 65 E 18RO H AN ADHD H4#5 4 k4
LTI EmERRE (LYBD ) 23 L7z, 7 hEXETF ORI, 1 HH
BA 1LH2BNCEIL, FEER T T, #IHIHE 0.5 mgkg H 25 e H & 1.8 mglkg/ H &
THRHIAYICHEEE L, 8@ E Lc, ERGHIX 37HITH -7, BRI 2(. E. A
KT L, 1RSI 5 E], SETHIE 326 THh -7,
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LYBD iR OfEHE., HAR AN ADMHD HBF 3T e & 1.8 mg/kg/ H £ TOZEMR
VWARMELE R LI, £7-. ADHD RSIV H AKZER (EGIH) MR e L
AD/HD JERIT® T D/ MENRIE S 7,

15223 0230 000000000000000OLYBCOOO

LyBD i Tt

e o ] s
s O BERE (LT, PMDA) (2 K 28155 2 FAEABRBH A RITAH 7% 2 350 L 72,

ZofE, BT — 2y r—vongs LT I | el

DIE &Iz, HIZ

[ WpriEiaee | |
[ BRI

BB OB S 2t U, ARG X200 2> © O R 2 MR U CIRBRHE Y AR 3 5F
flivszeiclizs2c, 2 &P &Y HAAN ADHD B 454 L L7z5 203 4H
B (LYBCHUER) % 3 L7z,

LYBC iR Tl%. 67%LA b 18 Adiio HAN ADMHD & Zxi5 L LT, AAl% 8
MG Lz & oMK OHEGE . ZhiagdEF, 77 v AR5 R =GR G
BRIC X VR Lz, WL LT, I 8AREE, 7 FEXEF L 05mgkg HEE, 7k
EFXEF U 12mgkg HEEL QYT MEX BT 1.8mgkg HEE, & 4BEA R E LT, 1A
FoOFGIE, LAMEZ 2ENZaEIL, IOV ICkE Lz, 7 MEXFEF 2 1.2 mgkd/
AR O MEFEF 2 1.8molkg HEEZHI D T i B2 LTk, 0.5mg/kg/ H
OB AL, 0.8mgkg/ H. 1.2mgkg/ H. 1.8mgkg/ H & BEPEAgICH R L7-, TE
RAMERFHEIE H (X, ADHD RSIV BAGEM (ERH) A7 ORX—=Z2 T A U b
HBIERFE COBLEE Lz, BREMOFNIIAFFR, BIRRE, A 21T A0
WA LIC ko THT o 72, BGBIAHIIE 2451 T o 7=, Rud 2 PriicseT L.
1RBPIEBNE 1161, 58 TH1E 23461 Th - 7.

LYBC REROfEF. ADHD RSV HAGEM (ERIH) A a7 DR—=2F 4 bk
RBRENE COBLEDOEHEICEIT ST 7 vAREET N EXETF > 1.8mgkd H i
(&g 1.60-1.82mg/kg/ H) DOZEITHFHFZHICHE TH 72 [(Williams #E () |
p=0.010) ., F7=. HEMIGHEFRIFAEE TH -7 (p=0.008) . 1.8mgkg/ H F THOHK L &

BT D REER OEFEITRG Th oz,
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15224 030 000000000LYDAODOD

ARENO BB G Re DL & BREMEOMETZ B E LT, LYBC RBRE5ET L72&IC
fkie L CBINA f T 5 B 55 & LI RIHkGER 538 (LYDA REr) % 20
e CEUES Ay

7 MEXEFOEGIE, BED LYBCHERTHID T O TWEHERIZ)H DL
9. 1 HHEZ 2ENCHEIL T, 05mgky H S5 200G L, ettt aatkiciEs
< TRBRHE Y R O] W . 12mgkg/ H O & (K& 1.5 mg/kg/ H 3% 100 mg/
HoD 9 %v\ﬁ“ﬂﬁvyr‘;u\jﬁ) FCHETELZ L L, EAE (L.2mgkd H DM &
dap) pI L I ) = Sl CRE TSR T
2 ENA DR T — 2 L0 | SMECEM S - &SRB (LYAC 3BR) & Ak
(2, LYBC #BRIZEBWTHANMEO FEFMEE 2>\ TT hEFEF 2 1.2mgkg H
LT FEXEF 2 18mgkg HEECTT 7 BARREHCK L TAEENHER T DL 0D L
HEL, 77205 LYACRER TR b i/ M &ED 1.2 mglkg/ H 23 LYBC #BRAE
%uof%ﬁméné%ﬁ%i& —HTH5bDE L THELZ, £, HEHMIE 6 v A

b 3FEFETE L, BRMEOEIIAFFRSR, BARE, M 2L A OBIERE
e otofﬁoto A%l i@&ﬁ X ADHD RSV BAGER (ERTH) 2 Mo, #5546
ik 228 Bl T o T, EBHFHEMNICET 2T —s 0y b4 QPR PH) W
Td LYDA HErfikisifsli: 187 @J BB G 416 CTh Y . PN OX45: (LYBC -
LYDA SBROED) & 72 o T JERIEIT AT 21141, 6 » A &S 8541, 14ERZE 2141
Thot, LYDA o 6 » A Gomifgsn CJ | A rs—svy b
7) OfE, KRBROKREHETH S 1.2mg/k H O EHIHE TOREHRGHO 24
PER OREMECREE 5 2 RIS bNRh o, £2, AOMETEMICRET 5 2
EMNIRBE I T,

7%, LYBC RBRA CHMMEDO FEFMHEEB IZ>WTT MEXFEF L 1.8mgkg HAET
DA 7 Z Rt g L ChREFFICAEE Ch - 72 2 L XU PV 0A
DIENS, LYDA RBROIGERE I EFH 2 G Lz (55 15225 HEM) |

ARBER R bk ch o, 2 E R rscE 2EB0T 40
b7 &7, SRR R A s 2w L 2] = PR PP R Es
FEH U7z, PHEEHES 2RCBT 27 =40y b A TR TO LYDA Rk HIL 117
B, BB IEENT 111 Bl ThH o7z, F72. LYBC « LYDA BERGFOAENT RIS & 72 o T2 0E
BIEBUI AR T 24101 CTH Y, Z0H b 117 1T VFEUL BG4, 33 F1% 2 FLL E#& G4k
Bl ThH o7, FihkmAmEE 1.8moky/ HIZET L72iRBRFEfmaTmEEIZ L > T, 116 4
2 1.8mglkg/ H D H- %52 1F Tz, ARBO P R#HES 2 fiofEE, 1.8mgky B D H
EHPA E TORMMKGHE G BN TR R ORFEITIRE CThotz, £o, Aok
WEEGE LTV D 2 & bR ST,

1.5.2.2.5 googn
LYBC B DT R L O LYDA Ao it ofi e b 2o, 24 P I ¢
S ssoansy

6
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| DNUUEREval | [ RS

K]

LYDA FREROIEERERiFHHZA EICBET 28 F 2 o0 Tid, fmBhE%IC HEx O
FIZBW TN & ARMEICHER 20 I5E 13, ADHD RSIV B AGERM (ERTH) DA
a7, EFR/NEIZET S ADHD RSIV HARGERROEEHEE (REHI1C X 2FEm) oHF
PAELL FICt#E L72WRY 1.8 mglkg/ H OH EFiHE THEL, TELRVZOHER
MEFFT D) CWVWOREZRET DI L E2REL, PMDA 726 T/RKSINZ, ZhEaxifT
200 7 PP T CIRBREN R EE L GET U [t & AEMEICIEN RO SE I
1% 1.8 mg/kg/ H O HEHEPH (Fem 1.8 mg/kg/ H XX 120 mg/H DWW 7znJy) £ C
MEdsZ L) &L,
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INDHDOIMFIZERDSSAKBHHER 2B L, £ 151 1R 9208E - 2R () kW
M- & (8) THEBCSOKRHPFHEZITI> 2L &L

01510000

2hie - R () ¢ﬁ%m£ﬁé&%k%/%@ﬁ@%(Mmm)
ML - HE (R) W, N7 FEFEF L LT1H 05mgkg L VB
HL %ﬂ%&lﬁOBn@mgkL/ S HIZ1H 1.2mg/kg F
ftibt% 1H 1.2~18mglkg CHiRF T2, 727201,
B VAR EOMBEZH T TITH> 28 &L, WTiLo#H
HEIZBWTH 1H 2T TROBET D, ok, JE
RiIC X0 @ T 528, 1 H & 1.8 mg/kg XiT 120 mg
DOWT v nEE- ANk,

15226 00000000000O000000OOO
152261 00000

AD/HD JEIRICKEF 2 A 20X, EANTHEMLUZ 3 3Bk (LYBD R, LYBC R,
LYDA i) ORAEIZIESEFHEi L=, £z, 77 THEfE L7z 2385 [LYBR#AE (6
Ll b 16 BT ADMMHD g 235 & L CTHE, #EROAF v aTEmLZ 18 1
A% 5D E e I~ B E ML EGABR) . S0107 Bk (670 E 16 LA F > ADMMD B %
MHELELTEBTERLZ 1 A 1EHRGOT T R R EEREGER) 1 LA
T— X EAfRT 2 B CIEMIE R & Lie, 7eds. SMETIHM L7z BRARRER 17 3BRico
WAl OB E & Lz,

152262 00000

Fa R SR H AR D2 & MERTAM I, 21 3RBR A VO T3 L7z, BAANEEERA B & x5
(% L7z 13k (LYAN 3BR) ZFHli&k s U<, Wb Tl L7z 20 RBISEE
£HE LTHWE,

PR BR D22 ML, ENCTEM L7z 4 B (LYBD #RBi. LYBC &8k, LYDA
ABR, LYDH B (LYBD #BERIZBIM LT bEFHF R ENE CEfEz R LR
FH 1 BIERRICEE LR ) ROT V7 THEM L 2 B (LYBR @Bk, S010 &
BR) OREICIE DN TITo 72,

AMETEIC 6% LA E 18 kAR O AD/HD B35 % X812 Sk L 72 B AR a5k 25 3Bk & OF
SWELRIED & 2 BN 5t R Fe i U 7 B IRERER 2 BRBR 0D pihg 1 32 B MEREAT O 5 35 R}
ELTHWE,

153 0000000

1531 0000000

(1) 00000000000000000000000000

AKFNLZ v M T 7T N —Lb~D VT KU U U IAREBRIICHEL, 20

ERITER F= KO R AN VIR IAAHEE L X TERZE R 30 5400 100 524

Figpof, Fio, ARNIBEMRREMBEZARIITZ & A EBEEZ RS o Tz,
8
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(2 O0DDOhOoOOOOODOOoOoOOOoDbOOoOobOOoOooOooDoOoOooDg

AHNTHVE O GRBRICBWTH ARG OEBE RS T, v UAKRT v O BEIFE
HEENC B LB L RIS hole, EHIT, 7 v FOBEEMAIALEZIZE T D Mgk
NI URELY B SER)hoT2,

1532 000000O00O0O0O00000
15321 0000000O0OOOOO0
(1) ADHDODODODODOOO0O0O00O0D0OD0O00

LYBC B DS, 8 MBS ICBWT, YT RELGHLE T FEXEF
1.8mg/kg/ H#E> ADHD RSIV HAGERR (EAIH) #2237 OZLEOZITHEHFRIC
FETHo, 7o, HEKIGEKRIIAE TH o7z, EHic, EARMK G T —%

(LYBC - LYDA &ER{FE ; & 1ET) 25, ADHD RSIV HAGERR (EAH) o
A @& E IR & LI ARIERMNCRR T 2 2 &R Sz,

T YT CHElE LT 2ABROME R, S010 3R TlX 6 M 0 512k T, ADHD RSIV-
Parent:Inv #8 2 22 7 OBV EIZOWTT b EFEBF UEEL 7T BAREEE DT EHFEIIC
AETHY, LYBRAB TIX 8O 5128\ T, ADHD RSIV-Parent:Inv #8 2 =27 ™
BALEIZOWTT hEXFEF U LEEREFNBTHDL AT N T = =7 — MEE ORITHERT
FHIRIELPENRD bivTe, AR OARK O FAEA G RO FEIEIL 1.19 mg/kg/ B & Y
1.37mg/kg/ H TH > 7=,

INBDRERND . AANT ADMHD JERDUE AR REFNTH D Z &R STz,

(2) ADHDODODODDDOOOOOODODDDOO0O0O
LYBD RERICHENTT MEXFEF UG T 10%LL EOFRBETRD b= A HEFR
X HER ROV AOEGER 21.6%, %R 18.9%. RAKAIE 16.2%., {Hfk, S|HTHZ, fHIR,

&U“%@FM\% 13.5%, Rl 10.8%CThH -7, £7-. LYBC RERIZBWTT hEXFET

VEERET 5% EOFBETHRD LA EFFLIT, AIEHIEZK 15.8%, i\ 14.2%, &

BRIGE 12.0%, fHAR 9.8%., HL» 8.7%, M- 8.2%, MEJH & N TFHI% 6.0% ThHh -7, HE

RAEFEGLE LT LYBCHERICBWT, 7 hEXEF v 1.8mgkg HEEOHBEE 1HIC

20 (8. War) 23580 Sz, LYBD ik Y LYBC BRERICE W TRA O R EFR
;’cﬂaﬁﬁ.mﬁ%‘ﬁ EHH L CHliBR COAEBEICRO b BRI, EES
(8IHf) 1 LA E 1.8 mglkg/ H £ COLRMER OIBFMEITIRIF Th o7z,

LYDA aﬁ%ﬁ@ﬁﬂf“ﬁﬁﬁﬁ Cll = Q727 bA7) BRORNEGT—4
5. 0~6 % H XX 6~12 » H DWW OFHMEI#IFIC 10%LL EOEBFEICED b= F
R, RIHEESR (27.0%, 11.8% : AIEHRIL 0~6 % A, 6~12 » H OJEIZRH ; LLTFHE) |
UEI (19.9%. 12.9%) . BAKEHE (14.2%. 7.1%) . {FHHER (12.8%. 59%) . fE7H

(10.4%, 7.1%) . fE.L (104%., 35%) Tholz, b DOFELIL LYBC BTk
MELSALNEZFREFRETH Y, BB OERICHEN, AEFROAERNH KT
HEMITA Do de, Fo, BGHMBIOMITORERH . B GIZME> THiz
IZHBT DA EFEFEZITRD bR oTe, PRI DOT —2 16 LYDA RBRO
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LY 139603 15 GEJFETFE RO R M OBRFE DR fk
ANTFTHT RN
BmABETH D 1L2mgky H F TOEWE GREOREME LK ORI EE 5 2 D IEHIX
HFoieinolz, BIZ, LYDA REROKk =M &L 1.8 mg/kg/ H £ T & L 72RO [ fiE
g 2w CY e AR ET 2> A7) OF =55 RIGRO L 2RO
BAEMIIESE 52 2 HRITE LTV,

T2, TYUTCTEM L7z S010 iR LY LYBR RERICEA O F 5 UL RER TOHE
B ICRD bNT=FHRITI R o T,

Pk, ERNREOT V7 ORRREBR) D . ADIHD BTk 2 A5 0 B AT 72 BAMER
WEETe 7 7 A VPRRENTND,

15322 00000000000O0OO
(1) ADHDOOOOOOO0OOOO0OO0oooo

LYAC i (87%LL | 18 i Aii> AD/HD BEZ x5 L Liz 1 H 205D 7 7R
SR T EE M IEEGRER) OfE S, ADHD RSIV-Parentinv #8222 7 DAL EIZHOWTT
FEFEF L 12mgkg HERGREE 1.8 mglkg BB GRET, 77 B AREHCH L CTREH AR
WCHERENBD N, £z, RARERBRIGT —% (RE 3HFEET) b,
ADHD RS-IV-Parent:inv #8 2 =1 7 OB b @& 2 fRtE & LI AMEIIRBICR T2 & %
R L7,

(20 ADHDOODODODOOOOO00O0OOD0D000000
BARRBR CHE SN AEFR, EELAOMOBK EEELRAFERZORENS .,
1.8 mg/kg/ H £ TOHEFPHICIBWT, 7 MEXFEFUOIRFER LT 7 7 4L

TRHTHHo T,

(3) ADHDODODODODOO QOLOOO0ODDODO

LYAC iBR K& OF LYBP il (RNLFEEZ 7T %5 ADHD BE x5 L L7oilB) (2
BT, QOL OFEffifefE & L CHW /= CHQ PF-50 @ Bahavior Subscale & Psychosocial
Summary Score TAHFID A ZhHEDGRD H AL, ADIHD Stk & FBF D well being (SE#E %
fEfETH D Z &) < family functioning (FKENTHOaI2=r— a3 ) [ZET 5 QOL
D LR ENT,

(4) 0000000 0000000000 ADHDOOOOO0OO0O0O00000

AEEERRBRICEB N T, AT T 2 =F — &R L35 PHOAREEE O M S % O
AR I K IR ICE A A+ % ADHD B4 (5 [L5AESR) Iox+ 2 AF oA H
MDD HN TN D,

1) 0000O0OD0ODO0O0000OODDOO000

AFNT z=F— Maesfle Lo 23 EE (LYBI 3BR) KO 7 2R %G
BRICEBWTEHEE (A FL7==7—) MFREELRIT7- 2 35 (HFBD . HFBK
RER) OVTFRIZBWTH, AANFAF LT = =F— b L[E L ADMHD JEIRICHE
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Thotl, F7-. THRHBCEEOIBERED /2 ADHD BE ICktG L Li- L X KKl L
AFNT =T — NOFGIMERRRE TH -7,

2) 000000O0O0D0O00000000
RNt KN L7- 2 3B (LYAD, LYBO #BR) OfEENS ., ARANZIXHDEL
ASCEMEIFORREM N IZ L A LR W2 LAVRENT, 2. T OMOERRBRCH
Wt O AR D~ B & S ELH IR AF D SERRIEITRIE STV R0,
L72i3o T, AANTEDE ALK O ATREMEZ a2 Z e R<EHT 2 2 &
WATRETH Y | FrICEWELHSCEMIRAFOME L A 2 BF . /NRICH LELHRMm
PETER O FTREME DS E N & S D BEBIEOEFE D EIZ L NS Z LB TE 5,

3) J0000O0DODADMHDOOOOOOODOODOOO
iEfEE 2 A9 5 ADIHD B3 (RHIHREMEREE « LYBX 3R, R&LFEE  LYBPR
B, bw Ly NEEXIERIEEENET 7 0 LYAS 3B, KO OftEREE : LYAX &
BR) Zxfgel LzERaRBRICER VT, ADHD JEIRIZX LA MMEZ RT L [FRFICE N
TNOHFREEDERZEN IRV LRI, £72, WThoREBRIZEW
THEWERMEE AR RSN,

L7235 T, AFNL ADHD IZ0HFT 5 ATREME DS BLE I i O 2 & O PFFREE 2
THRECOBHEHTEXAEATHY . AFLT2=F— N THETHHIBEDRLD
bR, EBEF Y 7 KONy Ly MEBEBOBRFICH L THHERT S Z &R AE
Thd,

4) DO00O00OO0O0ODOOO0ODODDOOObOOOOoDOO

1H 1E#HEECTHEE L7z 238 (LYBG, LYCC#ER) 2B\ T, EIRAFHEEH O
Daily Parent Ratings of Evening and Morning Behavior-Revised (DPREMB-R) T, A#|»
F3EY 1 H 1EERGICE > T, §G RO OB OITENIB W THRIMEIN RS
Too AFNIELROFFGRHI N RV 2, 1 H 2[5 D56 6 ADIHD SER DK <3
HICB T 2HEB L br— LT 52 ENARETH D,

5) D00000000000O0O00000

Fa A5k (HFBD, HFBK, LYAC. LYAF ikBR) MOk O HRE®E R E DA
FNTZBERE RO BER R N RD NN EDPRENT WD, ARENTIEHE AT 50
Bl L oG RO, FERILIHE T 556 TH, FIENGE L B0 | &
HBZWT 57 EORGHIEOWRIEEITH 2 L RECIRBRAT 2252 &
MWTED,
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16 000000000 O0OOOOOOO
161 0000000OOO

7 hEX BT UNIEE XM ZEINERE (AD/HD) % & LC 20084 9 A HI{ET 78
DOEX T (KNS (European Union, BAF EU) 23 » [H A &) THRRBIN TN D,
EU TORKBIIMAERIESRICL D, RIELIZT X TOEICEWT Stratera® Th 5, 4+
HIcBIF57 M EFEF U OARRNZE 1.6-1275R-7,

U1l6-1 DOO0OODOOODOOOOOOOOOODOZ20080 90000

P R P - WA
5/ E

Albania 20054F 12 H 15 H

Argentina 20034 7H 1H

Aruba 200542 H 22 A

Australia 20044 1H 16 H

Austria 20064 4 A 20 H

Bahrain 200544 A 27 H

Belgium 200643 A 20 H

Botswana 20074 7H 31 H

Canada 20044 12 H 24 H

Chile 200446 H 24 H

China 200645 H 30 H

Colombia 200444 H 23 H

CostaRica 2004410 H 12 H

Croatia 20074~ 5H 2 H

Curacao 20044F 11 H 16 H

Cyprus 200549 A 26 H

Czech Republic 2005412 A 14 H

Denmark 200645 H 10 A

Dominican Republic

20034-11H 25 H

Ecuador

200542 A 16 H

Egypt 200743 H 1H
El Salvador 200448 H 20 A
Estonia 2005411 A 11 H
Finland 200645 H 23 H
Germany 2004412 H 2 H
Greece 200643 A 23 H
Guatemala 200447 H 24 A
Honduras 20044 12H 7H
Hong Kong 2005 7H 1 H
Hungary 200641 A 16 H
Iran 20064 1H 1H
Ireland 200642 A 10 A
Italy 20074 4 H 24 H
Jamaica 200542 A 17 H
Jordan 200548 H 4 H
Kazakhstan 20064F 12 A 25 H
Kenya 200543 A 17 H
Korea, South 20064-9H 29 H
Kuwait 20049 H 13 H
Latvia 2005412 A 19 H

O|O|0O]O|0]0O|0]O|0|O|0|O|0|O|0|O|0O|O|O|O|0O|0]0|0|0|0]0O|0]0|0]0|0|0|0|0|0|0|0|0|0
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4 AR e BN
/D 4E
Lebanon 200545 H 4 H O X
Lithuania 2005412 A 19 H O X
Macau 2004410 A 12 H O X
Malaysa 20054 7 H 28 H O O
Malta 20054-9 H 26 H O X
Mexico 200345 H 29 H O O
Namibia 200642 H 8 H O O
Netherlands 2004412 H 15 A O X
New Zealand 200541 H 15 H O X
Nicaragua 200541 H 10 H O O
Nigeria 200645 A 28 H O X
Norway 2004411 H 25 H O X
Oman 200545 H 30 A O X
Pakistan 200649 H 12 H O O
Panama 200542 H 22 H O O
Paraguay 20054-3 A 10 H O O
Peru 200442 A 23 H O O
Philippines 2004410 H 14 H O X
Poland 200641 H 19 H O X
Portugal 20054 10 H 25 H O X
Qatar 20064 1 4 23 H O X
Romania 2004412 H 20 A O X
Russia 2005412 H 9 H O O
Saudi Arabia 200641 H 17 H O X
Singapore 200544 H 4 H O O
Slovakia 2005412 H 1 H O X
Slovenia 200549 H 26 A O X
South Africa 200546 A 3 H O O
Spain 200644 H 18 H O X
Sweden 200644 H 21 H O X
Syria 2006410 H 2 H O X
Taiwan 200649 H 26 A O O
Thailand 200548 H 3 H O O
Trinidad and Tobago 20054 7H 5 H O X
United Arab Emirates 200542 A 12 H O X
United Kingdom 20044-5H 27 H O X
United States 2002411 A 26 H O O
Venezuela 200548 A 18 H O O

O:#ad, X :@#sel,
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STRATTERA®

STRATTERA®

71 7"t L 10, 18, 25, 40, 60, 80,100 mg

1 7L 5, 10, 18, 25, 40, 60, 80, 100 mg

A N T T ZIIHEE K 2wk
(AD/HD) DIREZHEIGIE & T 5,
AD/HD{RIRIZBIT DA N T 7 7 OFME
IZ. AD/HD @ DSM-IV 5 $EIC &8 L=/~
BB L 2 507 5 R 5t ke,
INRE B VERRBII LT 2007 TR
KERFRER . 1L D OHERFRIERER K O A %
SRIZ LTz 2007 7 & R faRER T
SNTW3,

A N T TIXARENEE T 1 T T AO—H
ELT 6l EO/NREB L OEMEORE
Kal %t E (AD/HD) OB % i
JEL T %, 1AL ADIHD OHEMEIBLE
L22TFE7e 67e\, ZWnd DSM-IV o3
YeFE 7203 ICD-10 HA KT A icfit» THrF
bRT LR 570,

& -
i

RS

{KE 70kg L FO/NR L BVEDHE - A
77 71X 1 HH&EE LTHI 0.5 mglkg 7>
SEEL., BIE3HRMkRE L-HE 1 HH
#f) 1.2mg/kg % BARICH &1 5, 8 1A
Be G L PRI 1Y TR BT T
BehH+ %, L2mgkg A 2825 HEICE
WTSHRDHNRT 4y MIFRDLIRH
>77,

NEL HDED 1 HHRIE 1.4 mgkg £7-
1% 100 mg O W T MR E B2 2
L

K 70 kg 248 2 5 /N R OV E DI ONT
WMADOHBE-A NI 7711 HHAE40mg
NHEGEBAL, RIK3 Bk L7-H &
1B &N 80mg % HIZIZH & 5, 1
[ §% 5780 & %R L 14 J7 B IS
THET S, SHI22~4AM%. +5o7k
RO 72 0o 7o BFE I IT R 100mg £ T
HETX2, HEZE S TIUZES KR
THIEEIFFT DT — X210,

{RE 70 kg LL_E /N O D ETE ONT R
ANOf RKH#ESE 1 H &% 100mg Th 5,

ek RIS

—f%IZ AD/HD OIRFRZIIEH T E M
MBI B 00h LilZe, KAElE 1.2~
1.8mgkg ® 1 H B THREZR LI/
> ADIHD B2t A HERBRIE ORI
I SN REARRRBRIC L 0 RER &z,
Fio. TOHREITIIEEROREIIM TH R
P& R Lo R S TR 5 Sz,
L7 L ADIHD O #EMIEENESIC O -
THELEEND Z LT RN EEESNT
Wb, ANT7T T EEHMMERNT S EM
. lx OBRFICOWTEAOEM
FAMEE EMIMIC MM 5 2 &,

BO®E, ANTTTEH 1E, BFEOH
I LTRETX S, 1 H 1 &S
TR SR AN E I 13a %)
DFLNRVEFIT, 1 B 2 BIYFEIZHT
THIE FHE XY HFREL LT3
T4y ERELNDZERD D,

IR 70 kg PL T /N /FF A0 H
ARNZT 1L 1 HHAZEE LTK 05 mgkg
MO T 52 &, PIMIHEZRIK 7 AR
ke L7d & BRIRNR & AEMIZES W
T4 2, HELEHERE H EI134 1.2 mglkg/
AThs (BEOKREBLOHROT hE
FeFURAOERIZIYERD) 12
mokg/ H Z B2 2 HEICBWTE LA
X7 4y FERDLENZ -T2, 18
mgkg H &= B2 2HED 1 FES &KW 1.8
mg/kg #x %5 1 HHBEOLEMEITMEN S
TR, AT W T IR & ke
T5ZEDEERGEEND D,

1K 70kg B2 5/ NEIEVEORE
ANZTZIE LAHAZEE LT 40 mg» 65
BT aZ b, PIMHEZRIK 7 BB L
e &, BRRBR & BRI FES Tl
T 5, HERMER AR 80 mg TH D, 80
mg #HZADHARICBWVWTELRENRT
74y MEERO LR, BAHEE 1A
JH&EIX 100 mg TH 5, 120 mg 2 HH
O 1LEFEG LN 150 mg =@ 22 1 B
BRI TRy, AN
BWTHIREEMGE T 5 2 L3 @ET 73256
N5,
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BEICET 5 —BER

A NI T IIIREOFEIDD) DL TR
T& 5,

120mg ## 2% 1LEIHEE 150mg Z# Z
5 1 B HEOZEMEIIMEL STV,

RS B F O A &#RE - A2 (H) 246
9% AD/HD BEITKRD & 5 I B
TEHEOIHRIND, PEEOFEAE
(Child-Pugh Class B) & o #lEIH &R &
CHEHEIZETHE (FREEEDO RN
BEOHE) @ 50%FETHALTHZ &,
EEFA4HB% (Child-Pugh Class C) T
W, WIEAHER KO EEARITEEHED
B%ETHADTDHZ L,

7] 72 CYP2D6 FHEEAIOFH oD H Stk —
RaxtwFr, TLEFEFL, F=Ur
D X 5117 CYP2D6 [HERZ G o
IRE 70kg L FO/NR, FOFEZA ST T
Z % 0.5mg/kg/ A7~ BB L. 4B ITIE
KAUE SN TR RICERER A LI
e oh, BE BEARED 1.2mgkg H
ECHETHI &,

NaxtFr, TAFFREFL F=VU
D X 527 CYP2D6 [EHZ G o
K 70 kg % H 2 2 /NEROFHDEIF N
RAIZANTT 7 A0mg/EHSBEL. 4
W% IER A S E ST YR A EICER
PRI SN HmEDL, BFEERED
80mg/HETHETSHZ &,

7 MEXRETF AT TICRERIETE
5,

AFN D 2248 H D 72 8 OB
AD/HD 1B IZBE T 2 K EORRK T A &
ARHIUTFNIHE > THTT S Z &,

i PR R OB RS 7 BB IR 13 s S v T
W2, T hEFTEFUITEERAEES
MIEH LI GE, ABICERP 552,
MNTE D, £, WYL & 23T T
LThH LU,

1EEXBZTT NEX BT OIBELEG:
T 5EA1E,. ADHD BROFMFIZ L D
ROV Z TR 5 2 & A HER SR
5,

BRIZE > THLNRRFR T 4 v MR
ST HETIE, R RAIIZEB W T
Bk L TV AR DR, RAMIIZBWTE
TG E T2 = LW R SA N D 5,
L2rL, AR TIHHA NI T T %2R
FBIAT % Z L Tils T,







HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
STRATTERA safely and effectively. See full prescribing information for
STRATTERA.

STRATTERA® (atomoxetine hydrochloride) CAPSULES for Oral Use
Initial U.S. Approval: 2002

WARNING: SUICIDAL IDEATION IN CHILDREN AND
ADOLESCENTS
See full prescribing information for complete boxed warning.
¢ Increased risk of suicidal ideation in children or adolescents (5.1)
¢ No suicides occurred in clinical trials (5.1)
* Patients started on therapy should be monitored closely (5.1)

--------------------------- RECENT MAJOR CHANGES ----nnmeemmmmcceeeee
Warnings and Precautions, Effects on Blood Pressure and Heart 09/2008
Rate (5.4)

Boxed Warning 07/2008
Warnings and Precautions, Suicidal Ideation (5.1), Effects on 07/2008

Blood Pressure and Heart Rate (5.4), Effects on Urine Outflow
from the Bladder (5.9)

Indications and Usage, Maintenance (1.1) 05/2008
Dosage and Administration, Maintenance (2.2) 05/2008
INDICATIONS AND USAGE ------------mmeeme e eeem

STRATTERA?® is a selective norepinephrine reuptake inhibitor indicated for
the treatment of Attention-Deficit/Hyperactivity Disorder (ADHD). (1.1)

-==-=memmemeememm-—- DOSAGE AND ADMINISTRATION ---------menmemmeemeem
Initial, Target and Maximum Daily Dose (2.1)

Body Weight Initial Daily Target Total Maximum Total
Dose Daily Dose Daily Dose

Children and 0.5 mg/kg 1.2 mg/kg 1.4 mg/kg

adolescents up to

70 kg

Children and 40 mg 80 mg 100 mg

adolescents over

70 kg and adults

Dosing adjustment — Hepatic Impairment, Strong CYP2D6 Inhibitor, and in
patients known to be CYP2D6 poor metabolizers (PMs). (2.4, 12.3)
-—--—--reee—-——-DOSAGE FORMS AND STRENGTHS ----------——-----——-

Each capsule contains atomoxetine HCI equivalent to 10, 18, 25, 40, 60, 80, or
100 mg of atomoxetine. (3, 11, 16)

CONTRAINDICATIONS

* Hypersensitivity to atomoxetine or other constituents of product. (4.1)

* STRATTERA use within 2 weeks after discontinuing MAOI or other
drugs that affect brain monoamine concentrations. (4.2, 7.1)

* Narrow Angle Glaucoma. (4.3)

o= WARNINGS AND PRECAUTIONS --ermmmmmemmmmmemee

» Suicidal Ideation - Monitor for suicidality, clinical worsening, and unusual
changes in behavior. (5.1)

* Severe Liver Injury. (5.2)

» Serious Cardiovascular Events - Sudden death, stroke and myocardial
infarction have been reported in association with atomoxetine treatment.
Patients should have a careful history and physical exam to assess for
presence of cardiovascular disease. STRATTERA generally should not be
used in children or adolescents with known serious structural cardiac
abnormalities, cardiomyopathy, serious heart rhythm abnormalities, or

other serious cardiac problems that may place them at increased
vulnerability to its noradrenergic effects. Consideration should be given to
not using STRATTERA in adults with clinically significant cardiac
abnormalities. (5.3)

* Emergent Cardiovascular Symptoms - Patients should undergo prompt
cardiac evaluation. (5.3)

» Effects on Blood Pressure and Heart Rate - Can increase blood pressure
and heart rate; orthostasis, syncope and Raynaud’s phenomenon may
occur. Use with caution in patients with hypertension, tachycardia, or
cardiovascular or cerebrovascular disease. (5.4).

* Emergent Psychotic or Manic Symptoms - Consider discontinuing
treatment if such new symptoms occur. (5.5)

* Bipolar Disorder - Screen patients to avoid possible induction of a
mixed/manic episode. (5.6)

» Aggressive behavior or hostility should be monitored. (5.7)

» Possible allergic reactions, including angioneurotic edema, urticaria, and
rash. (5.8)

+ Effects on Urine Outflow - Urinary hesitancy and retention may occur.
(5.9)

* Priapism - Prompt medical attention is required in the event of suspected
priapism. (5.10, 17.5)

* Growth - Height and weight should be monitored in pediatric patients.
(5.11)

* Concomitant Use of Potent CYP2D6 Inhibitors or Use in patients known
to be CYP2D6 PMs- Dose adjustment of STRATTERA may be necessary.
(5.13)

ADVERSE REACTIONS

Most common adverse reactions (>5% and at least twice the incidence of

placebo patients)

* Child and Adolescent Clinical Trials - Nausea, vomiting, fatigue,
decreased appetite, abdominal pain, and somnolence. (6.1)

*  Adult Clinical Trials - Constipation, dry mouth, nausea, fatigue, decreased
appetite, insomnia, erectile dysfunction, urinary hesitation and/or urinary
retention and/or dysuria, dysmenorrhea, and hot flush. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly and
Company at 1-800-LillyRx (1-800-545-5979) or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS

* Monoamine Oxidase Inhibitors. (4.2, 7.1)

* CYP2D6 Inhibitors - Concomitant use may increase atomoxetine
steady-state plasma concentrations in EMs. (7.2)

* Pressor Agents - Possible effects on blood pressure. (7.3)

« Albuterol (or other beta, agonists) - Action of albuterol on cardiovascular
system can be potentiated. (7.4)

-=-=-=======em-——————-USE IN SPECIFIC POPULATIONS -----------=-mememem—-

» Pregnancy/Lactation - Pregnant or nursing women should not use unless
potential benefit justifies potential risk to fetus or infant. (8.1, 8.3)

* Hepatic Insufficiency - Increased exposure (AUC) to atomoxetine than
with normal subjects in EM subjects with moderate (Child-Pugh Class B)
(2-fold increase) and severe (Child-Pugh Class C) (4-fold increase). (8.6)

* Renal Insufficiency - Higher systemic exposure to atomoxetine than
healthy subjects for EM subjects with end stage renal disease - no
difference when exposure corrected for mg/kg dose. (8.7)

» Patients with Concomitant Illness - Does not worsen tics in patients with
ADHD and comorbid Tourette’s Disorder. (8.10)

» Patients with Concomitant Illness — Does not worsen anxiety in patients
with ADHD and comorbid Anxiety Disorders. (8.10)

See 17 for PATIENT COUNSELING INFORMATION and the
FDA-approved Medication Guide
Revised: 09/2008
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FULL PRESCRIBING INFORMATION

WARNING: SUICIDAL IDEATION IN CHILDREN AND ADOLESCENTS

STRATTERA (atomoxetine) increased the risk of suicidal ideation in short-term studies in children or adolescents
with Attention-Deficit/Hyperactivity Disorder (ADHD). Anyone considering the use of STRATTERA in a child or adolescent
must balance this risk with the clinical need. Co-morbidities occurring with ADHD may be associated with an increase in the
risk of suicidal ideation and/or behavior. Patients who are started on therapy should be monitored closely for suicidality
(suicidal thinking and behavior), clinical worsening, or unusual changes in behavior. Families and caregivers should be
advised of the need for close observation and communication with the prescriber. STRATTERA is approved for ADHD in
pediatric and adult patients. STRATTERA is not approved for major depressive disorder.

Pooled analyses of short-term (6 to 18 weeks) placebo-controlled trials of STRATTERA in children and adolescents (a
total of 12 trials involving over 2200 patients, including 11 trials in ADHD and 1 trial in enuresis) have revealed a greater risk
of suicidal ideation early during treatment in those receiving STRATTERA compared to placebo. The average risk of suicidal
ideation in patients receiving STRATTERA was 0.4% (5/1357 patients), compared to none in placebo-treated patients (851
patients). No suicides occurred in these trials [see Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE

1.1 Attention-Deficit/Hyperactivity Disorder (ADHD)
STRATTERA is indicated for the treatment of Attention-Deficit/Hyperactivity Disorder (ADHD).
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The efficacy of STRATTERA Capsules was established in seven clinical trials in outpatients with ADHD: four 6 to 9-week

trials in pediatric patients (ages 6 to 18), two 10-week trial in adults, and one maintenance trial in pediatrics (ages 6 to 15) [see
Clinical Studies (14)].

1.2 Diagnostic Considerations

A diagnosis of ADHD (DSM-1V) implies the presence of hyperactive-impulsive or inattentive symptoms that cause
impairment and that were present before age 7 years. The symptoms must be persistent, must be more severe than is typically
observed in individuals at a comparable level of development, must cause clinically significant impairment, e.g., in social, academic,
or occupational functioning, and must be present in 2 or more settings, e.g., school (or work) and at home. The symptoms must not be
better accounted for by another mental disorder.

The specific etiology of ADHD is unknown, and there is no single diagnostic test. Adequate diagnosis requires the use not
only of medical but also of special psychological, educational, and social resources. Learning may or may not be impaired. The
diagnosis must be based upon a complete history and evaluation of the patient and not solely on the presence of the required number
of DSM-1IV characteristics.

For the Inattentive Type, at least 6 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 6 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. For a Combined Type
diagnosis, both inattentive and hyperactive-impulsive criteria must be met.

1.3 Need for Comprehensive Treatment Program

STRATTERA is indicated as an integral part of a total treatment program for ADHD that may include other measures
(psychological, educational, social) for patients with this syndrome. Drug treatment may not be indicated for all patients with this
syndrome. Drug treatment is not intended for use in the patient who exhibits symptoms secondary to environmental factors and/or
other primary psychiatric disorders, including psychosis. Appropriate educational placement is essential in children and adolescents
with this diagnosis and psychosocial intervention is often helpful. When remedial measures alone are insufficient, the decision to
prescribe drug treatment medication will depend upon the physician’s assessment of the chronicity and severity of the patient’s
symptoms.

2 DOSAGE AND ADMINISTRATION

2.1 Acute Treatment

Dosing of children and adolescents up to 70 kg body weight — STRATTERA should be initiated at a total daily dose of
approximately 0.5 mg/kg and increased after a minimum of 3 days to a target total daily dose of approximately 1.2 mg/kg
administered either as a single daily dose in the morning or as evenly divided doses in the morning and late afternoon/early evening.
No additional benefit has been demonstrated for doses higher than 1.2 mg/kg/day [see Clinical Studies (14)].

The total daily dose in children and adolescents should not exceed 1.4 mg/kg or 100 mg, whichever is less.

Dosing of children and adolescents over 70 kg body weight and adults — STRATTERA should be initiated at a total daily
dose of 40 mg and increased after a minimum of 3 days to a target total daily dose of approximately 80 mg administered either as a
single daily dose in the morning or as evenly divided doses in the morning and late afternoon/early evening. After 2 to 4 additional
weeks, the dose may be increased to a maximum of 100 mg in patients who have not achieved an optimal response. There are no data
that support increased effectiveness at higher doses [see Clinical Studies (14)].

The maximum recommended total daily dose in children and adolescents over 70 kg and adults is 100 mg.

2.2 Maintenance/Extended Treatment

It is generally agreed that pharmacological treatment of ADHD may be needed for extended periods. The benefit of
maintaining pediatric patients (ages 6-15 years) with ADHD on STRATTERA after achieving a response in a dose range of 1.2 to 1.8
mg/kg/day was demonstrated in a controlled trial. Patients assigned to STRATTERA in the maintenance phase were generally
continued on the same dose used to achieve a response in the open label phase. The physician who elects to use STRATTERA for
extended periods should periodically reevaluate the long-term usefulness of the drug for the individual patient [see Clinical Studies
(14.1)].

2.3 General Dosing Information

STRATTERA may be taken with or without food.

STRATTERA can be discontinued without being tapered.

STRATTERA capsules are not intended to be opened, they should be taken whole [see Patient Counseling Information
(17.6)].

The safety of single doses over 120 mg and total daily doses above 150 mg have not been systematically evaluated.

24 Dosing in Specific Populations

Dosing adjustment for hepatically impaired patients — For those ADHD patients who have hepatic insufficiency (HI), dosage
adjustment is recommended as follows: For patients with moderate HI (Child-Pugh Class B), initial and target doses should be
reduced to 50% of the normal dose (for patients without HI). For patients with severe HI (Child-Pugh Class C), initial dose and target
doses should be reduced to 25% of normal [see Use In Specific Populations (8.6)].
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Dosing adjustment for use with a strong CYP2D6 inhibitor or in patients who are known to be CYP2D6 PMs — In children
and adolescents up to 70 kg body weight administered strong CYP2D6 inhibitors, e.g., paroxetine, fluoxetine, and quinidine, or in
patients who are known to be CYP2D6 PMs, STRATTERA should be initiated at 0.5 mg/kg/day and only increased to the usual target
dose of 1.2 mg/kg/day if symptoms fail to improve after 4 weeks and the initial dose is well tolerated.

In children and adolescents over 70 kg body weight and adults administered strong CYP2D6 inhibitors, e.g., paroxetine,
fluoxetine, and quinidine, STRATTERA should be initiated at 40 mg/day and only increased to the usual target dose of 80 mg/day if
symptoms fail to improve after 4 weeks and the initial dose is well tolerated.

3 DOSAGE FORMS AND STRENGTHS

Each capsule contains atomoxetine HCI equivalent to 10 mg (Opaque White, Opaque White), 18 mg (Gold, Opaque White),
25 mg (Opaque Blue, Opaque White), 40 mg (Opaque Blue, Opaque Blue), 60 mg (Opaque Blue, Gold), 80 mg (Opaque Brown,
Opaque White), or 100 mg (Opaque Brown, Opaque Brown) of atomoxetine.

4 CONTRAINDICATIONS

4.1 Hypersensitivity
STRATTERA is contraindicated in patients known to be hypersensitive to atomoxetine or other constituents of the product
[see Warnings and Precautions (5.7)].

4.2 Monoamine Oxidase Inhibitors (MAOI)

STRATTERA should not be taken with an MAOI, or within 2 weeks after discontinuing an MAOI. Treatment with an MAOI
should not be initiated within 2 weeks after discontinuing STRATTERA. With other drugs that affect brain monoamine
concentrations, there have been reports of serious, sometimes fatal reactions (including hyperthermia, rigidity, myoclonus, autonomic
instability with possible rapid fluctuations of vital signs, and mental status changes that include extreme agitation progressing to
delirium and coma) when taken in combination with an MAOI. Some cases presented with features resembling neuroleptic malignant
syndrome. Such reactions may occur when these drugs are given concurrently or in close proximity [see Drug Interactions (7.1)].

4.3 Narrow Angle Glaucoma
In clinical trials, STRATTERA use was associated with an increased risk of mydriasis and therefore its use is not
recommended in patients with narrow angle glaucoma.

5 WARNINGS AND PRECAUTIONS

5.1 Suicidal Ideation

STRATTERA increased the risk of suicidal ideation in short-term studies in children and adolescents with
Attention-Deficit/Hyperactivity Disorder (ADHD). Pooled analyses of short-term (6 to 18 weeks) placebo-controlled trials of
STRATTERA in children and adolescents have revealed a greater risk of suicidal ideation early during treatment in those receiving
STRATTERA. There were a total of 12 trials (11 in ADHD and 1 in enuresis) involving over 2200 patients (including 1357 patients
receiving STRATTERA and 851 receiving placebo). The average risk of suicidal ideation in patients receiving STRATTERA was
0.4% (5/1357 patients), compared to none in placebo-treated patients. There was 1 suicide attempt among these approximately 2200
patients, occurring in a patient treated with STRATTERA. No suicides occurred in these trials. All reactions occurred in children 12
years of age or younger. All reactions occurred during the first month of treatment. It is unknown whether the risk of suicidal ideation
in pediatric patients extends to longer-term use. A similar analysis in adult patients treated with STRATTERA for either ADHD or
major depressive disorder (MDD) did not reveal an increased risk of suicidal ideation or behavior in association with the use of
STRATTERA.

All pediatric patients being treated with STRATTERA should be monitored appropriately and observed closely for
clinical worsening, suicidality, and unusual changes in behavior, especially during the initial few months of a course of drug
therapy, or at times of dose changes, either increases or decreases.

The following symptoms have been reported with STRATTERA: anxiety, agitation, panic attacks, insomnia, irritability,
hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania and mania. Although a causal link between the
emergence of such symptoms and the emergence of suicidal impulses has not been established, there is a concern that such symptoms
may represent precursors to emerging suicidality. Thus, patients being treated with STRATTERA should be observed for the
emergence of such symptoms.

Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the medication, in
patients who are experiencing emergent suicidality or symptoms that might be precursors to emerging suicidality, especially if these
symptoms are severe or abrupt in onset, or were not part of the patient’s presenting symptoms.

Families and caregivers of pediatric patients being treated with STRATTERA should be alerted about the need to
monitor patients for the emergence of agitation, irritability, unusual changes in behavior, and the other symptoms described
above, as well as the emergence of suicidality, and to report such symptoms immediately to healthcare providers. Such
monitoring should include daily observation by families and caregivers.

5.2 Severe Liver Injury

Postmarketing reports indicate that STRATTERA can cause severe liver injury in rare cases. Although no evidence of liver
injury was detected in clinical trials of about 6000 patients, there have been rare cases of clinically significant liver injury that were
considered probably or possibly related to STRATTERA use in postmarketing experience. Because of probable underreporting, it is
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impossible to provide an accurate estimate of the true incidence of these reactions. In one patient, liver injury, manifested by elevated
hepatic enzymes [up to 40 X upper limit of normal (ULN)] and jaundice (bilirubin up to 12 X ULN), recurred upon rechallenge, and
was followed by recovery upon drug discontinuation, providing evidence that STRATTERA likely caused the liver injury. Such
reactions may occur several months after therapy is started, but laboratory abnormalities may continue to worsen for several weeks
after drug is stopped. The patient described above recovered from his liver injury, and did not require a liver transplant. However,
severe liver injury due to any drug may potentially progress to acute liver failure resulting in death or the need for a liver transplant.

STRATTERA should be discontinued in patients with jaundice or laboratory evidence of liver injury, and should not
be restarted. Laboratory testing to determine liver enzyme levels should be done upon the first symptom or sign of liver dysfunction
(e.g., pruritus, dark urine, jaundice, right upper quadrant tenderness, or unexplained “flu like” symptoms) [see Warnings and
Precautions (5.12); Patient Counseling Information (17.3)].

5.3 Serious Cardiovascular Events

Sudden Death and Pre-existing Structural Cardiac Abnormalities or Other Serious Heart Problems

Children and Adolescents — Sudden death has been reported in association with atomoxetine treatment at usual doses in
children and adolescents with structural cardiac abnormalities or other serious heart problems. Although some serious heart problems
alone carry an increased risk of sudden death, atomoxetine generally should not be used in children or adolescents with known serious
structural cardiac abnormalities, cardiomyopathy, serious heart rhythm abnormalities, or other serious cardiac problems that may place
them at increased vulnerability to the noradrenergic effects of atomoxetine.

Adults — Sudden deaths, stroke, and myocardial infarction have been reported in adults taking atomoxetine at usual doses for
ADHD. Although the role of atomoxetine in these adult cases is also unknown, adults have a greater likelihood than children of
having serious structural cardiac abnormalities, cardiomyopathy, serious heart rhythm abnormalities, coronary artery disease, or other
serious cardiac problems. Consideration should be given to not treating adults with clinically significant cardiac abnormalities.

Assessing Cardiovascular Status in Patients being Treated with Atomoxetine

Children, adolescents, or adults who are being considered for treatment with atomoxetine should have a careful history
(including assessment for a family history of sudden death or ventricular arrhythmia) and physical exam to assess for the presence of
cardiac disease, and should receive further cardiac evaluation if findings suggest such disease (e.g., electrocardiogram and
echocardiogram). Patients who develop symptoms such as exertional chest pain, unexplained syncope, or other symptoms suggestive
of cardiac disease during atomoxetine treatment should undergo a prompt cardiac evaluation.

54 Effects on Blood Pressure and Heart Rate

STRATTERA should be used with caution in patients with hypertension, tachycardia, or cardiovascular or cerebrovascular
disease because it can increase blood pressure and heart rate. Pulse and blood pressure should be measured at baseline, following
STRATTERA dose increases, and periodically while on therapy.

In pediatric placebo-controlled trials, STRATTERA-treated subjects experienced a mean increase in heart rate of about
6 beats/minute compared with placebo subjects. At the final study visit before drug discontinuation, 2.5% (36/1434) of
STRATTERA-treated subjects had heart rate increases of at least 25 beats/minute and a heart rate of at least 110 beats/minute,
compared with 0.2% (2/850) of placebo subjects. There were 1.1% (15/1417) pediatric STRATTERA-treated subjects with a heart rate
increase of at least 25 beats/minute and a heart rate of at least 110 beats/minute on more than one occasion. Tachycardia was identified
as an adverse event for 0.3% (5/1597) of these pediatric subjects compared with 0% (0/934) of placebo subjects. The mean heart rate
increase in extensive metabolizer (EM) patients was 5.0 beats/minute, and in poor metabolizer (PM) patients 9.4 beats/minute.

STRATTERA-treated pediatric subjects experienced mean increases of about 1.6 and 2.4 mm Hg in systolic and diastolic
blood pressures, respectively compared with placebo. At the final study visit before drug discontinuation, 4.8% (59/1226) of
STRATTERA-treated pediatric subjects had high systolic blood pressure measurements compared with 3.5% (26/748) of placebo
subjects. High systolic blood pressures were measured on 2 or more occasions in 4.4% (54/1226) of STRATTERA-treated subjects
and 1.9% (14/748) of placebo subjects. At the final study visit before drug discontinuation, 4.0% (50/1262) of STRATTERA-treated
pediatric subjects had high diastolic blood pressure measurements compared with 1.1% (8/759) of placebo subjects. High diastolic
blood pressures were measured on 2 or more occasions in 3.5% (44/1262) of STRATTERA-treated subjects and 0.5% (4/759) of
placebo subjects. (High systolic and diastolic blood pressure measurements were defined as those exceeding the 95™ percentile,
stratified by age, gender, and height percentile - National High Blood Pressure Education Working Group on Hypertension Control in
Children and Adolescents.)

In adult placebo-controlled trials, STRATTERA-treated subjects experienced a mean increase in heart rate of 5 beats/minute
compared with placebo subjects. Tachycardia was identified as an adverse event for 1.5% (8/540) of these adult atomoxetine subjects
compared with 0.5% (2/402) of placebo subjects.

STRATTERA-treated adult subjects experienced mean increases in systolic (about 2.0 mm Hg) and diastolic (about
1.0 mm Hg) blood pressures compared with placebo. At the final study visit before drug discontinuation, 2.2% (11/510) of
STRATTERA-treated adult subjects had systolic blood pressure measurements >150 mm Hg compared with 1.0% (4/393) of placebo
subjects. At the final study visit before drug discontinuation, 0.4% (2/510) of STRATTERA-treated adult subjects had diastolic blood
pressure measurements >100 mm Hg compared with 0.5% (2/393) of placebo subjects. No adult subject had a high systolic or
diastolic blood pressure detected on more than one occasion.

Orthostatic hypotension and syncope have been reported in patients taking STRATTERA. In child and adolescent trials, 0.2%
(12/5596) of STRATTERA-treated patients experienced orthostatic hypotension and 0.8% (46/5596) experienced syncope. In short-
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term child and adolescent controlled trials, 1.8% (6/340) of STRATTERA-treated patients experienced orthostatic hypotension
compared with 0.5% (1/207) of placebo-treated patients. Syncope was not reported during short-term child and adolescent placebo-
controlled ADHD trials. STRATTERA should be used with caution in any condition that may predispose patients to hypotension, or
conditions associated with abrupt heart rate or blood pressure changes.

Peripheral vascular effects — There have been spontaneous postmarketing reports of Raynaud’s phenomenon (new onset and
exacerbation of preexisting condition).

5.5 Emergence of New Psychotic or Manic Symptoms

Treatment emergent psychotic or manic symptoms, e.g., hallucinations, delusional thinking, or mania in children and
adolescents without a prior history of psychotic illness or mania can be caused by atomoxetine at usual doses. If such symptoms occur,
consideration should be given to a possible causal role of atomoxetine, and discontinuation of treatment should be considered. In a
pooled analysis of multiple short-term, placebo-controlled studies, such symptoms occurred in about 0.2% (4 patients with reactions
out of 1939 exposed to atomoxetine for several weeks at usual doses) of atomoxetine-treated patients compared to 0 out of 1056
placebo-treated patients.

5.6 Screening Patients for Bipolar Disorder

In general, particular care should be taken in treating ADHD in patients with comorbid bipolar disorder because of concern for
possible induction of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms described above
represent such a conversion is unknown. However, prior to initiating treatment with STRATTERA, patients with comorbid depressive
symptoms should be adequately screened to determine if they are at risk for bipolar disorder; such screening should include a detailed
psychiatric history, including a family history of suicide, bipolar disorder, and depression.

5.7 Aggressive Behavior or Hostility

Patients beginning treatment for ADHD should be monitored for the appearance or worsening of aggressive behavior or
hostility. Aggressive behavior or hostility is often observed in children and adolescents with ADHD. In short-term controlled clinical
trials, 21/1308 (1.6%) of atomoxetine patients versus 9/806 (1.1%) of placebo-treated patients spontaneously reported treatment
emergent hostility-related adverse events. Although this is not conclusive evidence that STRATTERA causes aggressive behavior or
hostility, these behaviors were more frequently observed in clinical trials among children and adolescents treated with STRATTERA
compared to placebo (overall risk ratio of 1.33 [95% C.I. 0.67-2.64 - not statistically significant]).

5.8 Allergic Events
Although uncommon, allergic reactions, including angioneurotic edema, urticaria, and rash, have been reported in patients
taking STRATTERA.

5.9 Effects on Urine Outflow from the Bladder

In adult ADHD controlled trials, the rates of urinary retention (1.7%, 9/540) and urinary hesitation (5.6%, 30/540) were
increased among atomoxetine subjects compared with placebo subjects (0%, 0/402 ; 0.5%, 2/402, respectively). Two adult
atomoxetine subjects and no placebo subjects discontinued from controlled clinical trials because of urinary retention. A complaint of
urinary retention or urinary hesitancy should be considered potentially related to atomoxetine.

5.10 Priapism

Rare postmarketing cases of priapism, defined as painful and nonpainful penile erection lasting more than 4 hours, have been
reported for pediatric and adult patients treated with STRATTERA. The erections resolved in cases in which follow-up information
was available, some following discontinuation of STRATTERA. Prompt medical attention is required in the event of suspected
priapism.
5.11  Effects on Growth

Data on the long-term effects of STRATTERA on growth come from open-label studies, and weight and height changes are
compared to normative population data. In general, the weight and height gain of pediatric patients treated with STRATTERA lags
behind that predicted by normative population data for about the first 9-12 months of treatment. Subsequently, weight gain rebounds
and at about 3 years of treatment, patients treated with STRATTERA have gained 17.9 kg on average, 0.5 kg more than predicted by
their baseline data. After about 12 months, gain in height stabilizes, and at 3 years, patients treated with STRATTERA have gained
19.4 cm on average, 0.4 cm less than predicted by their baseline data (see Figure 1 below).
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Figure 1: Mean Weight and Height Percentiles Over Time for Patients With Three Years of STRATTERA Treatment

This growth pattern was generally similar regardless of pubertal status at the time of treatment initiation. Patients who were
pre-pubertal at the start of treatment (girls <8 years old, boys <9 years old) gained an average of 2.1 kg and 1.2 cm less than predicted
after three years. Patients who were pubertal (girls >8 to <13 years old, boys >9 to <14 years old) or late pubertal (girls >13 years old,
boys >14 years old) had average weight and height gains that were close to or exceeded those predicted after three years of treatment.

Growth followed a similar pattern in both extensive and poor metabolizers (EMs, PMs). PMs treated for at least two years
gained an average of 2.4 kg and 1.1 cm less than predicted, while EMs gained an average of 0.2 kg and 0.4 cm less than predicted.

In short-term controlled studies (up to 9 weeks), STRATTERA-treated patients lost an average of 0.4 kg and gained an
average of 0.9 cm, compared to a gain of 1.5 kg and 1.1 cm in the placebo-treated patients. In a fixed-dose controlled trial, 1.3%,
7.1%, 19.3%, and 29.1% of patients lost at least 3.5% of their body weight in the placebo, 0.5, 1.2, and 1.8 mg/kg/day dose groups.

Growth should be monitored during treatment with STRATTERA.

5.12  Laboratory Tests

Routine laboratory tests are not required.

CYP2D6 metabolism — Poor metabolizers (PMs) of CYP2D6 have a 10-fold higher AUC and a 5-fold higher peak
concentration to a given dose of STRATTERA compared with extensive metabolizers (EMs). Approximately 7% of a Caucasian
population are PMs. Laboratory tests are available to identify CYP2D6 PMs. The blood levels in PMs are similar to those attained by
taking strong inhibitors of CYP2D6. The higher blood levels in PMs lead to a higher rate of some adverse effects of STRATTERA
[see Adverse Reactions (6.1)].

5.13 Concomitant Use of Potent CYP2D6 Inhibitors or Use in patients who are known to be CYP2D6 PMs

Atomoxetine is primarily metabolized by the CYP2D6 pathway to 4-hydroxyatomoxetine. Dosage adjustment of
STRATTERA may be necessary when coadministered with potent CYP2D6 inhibitors (e.g., paroxetine, fluoxetine, and quinidine) or
when administered to CYP2D6 PMs. [see Dosage and Administration (2.3) and Drug Interactions (7.2)].

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

STRATTERA was administered to 5382 children or adolescent patients with ADHD and 1007 adults with ADHD in clinical
studies. During the ADHD clinical trials, 1625 children and adolescent patients were treated for longer than 1 year and 2529 children
and adolescent patients were treated for over 6 months.

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a
drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice.

Child and Adolescent Clinical Trials

Reasons for discontinuation of treatment due to adverse reactions in child and adolescent clinical trials — In acute child and
adolescent placebo-controlled trials, 3.0% (48/1613) of atomoxetine subjects and 1.4% (13/945) placebo subjects discontinued for
adverse reactions. For all studies, (including open-label and long-term studies), 6.3% of extensive metabolizer (EM) patients and
11.2% of poor metabolizer (PM) patients discontinued because of an adverse reaction. Among STRATTERA-treated patients,
irritability (0.3%, N=5); somnolence (0.3%, N=5); aggression (0.2%, N=4); nausea (0.2%, N=4); vomiting (0.2%, N=4); abdominal
pain (0.2%, N=4); constipation (0.1%, N=2); fatigue (0.1%, N=2); feeling abnormal (0.1%, N=2); and headache (0.1%, N=2) were the
reasons for discontinuation reported by more than 1 patient.

Seizures — STRATTERA has not been systematically evaluated in pediatric patients with seizure disorder as these patients
were excluded from clinical studies during the product’s premarket testing. In the clinical development program, seizures were
reported in 0.2% (12/5073) of children whose average age was 10 years (range 6 to 16 years). In these clinical trials, the seizure risk
among poor metabolizers was 0.3% (1/293) compared to 0.2% (11/4741) for extensive metabolizers.

Commonly observed adverse reactions in acute child and adolescent, placebo-controlled trials — Commonly observed adverse
reactions associated with the use of STRATTERA (incidence of 2% or greater) and not observed at an equivalent incidence among
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placebo-treated patients (STRATTERA incidence greater than placebo) are listed in Table 1. Results were similar in the BID and the
QD trial except as shown in Table 2, which shows both BID and QD results for selected adverse reactions based on statistically
significant Breslow-Day tests. The most commonly observed adverse reactions in patients treated with STRATTERA (incidence of
5% or greater and at least twice the incidence in placebo patients, for either BID or QD dosing) were: nausea, vomiting, fatigue,
decreased appetite, abdominal pain, and somnolence (see Tables 1 and 2).

Table 1: Common Treatment-Emergent Adverse Reactions Associated with the Use of
STRATTERA in Acute (up to 18 weeks) Child and Adolescent Trials

Adverse Reaction® Percentage of Patients Reporting Reaction
STRATTERA Placebo
(N=1597) (N=934)

Gastrointestinal Disorders

Abdominal pain® 18 10

Vomiting 11 6

Nausea 10 5
General Disorders and Administration Site Conditions

Fatigue 8 3

Irritability 6 3

Therapeutic response unexpected 2 1
Investigations

Weight decreased 3 0
Metabolism and Nutritional Disorders

Decreased appetite 16 4

Anorexia 3 1
Nervous System Disorders

Headache 19 15

Somnolence® 11 4

Dizziness 5 2
Skin and Subcutaneous Tissue Disorders

Rash 2 1

Reactions reported by at least 2% of patients treated with atomoxetine, and greater than placebo. The following reactions did not
meet this criterion but were reported by more atomoxetine-treated patients than placebo-treated patients and are possibly related to
atomoxetine treatment: blood pressure increased, early morning awakening, flushing, mydriasis, sinus tachycardia, asthenia,
palpitations, mood swings, constipation. The following reactions were reported by at least 2% of patients treated with atomoxetine,
and equal to or less than placebo: pharyngolaryngeal pain, insomnia (insomnia includes the terms, insomnia, initial insomnia,
middle insomnia). The following reaction did not meet this criterion but shows a statistically significant dose relationship: pruritus.
Abdominal pain includes the terms: abdominal pain upper, abdominal pain, stomach discomfort, abdominal discomfort, epigastric
discomfort.

Somnolence includes the terms: sedation, somnolence.

Table 2: Common Treatment-Emergent Adverse Reactions Associated with the Use of
STRATTERA in Acute (up to 18 weeks) Child and Adolescent Trials

Adverse Reaction Percentage of Patients Percentage of Patients
Reporting Reaction from Reporting Reaction from
BID Trials QD Trials
STRATTERA Placebo STRATTERA Placebo
(N=715) (N=434) (N=882) (N=500)
Gastrointestinal Disorders
Abdominal pain® 17 13 18 7
Vomiting 8 11 4
Nausea 6 13 4
Constipation”’ 2 1 1 0
General Disorders
Fatigue 6 4 9 2
Psychiatric Disorders
Mood swings® 2 0 1 1

* Abdominal pain includes the terms: abdominal pain upper, abdominal pain, stomach discomfort, abdominal discomfort, epigastric
discomfort.
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® Constipation didn’t meet the statistical significance on Breslow-Day test but is included in the table because of pharmacologic
plausibility.
¢ Mood swings didn’t meet the statistical significance on Breslow-Day test at 0.05 level but p-value was <0.1 (trend).

The following adverse reactions occurred in at least 2% of PM patients and were either twice as frequent or statistically
significantly more frequent in PM patients compared with EM patients: insomnia (15% of PMs, 10% of EMs); weight decreased (7%
of PMs, 4% of EMs); constipation (7% of PMs, 4% of EMs); depression1 (7% of PMs, 4% of EMs); tremor (5% of PMs, 1% of EMs);
excoriation (4% of PMs, 2% of EMs); conjunctivitis 3% of PMs, 1% of EMs); syncope (3% of PMs, 1% of EMs); early morning
awakening (2% of PMs, 1% of EMs); mydriasis (2% of PMs, 1% of EMs).

'Depression includes the following terms: depression, major depression, depressive symptoms, depressed mood, dysphoria.

Adult Clinical Trials

Reasons for discontinuation of treatment due to adverse reactions in acute adult placebo-controlled trials — In the acute adult
placebo-controlled trials, 11.3% (61/541) atomoxetine subjects and 3.0% (12/405) placebo subjects discontinued for adverse reactions.
Among STRATTERA-treated patients, insomnia (0.9%, N=5); nausea (0.9%, N=5); chest pain (0.6%, N=3); fatigue (0.6%, N=3);
anxiety (0.4%, N=2); erectile dysfunction (0.4%, N=2); mood swings (0.4%, N=2); nervousness (0.4%, N=2); palpitations
(0.4%, N=2); and urinary retention (0.4%, N=2) were the reasons for discontinuation reported by more than 1 patient.

Seizures — STRATTERA has not been systematically evaluated in adult patients with a seizure disorder as these patients
were excluded from clinical studies during the product’s premarket testing. In the clinical development program, seizures were
reported on 0.1% (1/748) of adult patients. In these clinical trials, no poor metabolizers (0/43) reported seizures compared to 0.1%
(1/705) for extensive metabolizers.

Commonly observed adverse reactions in acute adult placebo-controlled trials — Commonly observed adverse reactions
associated with the use of STRATTERA (incidence of 2% or greater) and not observed at an equivalent incidence among
placebo-treated patients (STRATTERA incidence greater than placebo) are listed in Table 3. The most commonly observed adverse
reactions in patients treated with STRATTERA (incidence of 5% or greater and at least twice the incidence in placebo patients)
were: constipation, dry mouth, nausea, fatigue, decreased appetite, insomnia, erectile dysfunction, urinary hesitation and/or urinary
retention and/or dysuria, dysmenorrhea, and hot flush (see Table 3).

Table 3: Common Treatment-Emergent Adverse Reactions Associated with the Use of
STRATTERA in Acute (up to 25 weeks) Adult Trials

Adverse Reaction” Percentage of Patients Reporting Reaction
STRATTERA Placebo

System Organ Class/Adverse Reaction (N=540) (N=402)
Cardiac Disorders

Palpitations 3 1
Gastrointestinal Disorders

Dry mouth 21 7

Nausea 21 5

Constipation 9 3

Abdominal pain” 7 5

Dyspepsia 4 3

Vomiting 3 2
General Disorders and Administration Site Conditions

Fatigue 9 4

Chills 3 1

Therapeutic response unexpected 3 1

Feeling jittery 2 0
Investigations

Weight decreased 2 1
Metabolism and Nutritional Disorders

Decreased appetite 11 2
Nervous System Disorders

Dizziness 6 4

Somnolence’ 4 3

Sinus headache 3 1

Tremor 2 0
Psychiatric Disorders

Insomnia’ 15 7
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Libido decreased 4 2

Sleep disorder 3 1
Renal and Urinary Disorders

Urinary hesitation and/or urinary retention 7 1

Dysuria 3 0
Reproductive System and Breast Disorders

Erectile dysfunction® 9 1

Dysmenorrhea’ 6 2

Ejaculation delayed® and/or ejaculation disorder® 3 1

Menstruation irregular’ 2 0
Skin and Subcutaneous Tissue Disorders

Hyperhidrosis 4 1

Rash 2 1
Vascular Disorders

Hot flush 8 1

* Reactions reported by at least 2% of patients treated with atomoxetine, and greater than placebo. The following reactions did not
meet this criterion but were reported by more atomoxetine-treated patients than placebo-treated patients and are possibly related to
atomoxetine treatment: early morning awakening, peripheral coldness, tachycardia, prostatitis, testicular pain, and orgasm
abnormal. The following reactions were reported by at least 2% of patients treated with atomoxetine, and equal to or less than
placebo: headache, pharyngolaryngeal pain, irritability.

Abdominal pain includes the terms: abdominal pain upper, abdominal pain, stomach discomfort, abdominal discomfort, epigastric
discomfort.

Somnolence includes the terms: sedation, somnolence.

Insomnia includes the terms: insomnia, initial insomnia, middle insomnia.

¢ Based on total number of males (STRATTERA, N=326; placebo, N=260).

' Based on total number of females (STRATTERA, N=214; placebo, N=142).

Male and female sexual dysfunction — Atomoxetine appears to impair sexual function in some patients. Changes in sexual
desire, sexual performance, and sexual satisfaction are not well assessed in most clinical trials because they need special attention and
because patients and physicians may be reluctant to discuss them. Accordingly, estimates of the incidence of untoward sexual
experience and performance cited in product labeling are likely to underestimate the actual incidence. Table 3 above displays the
incidence of sexual side effects reported by at least 2% of adult patients taking STRATTERA in placebo-controlled trials.

There are no adequate and well-controlled studies examining sexual dysfunction with STRATTERA treatment. While it is
difficult to know the precise risk of sexual dysfunction associated with the use of STRATTERA, physicians should routinely inquire
about such possible side effects.

6.2 Postmarketing Spontaneous Reports

The following adverse reactions have been identified during post approval use of STRATTERA. Unless otherwise specified,
these adverse reactions have occurred in adults and children and adolescents. Because these reactions are reported voluntarily from a
population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

Cardiovascular system — QT prolongation, syncope.

General disorders and administration site conditions — Lethargy.

Nervous system disorders — Hypoaesthesia; paraesthesia in children and adolescents.

Psychiatric disorders — Sensory disturbances including hallucinations.

Seizures — Seizures have been reported in the postmarketing period. The postmarketing seizure cases include patients with
pre-existing seizure disorders and those with identified risk factors for seizures, as well as patients with neither a history of nor
identified risk factors for seizures. The exact relationship between STRATTERA and seizures is difficult to evaluate due to
uncertainty about the background risk of seizures in ADHD patients.

Urogenital system — Male pelvic pain; urinary hesitation in children and adolescents; urinary retention in children and
adolescents.

7 DRUG INTERACTIONS

7.1 Monoamine Oxidase Inhibitors

With other drugs that affect brain monoamine concentrations, there have been reports of serious, sometimes fatal reactions
(including hyperthermia, rigidity, myoclonus, autonomic instability with possible rapid fluctuations of vital signs, and mental status
changes that include extreme agitation progressing to delirium and coma) when taken in combination with an MAOI. Some cases
presented with features resembling neuroleptic malignant syndrome. Such reactions may occur when these drugs are given
concurrently or in close proximity [see Contraindications (4.2)].
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7.2 Effect of CYP2D6 Inhibitors on Atomoxetine

In extensive metabolizers (EMs), inhibitors of CYP2D6 (e.g., paroxetine, fluoxetine, and quinidine) increase atomoxetine
steady-state plasma concentrations to exposures similar to those observed in poor metabolizers (PMs). In EM individuals treated with
paroxetine or fluoxetine, the AUC of atomoxetine is approximately 6- to 8-fold and Cg may 15 about 3- to 4-fold greater than
atomoxetine alone.

In vitro studies suggest that coadministration of cytochrome P450 inhibitors to PMs will not increase the plasma
concentrations of atomoxetine.

7.3 Pressor Agents
Because of possible effects on blood pressure, STRATTERA should be used cautiously with pressor agents (e.g., dopamine,
dobutamine).

7.4 Albuterol

STRATTERA should be administered with caution to patients being treated with systemically-administered (oral or
intravenous) albuterol (or other beta, agonists) because the action of albuterol on the cardiovascular system can be potentiated
resulting in increases in heart rate and blood pressure. Albuterol (600 mcg iv over 2 hours) induced increases in heart rate and blood
pressure. These effects were potentiated by atomoxetine (60 mg BID for 5 days) and were most marked after the initial
coadministration of albuterol and atomoxetine. However, these effects on heart rate and blood pressure were not seen in another study
after the coadministration with inhaled dose of albuterol (200-800 mcg) and atomoxetine (80 mg QD for 5 days) in 21 healthy Asian
subjects who were excluded for poor metabolizer status.

7.5 Effect of Atomoxetine on P450 Enzymes

Atomoxetine did not cause clinically important inhibition or induction of cytochrome P450 enzymes, including CYP1A2,
CYP3A, CYP2D6, and CYP2C9.

CYP3A Substrate (e.g., Midazolam) — Coadministration of STRATTERA (60 mg BID for 12 days) with midazolam, a model
compound for CYP3A4 metabolized drugs (single dose of 5 mg), resulted in 15% increase in AUC of midazolam. No dose adjustment
is recommended for drugs metabolized by CYP3A.

CYP2D6 Substrate (e.g., Desipramine) — Coadministration of STRATTERA (40 or 60 mg BID for 13 days) with
desipramine, a model compound for CYP2D6 metabolized drugs (single dose of 50 mg), did not alter the pharmacokinetics of
desipramine. No dose adjustment is recommended for drugs metabolized by CYP2D6.

7.6 Alcohol
Consumption of ethanol with STRATTERA did not change the intoxicating effects of ethanol.

7.7 Methylphenidate
Coadministration of methylphenidate with STRATTERA did not increase cardiovascular effects beyond those seen with
methylphenidate alone.

7.8 Drugs Highly Bound to Plasma Protein

In vitro drug-displacement studies were conducted with atomoxetine and other highly-bound drugs at therapeutic
concentrations. Atomoxetine did not affect the binding of warfarin, acetylsalicylic acid, phenytoin, or diazepam to human albumin.
Similarly, these compounds did not affect the binding of atomoxetine to human albumin.

7.9 Drugs that Affect Gastric pH
Drugs that elevate gastric pH (magnesium hydroxide/aluminum hydroxide, omeprazole) had no effect on STRATTERA
bioavailability.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C — Pregnant rabbits were treated with up to 100 mg/kg/day of atomoxetine by gavage throughout the
period of organogenesis. At this dose, in 1 of 3 studies, a decrease in live fetuses and an increase in early resorptions was observed.
Slight increases in the incidences of atypical origin of carotid artery and absent subclavian artery were observed. These findings were
observed at doses that caused slight maternal toxicity. The no-effect dose for these findings was 30 mg/kg/day. The 100 mg/kg dose is
approximately 23 times the maximum human dose on a mg/m? basis; plasma levels (AUC) of atomoxetine at this dose in rabbits are
estimated to be 3.3 times (extensive metabolizers) or 0.4 times (poor metabolizers) those in humans receiving the maximum human
dose.

Rats were treated with up to approximately 50 mg/kg/day of atomoxetine (approximately 6 times the maximum human dose
on a mg/m” basis) in the diet from 2 weeks (females) or 10 weeks (males) prior to mating through the periods of organogenesis and
lactation. In 1 of 2 studies, decreases in pup weight and pup survival were observed. The decreased pup survival was also seen at
25 mg/kg (but not at 13 mg/kg). In a study in which rats were treated with atomoxetine in the diet from 2 weeks (females) or 10 weeks
(males) prior to mating throughout the period of organogenesis, a decrease in fetal weight (female only) and an increase in the
incidence of incomplete ossification of the vertebral arch in fetuses were observed at 40 mg/kg/day (approximately 5 times the
maximum human dose on a mg/m” basis) but not at 20 mg/kg/day.

No adverse fetal effects were seen when pregnant rats were treated with up to 150 mg/kg/day (approximately 17 times the
maximum human dose on a mg/m” basis) by gavage throughout the period of organogenesis.
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No adequate and well-controlled studies have been conducted in pregnant women. STRATTERA should not be used during
pregnancy unless the potential benefit justifies the potential risk to the fetus.

8.2 Labor and Delivery
Parturition in rats was not affected by atomoxetine. The effect of STRATTERA on labor and delivery in humans is unknown.

8.3 Nursing Mothers
Atomoxetine and/or its metabolites were excreted in the milk of rats. It is not known if atomoxetine is excreted in human milk.
Caution should be exercised if STRATTERA is administered to a nursing woman.

8.4 Pediatric Use

Anyone considering the use of STRATTERA in a child or adolescent must balance the potential risks with the clinical need
[see Boxed Warning and Warnings and Precautions (5.1)].

The pharmacokinetics of atomoxetine in children and adolescents are similar to those in adults. The safety, efficacy, and
pharmacokinetics of STRATTERA in pediatric patients less than 6 years of age have not been evaluated.

A study was conducted in young rats to evaluate the effects of atomoxetine on growth and neurobehavioral and sexual
development. Rats were treated with 1, 10, or 50 mg/kg/day (approximately 0.2, 2, and 8 times, respectively, the maximum human
dose on a mg/m” basis) of atomoxetine given by gavage from the early postnatal period (Day 10 of age) through adulthood. Slight
delays in onset of vaginal patency (all doses) and preputial separation (10 and 50 mg/kg), slight decreases in epididymal weight and
sperm number (10 and 50 mg/kg), and a slight decrease in corpora lutea (50 mg/kg) were seen, but there were no effects on fertility or
reproductive performance. A slight delay in onset of incisor eruption was seen at 50 mg/kg. A slight increase in motor activity was
seen on Day 15 (males at 10 and 50 mg/kg and females at 50 mg/kg) and on Day 30 (females at 50 mg/kg) but not on Day 60 of age.
There were no effects on learning and memory tests. The significance of these findings to humans is unknown.

8.5 Geriatric Use
The safety, efficacy and pharmacokinetics of STRATTERA in geriatric patients have not been evaluated.

8.6 Hepatic Insufficiency

Atomoxetine exposure (AUC) is increased, compared with normal subjects, in EM subjects with moderate (Child-Pugh
Class B) (2-fold increase) and severe (Child-Pugh Class C) (4-fold increase) hepatic insufficiency. Dosage adjustment is
recommended for patients with moderate or severe hepatic insufficiency [see Dosage and Administration (2.3)].

8.7 Renal Insufficiency

EM subjects with end stage renal disease had higher systemic exposure to atomoxetine than healthy subjects (about a
65% increase), but there was no difference when exposure was corrected for mg/kg dose. STRATTERA can therefore be administered
to ADHD patients with end stage renal disease or lesser degrees of renal insufficiency using the normal dosing regimen.

8.8 Gender
Gender did not influence atomoxetine disposition.

8.9 Ethnic Origin
Ethnic origin did not influence atomoxetine disposition (except that PMs are more common in Caucasians).

8.10  Patients with Concomitant Illness

Tics in patients with ADHD and comorbid Tourette’s Disorder — Atomoxetine administered in a flexible dose range of 0.5 to
1.5 mg/kg/day (mean dose of 1.3 mg/kg/day) and placebo were compared in 148 randomized pediatric (age 7-17 years) subjects with a
DSM-1V diagnosis of ADHD and comorbid tic disorder in an 18 week, double-blind, placebo-controlled study in which the majority
(80%) enrolled in this trial with Tourette’s Disorder (Tourette’s Disorder: 116 subjects; chronic motor tic disorder: 29 subjects). A
non-inferiority analysis revealed that STRATTERA did not worsen tics in these patients as determined by the Yale Global Tic
Severity Scale Total Score (YGTSS). Out of 148 patients who entered the acute treatment phase, 103 (69.6%) patients discontinued
the study. The primary reason for discontinuation in both the atomoxetine (38 of 76 patients, 50.0%) and placebo (45 of 72 patients,
62.5%) treatment groups was identified as lack of efficacy with most of the patients discontinuing at Week 12. This was the first visit
where patients with a CGI-S>4 could also meet the criteria for “clinical non-responder” (CGI-S remained the same or increased from
study baseline) and be eligible to enter an open-label extension study with atomoxetine.

Anxiety in patients with ADHD and comorbid Anxiety Disorders — In two post-marketing, double-blind, placebo-controlled
trials, it has been demonstrated that treating patients with ADHD and comorbid anxiety disorders with STRATTERA does not worsen
their anxiety.

In a 12-week double-blind, placebo-controlled trial, 176 patients, aged 8-17, who met DSM-1V criteria for ADHD and at least
one of the anxiety disorders of separation anxiety disorder, generalized anxiety disorder or social phobia were randomized. Following
a 2-week double-blind placebo lead-in, STRATTERA was initiated at 0.8 mg/kg/day with increase to a target dose of 1.2 mg/kg/day
(median dose 1.30 mg/kg/day +/- 0.29 mg/kg/day). STRATTERA did not worsen anxiety in these patients as determined by the
Pediatric Anxiety Rating Scale (PARS). Of the 158 patients who completed the double-blind placebo lead-in, 26 (16%) patients
discontinued the study.

In a separate 16-week, double-blind, placebo-controlled trial, 442 patients aged 18-65, who met DSM-IV criteria for adult
ADHD and social anxiety disorder (23% of whom also had Generalized Anxiety Disorder) were randomized. Following a 2-week
double-blind placebo lead-in, STRATTERA was initiated at 40 mg/day to a maximum dose of 100 mg/day (mean daily dose 83
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mg/day +/- 19.5 mg/day). STRATTERA did not worsen anxiety in these patients as determined by the Liebowitz Social Anxiety Scale
(LSAS). Of the 436 patients who completed the double-blind placebo lead-in, 172 (39.4%) patients discontinued the study.

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
STRATTERA is not a controlled substance.

9.2 Abuse
In a randomized, double-blind, placebo-controlled, abuse-potential study in adults comparing effects of STRATTERA and
placebo, STRATTERA was not associated with a pattern of response that suggested stimulant or euphoriant properties.

9.3 Dependence

Clinical study data in over 2000 children, adolescents, and adults with ADHD and over 1200 adults with depression showed
only isolated incidents of drug diversion or inappropriate self-administration associated with STRATTERA. There was no evidence of
symptom rebound or adverse reactions suggesting a drug-discontinuation or withdrawal syndrome.

Animal Experience — Drug discrimination studies in rats and monkeys showed inconsistent stimulus generalization between
atomoxetine and cocaine.

10 OVERDOSAGE

10.1 Human Experience

No fatal overdoses occurred in clinical trials. There is limited clinical trial experience with STRATTERA overdose. During
postmarketing, there have been fatalities reported involving a mixed ingestion overdose of STRATTERA and at least one other drug.
There have been no reports of death involving overdose of STRATTERA alone, including intentional overdoses at amounts up to
1400 mg. In some cases of overdose involving STRATTERA, seizures have been reported. The most commonly reported symptoms
accompanying acute and chronic overdoses of STRATTERA were somnolence, agitation, hyperactivity, abnormal behavior, and
gastrointestinal symptoms. Signs and symptoms consistent with mild to moderate sympathetic nervous system activation
(e.g., mydriasis, tachycardia, dry mouth) have also been observed. Less commonly, there have been reports of QT prolongation and
mental changes, including disorientation and hallucinations.

10.2 Management of Overdose

An airway should be established. Monitoring of cardiac and vital signs is recommended, along with appropriate symptomatic
and supportive measures. Gastric lavage may be indicated if performed soon after ingestion. Activated charcoal may be useful in
limiting absorption. Because atomoxetine is highly protein-bound, dialysis is not likely to be useful in the treatment of overdose.

11 DESCRIPTION

STRATTERA® (atomoxetine HCI) is a selective norepinephrine reuptake inhibitor. Atomoxetine HCl is the R(-) isomer as
determined by x-ray diffraction. The chemical designation is (-)-N-Methyl-3-phenyl-3-(0-tolyloxy)-propylamine hydrochloride. The
molecular formula is C;7H,;NO+*HCI, which corresponds to a molecular weight of 291.82. The chemical structure is:

H,C
°
: \~CHs
H
* HCI

Atomoxetine HCI is a white to practically white solid, which has a solubility of 27.8 mg/mL in water.

STRATTERA capsules are intended for oral administration only.

Each capsule contains atomoxetine HCI equivalent to 10, 18, 25, 40, 60, 80, or 100 mg of atomoxetine. The capsules also
contain pregelatinized starch and dimethicone. The capsule shells contain gelatin, sodium lauryl sulfate, and other inactive ingredients.
The capsule shells also contain one or more of the following:

FD&C Blue No. 2, synthetic yellow iron oxide, titanium dioxide, red iron oxide. The capsules are imprinted with edible black
ink.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The precise mechanism by which atomoxetine produces its therapeutic effects in Attention-Deficit/Hyperactivity
Disorder (ADHD) is unknown, but is thought to be related to selective inhibition of the pre-synaptic norepinephrine transporter, as
determined in ex vivo uptake and neurotransmitter depletion studies.
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12.2 Pharmacodynamics

An exposure-response analysis encompassing doses of atomoxetine (0.5, 1.2 or 1.8 mg/kg/day) or placebo demonstrated
atomoxetine exposure correlates with efficacy as measured by the Attention-Deficit/Hyperactivity Disorder Rating Scale-IV-Parent
Version: Investigator administered and scored. The exposure-efficacy relationship was similar to that observed between dose and
efficacy with median exposures at the two highest doses resulting in near maximal changes from baseline [see Clinical Studies
(14.2)].

12.3  Pharmacokinetics

Atomoxetine is well-absorbed after oral administration and is minimally affected by food. It is eliminated primarily by
oxidative metabolism through the cytochrome P450 2D6 (CYP2D6) enzymatic pathway and subsequent glucuronidation. Atomoxetine
has a half-life of about 5 hours. A fraction of the population (about 7% of Caucasians and 2% of African Americans) are poor
metabolizers (PMs) of CYP2D6 metabolized drugs. These individuals have reduced activity in this pathway resulting in 10-fold higher
AUCs, 5-fold higher peak plasma concentrations, and slower elimination (plasma half-life of about 24 hours) of atomoxetine
compared with people with normal activity [extensive metabolizers (EMs)]. Drugs that inhibit CYP2D6, such as fluoxetine,
paroxetine, and quinidine, cause similar increases in exposure.

The pharmacokinetics of atomoxetine have been evaluated in more than 400 children and adolescents in selected clinical
trials, primarily using population pharmacokinetic studies. Single-dose and steady-state individual pharmacokinetic data were also
obtained in children, adolescents, and adults. When doses were normalized to a mg/kg basis, similar half-life, C,,.x, and AUC values
were observed in children, adolescents, and adults. Clearance and volume of distribution after adjustment for body weight were also
similar.

Absorption and distribution — Atomoxetine is rapidly absorbed after oral administration, with absolute bioavailability of
about 63% in EMs and 94% in PMs. Maximal plasma concentrations (C,,,,) are reached approximately 1 to 2 hours after dosing.

STRATTERA can be administered with or without food. Administration of STRATTERA with a standard high-fat meal in
adults did not affect the extent of oral absorption of atomoxetine (AUC), but did decrease the rate of absorption, resulting in a
37% lower Cy,y, and delayed Ty, by 3 hours. In clinical trials with children and adolescents, administration of STRATTERA with
food resulted in a 9% lower Cyqy.

The steady-state volume of distribution after intravenous administration is 0.85 L/kg indicating that atomoxetine distributes
primarily into total body water. Volume of distribution is similar across the patient weight range after normalizing for body weight.

At therapeutic concentrations, 98% of atomoxetine in plasma is bound to protein, primarily albumin.

Metabolism and elimination — Atomoxetine is metabolized primarily through the CYP2D6 enzymatic pathway. People with
reduced activity in this pathway (PMs) have higher plasma concentrations of atomoxetine compared with people with normal
activity (EMs). For PMs, AUC of atomoxetine is approximately 10-fold and Cg .y is about 5-fold greater than EMs. Laboratory tests
are available to identify CYP2D6 PMs. Coadministration of STRATTERA with potent inhibitors of CYP2D6, such as fluoxetine,
paroxetine, or quinidine, results in a substantial increase in atomoxetine plasma exposure, and dosing adjustment may be necessary
[see Warnings and Precautions (5.13)]. Atomoxetine did not inhibit or induce the CYP2D6 pathway.

The major oxidative metabolite formed, regardless of CYP2D6 status, is 4-hydroxyatomoxetine, which is glucuronidated.
4-Hydroxyatomoxetine is equipotent to atomoxetine as an inhibitor of the norepinephrine transporter but circulates in plasma at much
lower concentrations (1% of atomoxetine concentration in EMs and 0.1% of atomoxetine concentration in PMs).
4-Hydroxyatomoxetine is primarily formed by CYP2D6, but in PMs, 4-hydroxyatomoxetine is formed at a slower rate by several
other cytochrome P450 enzymes. N-Desmethylatomoxetine is formed by CYP2C19 and other cytochrome P450 enzymes, but has
substantially less pharmacological activity compared with atomoxetine and circulates in plasma at lower concentrations (5% of
atomoxetine concentration in EMs and 45% of atomoxetine concentration in PMs).

Mean apparent plasma clearance of atomoxetine after oral administration in adult EMs is 0.35 L/hr/kg and the mean half-life
is 5.2 hours. Following oral administration of atomoxetine to PMs, mean apparent plasma clearance is 0.03 L/hr/kg and mean half-life
is 21.6 hours. For PMs, AUC of atomoxetine is approximately 10-fold and Cg max is about 5-fold greater than EMs. The elimination
half-life of 4-hydroxyatomoxetine is similar to that of N-desmethylatomoxetine (6 to 8 hours) in EM subjects, while the half-life of
N-desmethylatomoxetine is much longer in PM subjects (34 to 40 hours).

Atomoxetine is excreted primarily as 4-hydroxyatomoxetine-O-glucuronide, mainly in the urine (greater than 80% of the
dose) and to a lesser extent in the feces (less than 17% of the dose). Only a small fraction of the STRATTERA dose is excreted as
unchanged atomoxetine (less than 3% of the dose), indicating extensive biotransformation.

[See Use In Specific Populations (8.4, 8.5, 8.6, 8.7, 8.8, 8.9)].

13 NONCLINICAL TOXICOLOGY

13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis — Atomoxetine HCI was not carcinogenic in rats and mice when given in the diet for 2 years at time-weighted
average doses up to 47 and 458 mg/kg/day, respectively. The highest dose used in rats is approximately 8 and 5 times the maximum
human dose in children and adults, respectively, on a mg/m” basis. Plasma levels (AUC) of atomoxetine at this dose in rats are
estimated to be 1.8 times (extensive metabolizers) or 0.2 times (poor metabolizers) those in humans receiving the maximum human
dose. The highest dose used in mice is approximately 39 and 26 times the maximum human dose in children and adults, respectively,
on a mg/m” basis.
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Mutagenesis — Atomoxetine HCI was negative in a battery of genotoxicity studies that included a reverse point mutation
assay (Ames Test), an in vitro mouse lymphoma assay, a chromosomal aberration test in Chinese hamster ovary cells, an unscheduled
DNA synthesis test in rat hepatocytes, and an in vivo micronucleus test in mice. However, there was a slight increase in the percentage
of Chinese hamster ovary cells with diplochromosomes, suggesting endoreduplication (numerical aberration).

The metabolite N-desmethylatomoxetine HCI was negative in the Ames Test, mouse lymphoma assay, and unscheduled DNA
synthesis test.

Impairment of fertility — Atomoxetine HCI did not impair fertility in rats when given in the diet at doses of up to
57 mg/kg/day, which is approximately 6 times the maximum human dose on a mg/m” basis.

14 CLINICAL STUDIES

141  ADHD studies in Children and Adolescents

Acute Studies — The effectiveness of STRATTERA in the treatment of ADHD was established in 4 randomized,
double-blind, placebo-controlled studies of pediatric patients (ages 6 to 18). Approximately one-third of the patients met DSM-IV
criteria for inattentive subtype and two-thirds met criteria for both inattentive and hyperactive/impulsive subtypes.

Signs and symptoms of ADHD were evaluated by a comparison of mean change from baseline to endpoint for STRATTERA-
and placebo-treated patients using an intent-to-treat analysis of the primary outcome measure, the investigator administered and scored
ADHD Rating Scale-IV-Parent Version (ADHDRS) total score including hyperactive/impulsive and inattentive subscales. Each item
on the ADHDRS maps directly to one symptom criterion for ADHD in the DSM-IV.

In Study 1, an 8-week randomized, double-blind, placebo-controlled, dose-response, acute treatment study of children and
adolescents aged 8 to 18 (N=297), patients received either a fixed dose of STRATTERA (0.5, 1.2, or 1.8 mg/kg/day) or placebo.
STRATTERA was administered as a divided dose in the early morning and late afternoon/early evening. At the 2 higher doses,
improvements in ADHD symptoms were statistically significantly superior in STRATTERA-treated patients compared with
placebo-treated patients as measured on the ADHDRS scale. The 1.8 mg/kg/day STRATTERA dose did not provide any additional
benefit over that observed with the 1.2 mg/kg/day dose. The 0.5 mg/kg/day STRATTERA dose was not superior to placebo.

In Study 2, a 6-week randomized, double-blind, placebo-controlled, acute treatment study of children and adolescents
aged 6 to 16 (N=171), patients received either STRATTERA or placebo. STRATTERA was administered as a single dose in the early
morning and titrated on a weight-adjusted basis according to clinical response, up to a maximum dose of 1.5 mg/kg/day. The mean
final dose of STRATTERA was approximately 1.3 mg/kg/day. ADHD symptoms were statistically significantly improved on
STRATTERA compared with placebo, as measured on the ADHDRS scale. This study shows that STRATTERA is effective when
administered once daily in the morning.

In 2 identical, 9-week, acute, randomized, double-blind, placebo-controlled studies of children aged 7 to 13 (Study 3, N=147;
Study 4, N=144), STRATTERA and methylphenidate were compared with placebo. STRATTERA was administered as a divided dose
in the early morning and late afternoon (after school) and titrated on a weight-adjusted basis according to clinical response. The
maximum recommended STRATTERA dose was 2.0 mg/kg/day. The mean final dose of STRATTERA for both studies was
approximately 1.6 mg/kg/day. In both studies, ADHD symptoms statistically significantly improved more on STRATTERA than on
placebo, as measured on the ADHDRS scale.

Examination of population subsets based on gender and age (<12 and 12 to 17) did not reveal any differential responsiveness
on the basis of these subgroupings. There was not sufficient exposure of ethnic groups other than Caucasian to allow exploration of
differences in these subgroups.

Maintenance Study — The effectiveness of STRATTERA in the maintenance treatment of ADHD was established in an
outpatient study of children and adolescents (ages 6-15 years). Patients meeting DSM-IV criteria for ADHD who showed continuous
response for about 4 weeks during an initial 10 week open-label treatment phase with STRATTERA (1.2 to 1.8 mg/kg/day) were
randomized to continuation of their current dose of STRATTERA (N=292) or to placebo (N=124) under double-blind treatment for
observation of relapse. Response during the open-label phase was defined as CGI-ADHD-S score <2 and a reduction of at least 25%
from baseline in ADHDRS-IV-Parent:Inv total score. Patients who were assigned to STRATTERA and showed continuous response
for approximately 8 months during the first double-blind treatment phase were again randomized to continuation of their current dose
of STRATTERA (N=81) or to placebo (N=82) under double-blind treatment for observation of relapse. Relapse during the double-
blind phase was defined as CGI-ADHD-S score increases of at least 2 from the end of open-label phase and ADHDRS-IV-Parent:Inv
total score returns to 290% of study entry score for 2 consecutive visits. In both double-blind phases, patients receiving continued
STRATTERA treatment experienced significantly longer times to relapse than those receiving placebo.

14.2  ADHD studies in Adults

The effectiveness of STRATTERA in the treatment of ADHD was established in 2 randomized, double-blind,
placebo-controlled clinical studies of adult patients, age 18 and older, who met DSM-IV criteria for ADHD.

Signs and symptoms of ADHD were evaluated using the investigator-administered Conners Adult ADHD Rating Scale
Screening Version (CAARS), a 30-item scale. The primary effectiveness measure was the 18-item Total ADHD Symptom score (the
sum of the inattentive and hyperactivity/impulsivity subscales from the CAARS) evaluated by a comparison of mean change from
baseline to endpoint using an intent-to-treat analysis.

In 2 identical, 10-week, randomized, double-blind, placebo-controlled acute treatment studies (Study 5, N=280; Study 6,
N=256), patients received either STRATTERA or placebo. STRATTERA was administered as a divided dose in the early morning
and late afternoon/early evening and titrated according to clinical response in a range of 60 to 120 mg/day. The mean final dose of
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STRATTERA for both studies was approximately 95 mg/day. In both studies, ADHD symptoms were statistically significantly
improved on STRATTERA, as measured on the ADHD Symptom score from the CAARS scale.

Examination of population subsets based on gender and age (<42 and >42) did not reveal any differential responsiveness on
the basis of these subgroupings. There was not sufficient exposure of ethnic groups other than Caucasian to allow exploration of
differences in these subgroups.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

STRATTERA®

Capsules 10 mg* 18 mg* 25 mg* 40 mg* 60 mg* 80 mg* 100 mg*

Color Opaque Gold, Opaque Opaque Opaque Opaque Opaque
White, Opaque Blue, Blue, Blue, Brown, Brown,
Opaque White Opaque Opaque Gold Opaque Opaque
White White Blue White Brown

Identification LILLY 3227 | LILLY 3238 | LILLY 3228 | LILLY 3229 | LILLY 3239 | LILLY 3250 | LILLY 3251
10 mg 18 mg 25 mg 40 mg 60 mg 80 mg 100 mg

NDC Codes:

Bottles of 30 0002-3227- 0002-3238- 0002-3228- 0002-3229- 0002-3239- 0002-3250- 0002-3251-
30 30 30 30 30 30 30

* Atomoxetine base equivalent.

16.2  Storage and Handling
Store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
See FDA-approved Medication Guide.

17.1  General Information

Physicians should instruct their patients to read the Medication Guide before starting therapy with STRATTERA and to reread
it each time the prescription is renewed.

Prescribers or other health professionals should inform patients, their families, and their caregivers about the benefits and risks
associated with treatment with STRATTERA and should counsel them in its appropriate use. The prescriber or health professional
should instruct patients, their families, and their caregivers to read the Medication Guide and should assist them in understanding its
contents. Patients should be given the opportunity to discuss the contents of the Medication Guide and to obtain answers to any
questions they may have.

Patients should be advised of the following issues and asked to alert their prescriber if these occur while taking STRATTERA.

17.2  Suicide Risk

Patients, their families, and their caregivers should be encouraged to be alert to the emergence of anxiety, agitation, panic
attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, mania, other
unusual changes in behavior, depression, and suicidal ideation, especially early during STRATTERA treatment and when the dose is
adjusted. Families and caregivers of patients should be advised to observe for the emergence of such symptoms on a day-to-day basis,
since changes may be abrupt. Such symptoms should be reported to the patient’s prescriber or health professional, especially if they
are severe, abrupt in onset, or were not part of the patient’s presenting symptoms. Symptoms such as these may be associated with an
increased risk for suicidal thinking and behavior and indicate a need for very close monitoring and possibly changes in the medication.

17.3  Severe Liver Injury

Patients initiating STRATTERA should be cautioned that severe liver injury may develop rarely. Patients should be instructed
to contact their physician immediately should they develop pruritus, dark urine, jaundice, right upper quadrant tenderness, or
unexplained “flu-like” symptoms.
17.4  Aggression or Hostility

Patients should be instructed to call their doctor as soon as possible should they notice an increase in aggression or hostility.

17.5  Priapism

Rare postmarketing cases of priapism, defined as painful and nonpainful penile erection lasting more than 4 hours, have been
reported for pediatric and adult patients treated with STRATTERA. The parents or guardians of pediatric patients taking
STRATTERA and adult patients taking STRATTERA should be instructed that priapism requires prompt medical attention.

17.6  Ocular Irritant

STRATTERA is an ocular irritant. STRATTERA capsules are not intended to be opened. In the event of capsule content
coming in contact with the eye, the affected eye should be flushed immediately with water, and medical advice obtained. Hands and
any potentially contaminated surfaces should be washed as soon as possible.

17.7  Drug-Drug Interaction
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Patients should be instructed to consult a physician if they are taking or plan to take any prescription or over-the-counter
medicines, dietary supplements, or herbal remedies.

17.8  Pregnancy
Patients should be instructed to consult a physician if they are nursing, pregnant, or thinking of becoming pregnant while
taking STRATTERA.

17.9 Food
Patients may take STRATTERA with or without food.

17.10 Missed Dose
If patients miss a dose, they should be instructed to take it as soon as possible, but should not take more than the prescribed
total daily amount of STRATTERA in any 24-hour period.

17.11 Interference with Psychomotor Performance
Patients should be instructed to use caution when driving a car or operating hazardous machinery until they are reasonably
certain that their performance is not affected by atomoxetine.

Literature revised September 24, 2008

Eli Lilly and Company
Indianapolis, IN 46285, USA
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SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

STRATTERA 5 mg, 10 mg, 18 mg, 25 mg, 40 mg, 60 mg, 80 mg or 100 mg hard capsules.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

The active substance is atomoxetine hydrochloride. Each STRATTERA 5 mg, 10 mg, 18 mg,
25 mg, 40 mg, 60 mg, 80 or 100 mg capsule contains atomoxetine hydrochloride equivalent
to 5 mg, 10 mg, 18 mg, 25 mg, 40 mg, 60 mg, 80 mg or 100 mg of atomoxetine.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Capsule, hard

STRATTERA 5 mg capsules are gold, imprinted with “Lilly 3226 on the cap and “5 mg” on
the body in black ink.

STRATTERA 10 mg capsules are opaque white, imprinted with “Lilly 3227 on the cap and
“10 mg” on the body in black ink.

STRATTERA 18 mg capsules are gold (cap) and opaque white (body), imprinted with “Lilly
3238” on the cap and “18 mg” on the body in black ink.

STRATTERA 25 mg capsules are opaque blue (cap) and opaque white (body), imprinted with
“Lilly 3228 on the cap and “25 mg” on the body in black ink.

STRATTERA 40 mg capsules are opaque blue, imprinted with “Lilly 3229 on the cap and
“40 mg” on the body in black ink.

STRATTERA 60 mg capsules are opaque blue (cap) and gold (body), imprinted with “Lilly
3239” on the cap and “60 mg” on the body in black ink.

STRATTERA 80 mg capsules are opaque brown (cap) and opaque white (body), imprinted
with “Lilly 3250” and “80 mg” in black ink.

STRATTERA 100 mg capsules are opaque brown, imprinted with “Lilly 3251 and “100 mg”
in black ink.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

Strattera is indicated for the treatment of Attention-Deficit/Hyperactivity Disorder (ADHD) in
children of 6 years and older and in adolescents as part of a comprehensive treatment
programme. Treatment must be initiated by a specialist in the treatment of ADHD. Diagnosis

should be made according to DSM-IV criteria or the guidelines in ICD-10.

Additional information for the safe use of this product:

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

Pharmacological treatment is not indicated in all children with this syndrome and the decision
to use the drug must be based on a very thorough assessment of the severity of the child’s
symptoms in relation to the child’s age and the persistence of symptoms.



4.2 Posology and method of administration

For oral use. Strattera can be administered as a single daily dose in the morning, with or
without food. Patients who do not achieve a satisfactory clinical response (tolerability or
efficacy) when taking Strattera as a single daily dose might benefit from taking it as twice
daily evenly divided doses in the morning and late afternoon or early evening.

Dosing of children/adolescents up to 70 kg Body Weight:

Strattera should be initiated at a total daily dose of approximately 0.5mg/kg. The initial dose
should be maintained for a minimum of 7 days prior to upward dose titration according to
clinical response and tolerability. The recommended maintenance dose is approximately
1.2mg/kg/day (depending on the patient’s weight and available dosage strengths of
atomoxetine). No additional benefit has been demonstrated for doses higher than
1.2mg/kg/day. The safety of single doses over 1.8mg/kg/day and total daily doses above 1.8
mg/kg have not been systematically evaluated. In some cases it might be appropriate to
continue treatment into adulthood.

Dosing of children/adolescents over 70 kg Body Weight:

Strattera should be initiated at a total daily dose of 40 mg. The initial dose should be
maintained for a minimum of 7 days prior to upward dose titration according to clinical
response and tolerability. The recommended maintenance dose is 80mg. No additional
benefit has been demonstrated for doses higher than 80 mg (see 5.1). The maximum
recommended total daily dose is 100 mg. The safety of single doses over 120mg and total
daily doses above 150mg have not been systematically evaluated. In some cases it might be
appropriate to continue treatment into adulthood

Additional information for the safe use of this product:

Atomoxetine should be used in accordance with national clinical guidance on treatment of
ADHD where available

In the study program no distinct withdrawal symptoms have been described. In cases of
significant adverse effects, atomoxetine may be stopped abruptly; otherwise the drug may be
tapered off over a suitable time period.

Where patients are continuing treatment with atomoxetine beyond 1 year, re-evaluation of the
need for therapy by a specialist in the treatment of ADHD is recommended.

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 Strattera in adults is not appropriate.

Special Populations

Hepatic Insufficiency: For patients with moderate hepatic insufficiency (Child-Pugh Class B),
initial and target doses should be reduced to 50% of the usual dose. For patients with severe
hepatic insufficiency (Child-Pugh Class C), initial dose and target doses should be reduced to
25% of usual dose. (see section 5.2)

Renal Insufficiency: subjects with end stage renal disease had higher systemic exposure to
atomoxetine than healthy subjects (about a 65% increase), but there was no difference when



exposure was corrected for mg/kg dose. Strattera can therefore be administered to ADHD
patients with end stage renal disease or lesser degrees of renal insufficiency using the usual
dosing regimen. Atomoxetine may exacerbate hypertension in patients with end stage renal
disease. ( see section 5.2)

Approximately 7% of Caucasians have a genotype corresponding to a non-functional
CYP2D6 enzyme (called CYP2D6 poor metabolisers). Patients with this genotype have a
several fold higher exposure to atomoxetine when compared to patients with a functional
enzyme. Poor metabolisers are therefore at higher risk of adverse events (see sections 4.8 and
5.2). For patients with a known poor metaboliser genotype, a lower starting dose and slower
up titration of the dose may be considered.

The safety and efficacy of Strattera in children under 6 years of age have not been established.
Therefore Strattera should not be used in children under 6 years of age.

Elderly patients: not applicable.

4.3 Contraindications
Hypersensitivity to atomoxetine or to any of the excipients.

Atomoxetine should not be used in combination with monoamine oxidase inhibitors (MAOI).
Atomoxetine should not be used within a minimum of 2 weeks after discontinuing therapy
with MAOI. Treatment with MAOI should not be initiated within 2 weeks after discontinuing
atomoxetine.

Atomoxetine should not be used in patients with narrow angle glaucoma, as in clinical trials
the use of atomoxetine was associated with an increased incidence of mydriasis.

4.4  Special warnings and precautions for use

Possible Allergic Events: Although uncommon, allergic reactions, including rash,
angioneurotic oedema, and urticaria, have been reported in patients taking atomoxetine.

Many patients taking atomoxetine experience a modest increase in pulse (mean <10 bpm)
and/or increase in blood pressure (mean <5 mm Hg) (see 4.8). For most patients, these
changes are not clinically important. Atomoxetine should be used with caution in patients
with hypertension, tachycardia, or cardiovascular or cerebrovascular disease. Pulse and blood
pressure should be measured periodically while on therapy. Orthostatic hypotension has also
been reported. Use with caution in any condition that may predispose patients to hypotension.

Atomoxetine should be used with caution in patients with congenital or acquired long QT or a
family history of QT prolongation (see section 4.5 Interactions and 4.8 Undesirable Effects).

Strattera should be discontinued in patients with jaundice or laboratory evidence of liver
injury, and should not be restarted. Very rarely, liver toxicity, manifested by elevated hepatic
enzymes and bilirubin with jaundice, has been reported.

Growth and development should be monitored during treatment with atomoxetine. Patients
requiring long-term therapy should be monitored and consideration should be given to dose
reduction or interrupting therapy in patients who are not growing or gaining weight
satisfactorily.



Clinical data do not suggest a deleterious effect of atomoxetine on cognition or sexual
maturation, however the amount of available long-term data is limited. Therefore, patients
requiring long-term therapy should be carefully monitored.

Suicide related behaviour (suicide attempts and suicidal ideation) has been reported in
patients treated with atomoxetine. In double blind clinical trials, suicide related behaviours
occurred at a frequency of 0.44% in atomoxetine treated patients (6 out of 1357 patients
treated, one case of suicide attempt and five of suicidal ideation). There were no events in the
placebo group (n=851). The age range of children experiencing these events was 7 to 12
years. It should be noted that the number of adolescent patients included in the clinical trials
was low.

Hostility (predominantly aggression, oppositional behaviour and anger) and emotional lability
were more frequently observed in clinical trials among children and adolescents treated with
Strattera compared to those treated with placebo.

Patients who are being treated for ADHD should be carefully monitored for the appearance or
worsening of suicide related behaviour, hostility and emotional lability. As with other
psychotropic medication, the possibility of rare, serious psychiatric adverse effects cannot be
excluded.

Seizures are a potential risk with atomoxetine. Atomoxetine should be introduced with
caution in patients with a history of seizure. Discontinuation of atomoxetine should be
considered in any patient developing a seizure or if there is an increase in seizure frequency
where no other cause is identified.

Strattera is not indicated for the treatment of major depressive episodes and/or anxiety as
the results of clinical trials that were conducted in adults did not show any effect compared to
placebo, and therefore were negative.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other drugs on atomoxetine:
MAOIs: Atomoxetine should not be used with MAOISs (see 4.3).

CYP2D6 inhibitors (SSRIs (e.g. fluoxetine, paroxetine, quinidine, terbinafine): Atomoxetine
is primarily metabolised by the CYP2D6 pathway to 4-hydroxyatomoxetine. In CYP2D6
extensive metaboliser patients, potent inhibitors of CYP2D6 increase atomoxetine
steady-state plasma concentrations to exposures similar to those observed in CYP2D6 poor
metaboliser patients. In extensive metaboliser individuals treated with paroxetine or
fluoxetine, the AUC of atomoxetine is approximately 6- to 8-fold and Css, max is about 3- to
4- fold greater than atomoxetine alone. Dose adjustment and slower titration of atomoxetine
may be necessary in those patients who are also taking CYP2D6 inhibitor drugs. If a CYP2D6
inhibitor is prescribed or discontinued after titration to the appropriate atomoxetine dose has
occurred, the clinical response and tolerability should be re-evaluated for that patient to
determine if dose adjustment is needed.

Caution is advised when combining atomoxetine with potent inhibitors of cytochrome P450
enzymes other than CYP2D6 in patients who are poor CYP2D6 metabolisers as the risk of
clinically relevant increases in atomoxetine exposure in vivo is unknown.

Salbutamol: Atomoxetine should be administered with caution to patients being treated with
high dose nebulised or systemically administered (oral or intravenous) salbutamol (or other
beta, agonists) because the action of salbutamol on the cardiovascular system can be
potentiated.



There is the potential for an increased risk of QT interval prolongation when atomoxetine is
administered with other QT prolonging drugs, (such as neuroleptics, class 1A and 111 anti
arrhythmics, moxifloxacin, erythromycin, methadone mefloquine, tricyclic antidepressants,
lithium or cisapride) drugs that cause electrolyte imbalance (such as thiazide diuretics) and
drugs that inhibit CYP2D6.

Seizures are a potential risk with atomoxetine. Caution is advised with concomitant use of
medicinal drugs which are known to lower the seizure threshold (such as antidepressants,
neuroleptics, mefloquine, buproprion or tramadol). (see section 4.4)

Pressor Agents: Because of possible effects on blood pressure, atomoxetine should be used
cautiously with pressor agents.

Drugs that Affect Noradrenaline: Drugs that affect noradrenaline should be used cautiously
when co-administered with atomoxetine because of the potential for additive or synergistic
pharmacological effects. Examples include antidepressants such as imipramine, venlafaxine
and mirtazapine, or the decongestants pseudoephedrine or phenylephrine.

Drugs that Affect Gastric pH: Drugs that elevate gastric pH (magnesium hydroxide/aluminum
hydroxide, omeprazole) had no effect on atomoxetine bioavailability.

Drugs Highly Bound to Plasma Protein: In vitro drug-displacement studies were conducted
with atomoxetine and other highly bound drugs at therapeutic concentrations. Warfarin,
acetylsalicylic acid, phenytoin, or diazepam did not affect the binding of atomoxetine to
human albumin. Similarly, atomoxetine did not affect the binding of these compounds to
human albumin.

Effects of atomoxetine on other drugs:

Cytochrome P450 Enzymes: Atomoxetine did not cause clinically significant inhibition or
induction of cytochrome P450 enzymes, including CYP1A2, CYP3A, CYP2D6, and
CYP2C9. In vitro studies indicate that atomoxetine does not cause clinically significant
induction of CYP1A2 and CYP3A.

4.6 Pregnancy and lactation

For atomoxetine no clinical data on exposed pregnancies are available. Animal studies in
general do not indicate direct harmful effects with respect to pregnancy, embryonal/foetal
development, parturition or postnatal development (see 5.3). Atomoxetine should not be used
during pregnancy unless the potential benefit justifies the potential risk to the foetus.

Atomoxetine and/or its metabolites were excreted in the milk of rats. It is not known if
atomoxetine is excreted in human milk. Because of the lack of data, atomoxetine should be
avoided during breastfeeding.

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.
Atomoxetine was associated with increased rates of fatigue relative to placebo. In paediatric
patients only, atomoxetine was associated with increased rates of somnolence relative to
placebo. Patients should be advised to use caution when driving a car or operating hazardous



machinery until they are reasonably certain that their performance is not affected by
atomoxetine.

4.8 Undesirable effects

Children and adolescents:

Abdominal pain and decreased appetite are the adverse events most commonly associated
with atomoxetine, and are reported by about 18% and 16% of patients respectively, but
seldom lead to drug discontinuation (discontinuation rates are 0.3 % for abdominal pain and
0.0% for decreased appetite). These effects are usually transient.

Associated with decreased appetite, some patients lost weight early in therapy (average about
0.5 kg), and effects were greatest at the highest doses. After an initial decrease in weight,
patients treated with atomoxetine showed a mean increase in weight during long-term
treatment. Growth rates (weight and height) after 2 years of treatment are near normal (See
44).

Nausea or vomiting can occur in about 9% and 11% of patients respectively, particularly
during the first month of therapy. However, these episodes were usually mild to moderate in
severity and transient, and did not result in a significant number of discontinuation from
therapy (discontinuation rate 0.5%).

In paediatric placebo-controlled trials, patients taking atomoxetine experienced a mean
increase in heart rate of about 6 beats/minute and mean increases in systolic and diastolic
blood pressure of about 2 mm Hg compared with placebo. In adult placebo-controlled trials,
patients taking atomoxetine experienced a mean increase in heart rate of 6 beats/minute and
mean increases in systolic (about 3 mm Hg) and diastolic (about 1 mm Hg) blood pressures
compared with placebo.

Because of its effect on noradrenergic tone, orthostatic hypotension (0.2%, N=7) and syncope
(0.8%, N=26) have been reported in patients taking atomoxetine. Atomoxetine should be used
with caution in any condition that may predispose patients to hypotension.

The following table of undesirable effects is based on adverse event reporting and laboratory
investigations from clinical trials in child and adolescent patients and spontaneous reporting
from children/adolescents and adults post marketing:

Table: Adverse reactions

Frequency estimate: Very common (>10%), common (>1% and <10%), uncommon (=>0.1%
and <1%), rare (>0.01% and <0.1%), very rare (<0.01%), data from spontaneous reports
(frequency not known)




System Organ Very common Common Uncommon Post marketing
Class experience
Spontaneous
reports. *
Infections and Influenza (ie,
infestations cold/flu
symptoms).
Metabolism and | Appetite Anorexia (loss
Nutrition decreased. of appetite).
Disorders
Psychiatric Early morning | Suicide-related
Disorders awakening, events,
irritability, aggression,
mood swings. hostility,
emotional
lability **
Nervous System Dizziness, Seizure***
Disorders somnolence.
Eye Disorders Mydriasis.
Cardiac Palpitations, QT interval
Disorders sinus prolongation***
tachycardia.
Vascular Raynaud’s
disorders phenomenon
Gastrointestinal | Abdominal Constipation,
Disorders pain, vomiting. | dyspepsia,
nausea.
Hepatobiliary Abnormal liver
disorders function tests,
jaundice,
hepatitis. **
Skin and Dermatitis,
Subcutaneous pruritus, rash.
Tissue Disorders
Reproductive Priapism
System and
Breast Disorders
General Fatigue.
Disorders and
Administration
Site Conditions
Investigations Weight
decreased
* These reports are derived from spontaneous event reporting and it is not possible to
determine frequency accurately.
** See section 4.4

*kx

See section 4.4 and section 4.5




CYP2D6 poor metabolisers (PM)

The following adverse events occurred in at least 2% of CYP2D6 poor metaboliser (PM)
patients and were either twice as frequent or statistically significantly more frequent in

PM patients compared with CYP2D6 extensive metaboliser (EM) patients: appetite decreased
(24.1% of PMs, 17.0% of EMs); insomnia (10.5% of PMs, 6.8% of EMs); middle insomnia
(3.8% of PMs, 1.5% of EMs); enuresis (3.0% of PMs, 1.2% of EMs); depressed mood (3.0%
of PMs, 1.0% of EMs); tremor (5.1% of PMs, 1.1% of EMs); early morning awakening (3.0%
of PMs, 1.1% of EMs); conjunctivitis (3.0% of PMs, 1.5% of EMs); syncope (2.1% of PMs,
0.7% of EMs); mydriasis (2.5% of PMs, 0.7% of EMs). The following events did not meet
above criteria but were reported by more PM patients than EM patients: anxiety (2.5% of
PMs, 2.2% of EMs); depression (2.5% of PMs, 1.9% of EMs). In addition, in trials lasting up
to 10 weeks, weight loss was more pronounced in PM patients (mean of 0.6 kg in EM and
1.1kg in PM).

Adults:

In adults, the adverse events reported most frequently with atomoxetine treatment
were gastrointestinal or genitourinary. A complaint of urinary retention or urinary
hesitancy in adults should be considered potentially related to atomoxetine. No
serious safety concerns were observed during acute or long term treatment.

The following table of undesirable effects is based on adverse event reporting and
laboratory investigations from clinical trials in adults and spontaneous reporting from
children/adolescents and adults post marketing.

Table: Adverse reactions

Frequency estimate: Very common (>10%), common (>1% and <10%), uncommon (>0.1%
and <1%), rare (>0.01% and <0.1%), very rare (<0.01%), data from spontaneous reports
(frequency not known)




System Organ Very common Common Uncommon Post-marketing
Class experience
Spontaneous
reports. *
Metabolism Appetite
and Nutrition decreased.
Disorders
Psychiatric Early morning Suicide-related
Disorders awakening, events,
libido aggression,
decreased, sleep hostility and
disorder. emotional
lability**
Nervous System | Insomnia. Dizziness, Seizure***
Disorders middle
insomnia, sinus
headache.
Cardiac Palpitations, QT interval
Disorders tachycardia. prolongation**,
*kx
Vascular Hot flushes. Peripheral Raynaud’s
disorders coldness phenomenon
Gastrointestinal | Dry mouth, Abdominal pain,
Disorders nausea. constipation,
dyspepsia,
flatulence
Hepato-biliary Abnormal liver
disorders function tests,
jaundice,
hepatitis. **
Skin and Dermatitis,
Subcutaneous sweating
Tissue increased.
Disorders
Renal and Difficulty in
urinary micturition,
disorders urinary
hesitation,
urinary retention
Reproductive D_ysmen_orrhoea, Priapism
System and ej_aculatlon
Breast disorder,
Disorders gjaculation

failure, erectile
disturbance,
impotence,
menstruation
irregular,
orgasm
abnormal,
prostatitis,
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General Fatigue,

Disorders and lethargy, rigors.
Administration
Site Conditions

Investigations Weight
decreased
* These reports are derived from spontaneous event reporting and it is not possible to
determine frequency accurately
** See section 4.4

Fxx See section 4.4 and section 4.5

49 Overdose

Signs and symptoms:

During postmarketing, there have been reports of non-fatal acute and chronic overdoses of
atomoxetine alone. The most commonly reported symptoms accompanying acute and chronic
overdoses were somnolence, agitation, hyperactivity, abnormal behaviour, and
gastrointestinal symptoms. Most events were mild to moderate. Signs and symptoms
consistent with mild to moderate sympathetic nervous system activation (e.g., mydriasis,
tachycardia, dry mouth) were also observed and reports of pruritis and rash have been
received. All patients recovered from these events. In some cases of overdose involving
atomoxetine, seizures have been reported and very rarely QT prolongation. There have also
been reports of fatal, acute overdoses involving a mixed ingestion of atomoxetine and at least
one other drug.

There is limited clinical trial experience with atomoxetine overdose. No fatal overdoses
occurred in clinical trials.

Management of Overdose:

An airway should be established. Activated charcoal may be useful in limiting absorption if
the patient presents within 1 hour of ingestion. Monitoring of cardiac and vital signs is
recommended, along with appropriate symptomatic and supportive measures. The patient
should be observed for a minimum of 6 hours. Because atomoxetine is highly protein-bound,
dialysis is not likely to be useful in the treatment of overdose.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Centrally acting sympathomimetics
ATC code: NO6BA09

Atomoxetine is a highly selective and potent inhibitor of the pre-synaptic noradrenaline
transporter, its presumed mechanism of action, without directly affecting the serotonin or
dopamine transporters. Atomoxetine has minimal affinity for other noradrenergic receptors
or for other neurotransmitter transporters or receptors. Atomoxetine has two major oxidative
metabolites: 4-hydroxyatomoxetine and N-desmethylatomoxetine. 4-Hydroxyatomoxetine is
equipotent to atomoxetine as an inhibitor of the noradrenaline transporter but unlike
atomoxetine, this metabolite also exerts some inhibitory activity at the serotonin transporter.
However, any effect on this transporter is likely to be minimal as the majority of 4-
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hydroxyatomoxetine is further metabolised such that it circulates in plasma at much lower
concentrations (1% of atomoxetine concentration in extensive metabolisers and 0.1% of
atomoxetine concentration in poor metabolisers). N-Desmethylatomoxetine has substantially
less pharmacological activity compared with atomoxetine. It circulates in plasma at lower
concentrations in extensive metabolisers and at comparable concentrations to the parent drug
in poor metabolisers at steady state.

Atomoxetine is not a psychostimulant and is not an amphetamine derivative. Ina
randomised, double-blind, placebo-controlled, abuse-potential study in adults comparing
effects of atomoxetine and placebo, atomoxetine was not associated with a pattern of response
that suggested stimulant or euphoriant properties.

Strattera has been studied in trials involving over 4000 children and adolescents with ADHD.
The acute efficacy of Strattera in the treatment of ADHD was established in six randomised,
double-blind, placebo-controlled trials of six to nine weeks duration. Signs and symptoms of
ADHD were evaluated by a comparison of mean change from baseline to endpoint for
Strattera treated and placebo treated patients. In each of the six trials, atomoxetine was
statistically significantly superior to placebo in reducing ADHD signs and symptoms.

Additionally, the efficacy of atomoxetine in maintaining symptom response was demonstrated
in a 1 year, placebo-controlled trial with over 400 patients, primarily conducted in Europe
(approximately 3 months of open label acute treatment followed by 9 months of double-blind,
placebo-controlled maintenance treatment). The proportion of patients relapsing after 1 year
was 18.7% and 31.4% (atomoxetine and placebo, respectively). After 1 year of atomoxetine
treatment, patients who continued atomoxetine for 6 additional months were less likely to
relapse or to experience partial symptom return compared with patients who discontinued
active treatment and switched to placebo (2% vs. 12% respectively). For children and
adolescents periodic assessment of the value of ongoing treatment during long-term treatment
should be performed.

Strattera was effective as a single daily dose and as a divided dose administered in the
morning, and late afternoon/early evening. Strattera administered once daily demonstrated
statistically significantly greater reduction in severity of ADHD symptoms compared with
placebo as judged by teachers and parents.

Atomoxetine does not worsen tics in patients with ADHD and comorbid chronic motor tics or
Tourette’s Disorder.

536 adult patients with ADHD were enrolled in 2 randomised, double-blind, placebo-
controlled clinical studies of 10 weeks duration.

Patients received STRATTERA twice daily titrated according to clinical response in a range
of 60 to 120 mg/day. The mean final dose of STRATTERA for both studies was
approximately 95 mg/day. In both studies, ADHD symptoms were statistically significantly
improved on STRATTERA, as measured on the ADHD Symptom score from the CAARS
scale. Magnitude of symptom improvement in adults was less than that observed in children.
Long-term maintenance of effect in adults has not been shown.

5.2 Pharmacokinetic properties
The pharmacokinetics of atomoxetine in children and adolescents are similar to those in

adults. The pharmacokinetics of atomoxetine have not been evaluated in children under 6
years of age.
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Absorption: Atomoxetine is rapidly and almost completely absorbed after oral administration,
reaching mean maximal observed plasma concentration (Cmax) approximately 1 to 2 hours
after dosing. The absolute bioavailability of atomoxetine following oral administration ranged
from 63% to 94% depending upon inter-individual differences in the modest first pass
metabolism. Atomoxetine can be administered with or without food.

Distribution: Atomoxetine is widely distributed and is extensively (98%) bound to plasma
proteins, primarily albumin.

Biotransformation: Atomoxetine undergoes biotransformation primarily through the
cytochrome P450 2D6 (CYP2D6) enzymatic pathway. Individuals with reduced activity of
this pathway (poor metabolisers) represent about 7% of the Caucasian population and, have
higher plasma concentrations of atomoxetine compared with people with normal activity
(extensive metabolisers). For poor metabolisers, AUC of atomoxetine is approximately 10-
fold greater and Css, max is about 5- fold greater than extensive metabolisers. The major
oxidative metabolite formed is 4-hydroxyatomoxetine that is rapidly glucuronidated. 4-
Hydroxyatomoxetine is equipotent to atomoxetine but circulates in plasma at much lower
concentrations. Although 4-hydroxyatomoxetine is primarily formed by CYP2D8, in
individuals that lack CYP2D6 activity, 4-hydroxyatomoxetine can be formed by several other
cytochrome P450 enzymes, but at a slower rate. Atomoxetine does not inhibit or induce
CYP2D6 at therapeutic doses.

Elimination: The mean elimination half-life of atomoxetine after oral administration is 3.6
hours in extensive metabolisers and 21 hours in poor metabolisers. Atomoxetine is excreted
primarily as 4-hydroxyatomoxetine-O-glucuronide, mainly in the urine.
Linearity/non-linearity: pharmacokinetics of atomoxetine are linear over the range of doses
studied in both extensive and poor metabolisers.

Special populations.

Hepatic impairment results in a reduced atomoxetine clearance, increased atomoxetine
exposure (AUC increased 2-fold in moderate impairment and 4-fold in severe impairment),
and a prolonged half-life of parent drug compared to healthy controls with the same CYP2D6
extensive metaboliser genotype. In patients with moderate to severe hepatic impairment
(Child Pugh Class B and C) initial and target doses should be adjusted (see section 4.2).

Atomoxetine mean plasma concentrations for end stage renal disease (ESRD) subjects were
generally higher than the mean for healthy control subjects shown by Cmax (7% difference)
and AUCq-« (about 65% difference) increases. After adjustment for body weight, the
differences between the two groups are minimized. Pharmacokinetics of atomoxetine and its
metabolites in individuals with ESRD suggest that no dose adjustment would be necessary
(see section 4.2).

5.3 Preclinical safety data

Preclinical data revealed no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenicity, or reproduction and
development. Due to the dose limitation imposed by the clinical (or exaggerated
pharmacological) response of the animals to the drug combined with metabolic differences
among species, maximum tolerated doses in animals used in nonclinical studies produced
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atomoxetine exposures similar to or slightly above those that are achieved in CYP2D6 poor
metabolizing patients at the maximum recommended daily dose.

A study was conducted in young rats to evaluate the effects of atomoxetine on growth and
neurobehavioral and sexual development. Slight delays in onset of vaginal patency (all doses)
and preputial separation (>10mg/kg/day) and slight decreases in epididymal weight and sperm
number (>10mg/kg/day) were seen; however, there were no effects on fertility or reproductive
performance. The significance of these findings to humans is unknown.

Pregnant rabbits were treated with up to 100 mg/kg/day of atomoxetine by gavage throughout
the period of organogenesis. At this dose, in 1 of 3 studies, decrease in live fetuses, increase
in early resorption, slight increases in the incidences of atypical origin of carotid artery and
absent subclavian artery were observed. These findings were observed at doses that caused
slight maternal toxicity. The incidence of these findings is within historical control values.
The no-effect dose for these findings was 30 mg/kg/day. Exposure (AUC) to unbound
atomoxetine in rabbits, at 100mg/kg/day was approximately 3.3 times (CYP2D6 extensive
metabolisers) and 0.4 times (CYP2D6 poor metabolisers) those in humans at the maximum
daily dose of 1.4mg/kg/day. The findings in one of three rabbit studies were equivocal and the
relevance to man is unknown.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
The capsules contain:

Starch, pregelatinised (Maize)
Dimeticone

Capsule shell:
Sodium laurilsulfate

Gelatin

Edible Black Ink SW-9008 or Edible Black Ink SW-9010
(containing Shellac and
Black Iron Oxide E172)

Capsule Shell Cap colourants:

5 mg: Yellow iron oxide E172

10 mg: Titanium dioxide E 171

18 mg: Yellow iron oxide E172

25 mg, 40 mg, and 60 mg: FD&C Blue 2 (Indigo Carmine) E132 and Titanium dioxide E 171
80 mg and 100 mg: Yellow iron oxide E172, Red iron oxide E172, Titanium dioxide E171

Capsule Shell Body colourants:

5 mg and 60 mg: Yellow iron oxide E172

10 mg, 18 mg, 25 mg and 80 mg: Titanium dioxide E 171

40 mg: FD&C Blue 2 (Indigo Carmine) E132 and Titanium dioxide E 171

100 mg: Yellow iron oxide E172, Red iron oxide E172, Titanium dioxide E171
6.2 Incompatibilities

Not applicable.

6.3  Shelf life
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3 years.

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

Polyvinyl chloride (PVVC)/polyethylene (PE)/ Polychlorotrifluoroethylene, PCTFE blister
sealed with aluminium foil lid.
Available in pack sizes of 7, 14, 28 and 56 capsules. Not all pack sizes may be marketed.

6.6  Special precautions for disposal of used medicinal product or waste material
derived from such medicinal product and other handling of the product

Atomoxetine capsules are not intended to be opened. Atomoxetine is an ocular irritant. In the
event of capsules content coming in contact with the eye, the affected eye should be flushed
immediately with water, and medical advice obtained. Hands and any potentially
contaminated surfaces should be washed as soon as possible.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly and Company Limited
Lilly House, Priestley Road,
Basingstoke, Hampshire,
RG24 9NL,

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

STRATTERA 5 mg hard capsules: PL 00006/0374
STRATTERA 10 mg hard capsules: PL 00006/0375
STRATTERA 18 mg hard capsules: PL 00006/0376
STRATTERA 25 mg hard capsules: PL 00006/0377
STRATTERA 40 mg hard capsules: PL 00006/0378
STRATTERA 60 mg hard capsules: PL 00006/0379
STRATTERA 80 mg hard capsules: PL 00006/0615
STRATTERA 100 mg hard capsules: ~ PL 00006/0616

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
27 May 2004

10. DATE OF REVISION OF THE TEXT
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BT, 7T EREGRETR L TARA
BHRETIIR GO AR EED Y R
TINREMNSTZEDHENRDH D (KH|
B 5RE 51,357 (037%) . 77 BRE
R 0/851 (0%) ) o 7»d, ZibHD
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%72, AD/HD I[Z0HFT 2 it %
F%iﬁﬁwﬁ\E TN D U A7 D
HAIMZ BEE LT 2 & DAMNE O A2
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SEO/NR R NE D FEERG L LT
Z & A A HEER (AD/HD B
BT D 113RER) OOFEMEITIZRE
T, 77 AEERITK L TAKIR S
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EDoT L OWMENRDH D (RAIEG#
21/1,308 (1.6%) . 77 &R HH
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Ty M7 FEXFEF 1, 10 K%
50 mg/kg 29 75 BRI ER S Lz
L Z A, 1 mgkg UL E TR DY
MRBAE, 10 mg/kg DL CREE HIRRE
FE RO T L ONEE IR o 74
WA DR BT, PR O SRR
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ELEINLOENITRETCH -7
N, FOLEoMmFEFRE (AUC) %
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sl AFF77 %50 5mg
IR A, mg
FEE-ERIEOW B A —_—— =R @
IO BTE) 1,"7 7 7 #H7€)L 10mg
DT H7tl25mg
) @ ®
AR R R R
® S R R R
B R Strattera TR BA *E E E
o P SO S 5122 (34 FREFEFASBIENT )l | WBHE | 2002F117] 2002F 1173 2002F 1173
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1. REIDOE D ICHUBBIEDEEREDHDEE
2. MAORREHI##EE5hHBMIZEFIEE2BBMURNDESE

[MBEERIDIEZRE]
3. MEMARNEOERE [MENSHSONDZLDHD. ]

(HEAK - 144K]

L ANSTFIATRIV (RS TIAT I | ANSTFIHT I
ke 44
5 mg 10 mg 25 mg
Wy - AR 7 NEFF MG | 7 N EF T OIS | 7 bR R
BT 5.71lmg (7 hEF%|11.43mg (¥ b EF1|28.5Tmg (7 M EFE
F> &L Thmg) F> &L T10mg) F> &L T25mg)
B AEY B
WHTINT 7 —TF 2 | BT INT 7 —bF > #7777 —{bF >
T PAFINRY SN T, DAFINRIS [T, DAFIVRY S
OF9> (WIRAD  |OF8> (WERAD  |OF5> (WA
R
W7 I &K : HTRIVAE HTRIVAE
HOZ Wk S BTy STV |\ HFA S BT .
UIVEREEF R VD A g N U D A BT [T UIVERET YD
Y5> F L ESF>
Fr v THRORT 1 |Fv v THERORT 1 | F vy THEBHFELE
PR - A |2 WIS WEORE | HAAREHOB D (B, KT 1 EaR
7 IV 7 RIVA BHORE ST ZIVA
e =] - ,gf | - W -
35 35 3%
% #15.8 mm K& 1 £15.8 mm & $915.8 mm
Sk - EE B £95.85 mm A #9585 mm | K% : £95.85 mm
Ft£90.28 g it 0.28 g it £0.28 g
Mma—r Lilly 3226 Lilly 3227 Lilly 3228
[3h8E-21R)

NREICBIF B EBRKG &4 EE (AD/HD)

| <HhEE-MBICEETAER L OEE>

L Disorders

(Ai%-AE)
BE./NRICETMEFEFELTIHOS mo/kgkURIAL. EDE
1H0.8mg/kgeL. 51 H1.2mg/kgETHEEL/AZ%. 1H1.2~
1.8mg/kg THFFT B,
272U BEF AR L LOBRZHITTITOIEEL WThOREE
[CEWTHIHZ2AICA T TROK S T3,

1. 6/ ARNE M8 L EOBFICBIT2E N R 2T |
SEL TR, [THEPR pA ) DIES ]

2. AD/HDDZ Wi, KES I E E 2 ORs th B OB W - #iat <
Za7)l (DSM*) ZEDREMER TRENL L7 2 Wi L MBI D & E
HIZHRML, RERWNETHAICOAREE T,

*Diagnostic and Statistical Manual of Mental

®

16, FERIC VB E T 575 18 8(31.8mg/kgXE120mgaDi
ER VAR Y WA At

|
| cwzmm%ﬂf%%ﬁ?&%ﬁﬂ%&ﬁEP@%%‘XMEEE@L:}
} CYP2D6ODIE 173 RIAL TWBZEAVHIBAL T3 H % (Poor |
| Metabolizer) Tht. AAIO I th A5 1 FEL. G FIAS 551 |
| LT LB ANBELSD, B T KL TR B I s |
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(1) F=HIZf TR PTPAZEOEANIPTPS —MS RO L CTHRA
BHEEETHIE, [PTPL —hOEAITED, WS A A &
KA AL, B3 Z AR I THREWER A S0 E B & OFHE
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/HDEF BT 51135 & O 8 RIE B F BT 21 BogH12
B OPE B BATICBWT, 7 IR E 5 RHITH U TAKIR 5.8
TGO OB EREOVAT N K ENST2EDRE N DD (&
K% 5-#£5/1357(0.37%) . 7 7R #% 5#£0/851(0%) ) . 728, Z
NSDIRBITBNTEEZR FNIFROSN /D o7z, £/ AD/HDIZHf
FI AR MRERIIEREE. BRITEOURI O IMBIEL
TWBEDIEDHE B 5,

(2) HED/NBROFH DEESHELT R IR E R 5B (AD
/HDEFIZBIT 5113 50) OIS MATICBWT, 7 IRk 55
2t U TAR B 5 TR BCRWIT B, IR DURT DK ED ST
EOMENDD (AHKIF%5-#£21/1308 (1.6%) . 7 TR 519/
806(1.1%)),

(3) H1#EZT VNI MEFEF 1. 10 L U 50mg/kgZz K175 H [ [ 15 %
HLEZA, Img/kgbh ETHRBAODT 2L, 10 mg/kg
DL TR B BARBEE B (KT B OV BB AR X 7 Bap A
MESNT=DS, VRS D A FERE 2 R BRI B3 e 0Tz, T
RCHEUZINSOEIIERE Th oz, TDEED M HE R &
(AUC) % IR e K B 3% 585 (1.8mg/kg) DAUCE Lk 3 5&
1mg/kg T3 A TO.2{5(EM) Xi20.02% (PM) . 10mg/kg Tl
B K TL.94% (EM) X120.21% (PM) TH0, Bk B TR
RSN TV, 728, SHEO/NE RO F D EBFITBNT,
5RO T B B A TN R A B Tl AR A% 5 O Ak
BT 2 BRI DTz,

<CYP2D6MDEL FEL DT>

AR FEMICBEL . CYP2D6IE M2 & R AU KD FAL . RIE W R Y L)V &E R
T THT I AZERIEN (Poor Metabolizer. PM) . TN LS 23 & 15 M
(Extensive Metabolizer, EM) &E# L7z, H A A TIZPMOE| &1 AD7aNZ
LS, EMEHIZHI 43 kL, CYP2D6DIE MK F Lz iz T B E 35
Intermediate Metabolizer (IM) ZE L7z,
GERFITEEDW=CYP2D6548)

CYP2D6 CYP2D6 CYP2D6i {5 71 ™
#KBIR RBIRIOFEM A H FLIUTVIV)
PM PM RIEMER [ RIEMER
UM (Ultra Rapid Metabolizer) EGIER /B

N TGRS/ mE TR
o RN LIS T / ISR
ATOEGHEM IEER /R

™ TEEIE TR / AR
TETER TR / 5P R

TED) WA B AR, <2

WA T8 2% 10
RYEHR %3, %4, *5, %6, *7, %8, *21
E2) A E RS L E T B8 A
1. MERERE
(1) BE%S
CYP2D6 EMfiHER AIC7 MEFEF210. 40, 90 X 13 120mg7 B [l %
#5501 7= & EOHy & i 55 i B (Cmax) KON AE b B b A T i fg

(AUOC) 3., &5 BT FIL THI L 7z,

1600
= 1400 -
E © 10 mg
£ 1200 - © 40 mg
X ] .
:.ITE 1000 - 90 ng
A 800 120 m
ju\ g
600 |
]
W 400 |
N |
g 200
& 0
=] !
42 48

B (hr)

(CYP2D6 EMfiHERL NI MEF 1T 210, 40, 90 X% 120mg% Hi [a]#% 1 4%
HllzLzomEh Y bEF T2 RE FEERZE) )

3)

ANSTFSHhT IV (3)

{CYP2D6 EMIRERE NICY MEFEF 2 AR O#%GLEEEOT NS
F > DY B REEI)NT A= [F T (CV%) 1)

Py AUC,. Cmax Tmax Thn CL/F
* (1g-hr/mL) (ng/mL) (hr) ® (hr) # (L/hr)
125 3.46
10mg(n=22) | 0.574 (70.2) 110,53 (33.2) 22.93 (43.0)
(0.50~2.00) (1.85~6.61)
1.00 4.12
40mg(n=21) 2.51 (68.5) 478.36 (33.5) 21.18 (47.0)
(0.50~4.00) (2.09~17.06)
175 4.01
90mg(n=20) | 5.30 (54.2) 920.03 (33.1) 20.50 (39.3)
(0.50~6.00) (2.16~7.03)
1.00 4.27
120mg(n=19) | 6.43 (37.5) 1086.23 (30.6) 2143 (38.7)
(0.50~4.00) (2.86~6.23)

#£1) Tmax : 9L fE (Fi )
1E2) Tue o BN F 35 Ml (i )
(2) R1B#ES

CYP2D6 EMMHER A7 R EFEF> 1A40mg X1360mg# 1 H 207 H
R A% O % 5 Uiz & & i BE il 1, W)l % G- 1REE o e h 2
NCmax 427.34ng/mL &% N615.52ng/mLIZEL /=, K18 #% 5 B G msH)
24 B THEHIRBIGE T HE TSN, KE I GRHCBNTRKE 5K
[KEfE] #%12Cmax 604.52ng/mL &% 1*874.33ng/mLIZEL /=,

{CYP2D6 EM{#HERE NICTMEF T2 KERO%R G LEEEOTNEFT

F> DI B REEH)INT A—F (B F151E (CV%) 1)

Hh5E %5 AUC: Cmax (ng/mL) Tmax (hr) ™
(zg-hr/mL)

40mg(n=10) Al 1.95 (38.3) 427.34 (33.9) 125
(0.50~2.00)

40mg(n=10) R 2.47 (42.0) ™ 604.52 (35.3) 1.00
(0.50~1.50)

60mg(n=10) RIE| 3.14 (41.6) 615.52 (32.3) 100
(1.00~2.00)

60mg(n=9) % 3.73 (41.8) ™ 874.33 (26.2) 100
(0.50~2.00)

1) Tmax : "9 (F FA)
#£2) AUC,.-

(3) BLALB RDOEMENELLE (B A TORE)

CYP2D6 EMf@REpk NERIE (T~147%) O3B % L U7t 2R
UZeo BIBERR A DCmax ($% 5 72 (R H THIIE) J ONH S B R 2
ETHDHIENREN Tz KB IEL VT T2 AL A FEICH T H T
REBFENTRDOSNIZN DT,

{CYP2D6 EM AD/HDEEHECYP2D6 EMId it pk A ¥ (fifh PR 358 3 3t Bt

BRI OF MEF LT > DB HEEIN NI A—S DL (/e A1y

i) )

Cmax™" Cmax,ss™” CL/F VJF
NG N Tun (hr)
(ng/mL)/(mg/kg) (ng/mL)/(mg/kg) (L/hr/kg) (L/kg)
SBIREM 512 524 3.19 0.435 2.01
B AEM 569 667 3.56 0.352 1.82

ED ARESZ00# G R THIELK,

2. IR (A E AN TORAE)
CYP2D6 EM &k U'PMfi R pk NI BV Bkt 19 £ M Riden e
NKI63% K 1V94% THh oz,

3. 9
7 hEF T 2 EIR AN 5% D5 1 2 %130.85L/kg (CYP2D6 EM i
) % 180.91L/kg (CYP2D6 PM{iHERk A\) THO, EIZ&AKEHITIA
LT BEE A5 UHE N TORAR o
TREF T E150~3000ng/mLOHE FICHBNT, in vitrob ML &
HE G HITH98% THD, RITIVT IUTHEA T D,

4.
ThEFEF VI EICEYR#MELFZECYP2D6ICI>TR#MIND, EEHEE
EARHINI4-EROF AR THO, 2RI IV rar g G kI,
4-EROFARIITMEFLF L EFIERED IV T RL TS ROA S E
1ERZA 9 2000 5 i I IE F TRV, 4-EROF K13 FI2CYP2D6
IZEDAE K EINSAY, CYP2D6IE AT RIHL TATH, oD CYPE: #
NSRS E RIS (JHE AN TORAE) - £72. CYP2D6IE PEAT R 18
L7z B & oz MF o0 — L% HWzin vitroid B Tld, 7+
tF > ECYP2D6RH E# %0 F L Th4-tROF AR A sz U TR #1338
OHNRINDTZ, ERNF IO — AR O R # Ml a2 FWzin vitroad BRIC
K0, 7hEFLFUIICYPIA2 XIZCYP3AZFEL sZ&, CYP1A2,
CYP3A. CYP2D6 X13CYP2CO% [HEL IR EN R I Nz,

5. HEM (SAE A TORAE)
T HERR A & RITIC B 57 M2 5> OSE 1 5 E. CYP2D6

EM & U'PM TN #413.6/K5 [ 2 1820.6[¢[#] Th o7z,
fBE R AN IC7 MEF 2 F > 1H20mgZ 1 H 2[8]5 H K /% D% 5-L/-1%12,
YCEEFH TP EFETF > 20mgE HEIRE O 5 L2 ORI,

CYP2D6 EM T3 % 5% 1681 LANICH% 5 mDKI96% 3R HIZIFE A
ERFEL THEM I, FHPITIZ 2% kit 7z, CYP2D6 PMTld.
13 51264 I LANICE G- L 72 iU BEDAIB0% MY IR HITIZE AE R E



ANSTFSHhTRIV (4)

LTRSS, 33 17% 0 Pk S N =, E72 R T s B S 7= 5
HEDSB. RELARIZHI 1% (EM) K THEI2% (PM) THD., ENR#HD4-b
RO 7 hEF YT -0-7 )L 70 BEHL & K1384% (EM) & (131% (PM)
Tholz,
(MR R B A BAEICHC-T M EF T2 20mgz BRI % L1495 55 O F T RED
FAREPEM (%) (BN F R ] )

3 * R%
EM (n=4) ™ 95.81 + 2.16 167 + 0.32 97.48 + 1.92
PM (n=3) 79.92 + 2.39 16.91 + 2.50 96.83 £ 1.09

D “C-7hEF LT & 5 1% 168K M F THEL 72 8 (K TRE{ffi
12) “C-ThEFEF 2% 5 1% 2641 [ £ TERIL 7 M 1K TR (i

6. BEDHE UNEATORKE)
CYP2D6 EM{& ek A IC7 MEFtF > 40mg Xid60mgz 22 J5 I 33 &
BRICHL A % 52 L7z E &, @l BB BUCE > T2 E I N Cmax
1337%3 > L. Tmaxl3 K 2K IR IEL /2%, AUCIIZ 213305 s>
7z, CYP2D6 EMERICHIT R E MY B REMRAT DGR T3, AFICK
5CmaxDJfP139% ThH-oiz,

7. BREREROMEFRE HEATORE)
CYP2D6 EMOfE N B AR L BFTT MEF LT > 20mgz Hilal#% 1% 5.7
Liz&E RIB AR 2 BHFITBNT, R AN ILEL T64%DAUCHH
ROBOSNTZ AR E THIELZ % 5 BICHE T 228K T, 20

1324%127557z,
(R AN BE AR REBEDOY MEF LT > DOEY B RE LR NTA—F (Fe/)
ZRARTEIE) )
AUC,. AUC, Cmax Cmax
(zg-hr/mL) (1g-hr/mL)(mg/kg) *" (ng/mL) (ng/mL) /(mg/kg) ™"
RN (n=6) 0.469 2.26 86.0 415
BALEE (n=6) 0.769 2.80 922 336

LD REYZDOEGETHIELE.
8. FFEEEREEROMERERE (HEATOKE

CYP2D6 EM®DsE ANFHZEBREICT MEF T2 20mgz Hi Al #% O £% 5.7
L7z& &, 14 (Child-Pugh Class B) X OE J¥ (Child-Pugh Class
O) FEZABEFICBNT, TN THERE R AL LU TAUCH K265 RO
KA AL,

(ERERk N E R AP ZE B E O NEF 1 F > O BHRE ) 8T A—4 [FL Al

SEHE (CV%) 1)

AUC.- Cmax (ng/mL)| Tmax (hr) ™ Tuhr) CL/F (L/hr/kg)
(¢g-hr/mL)
fEHERRA (n=10) 0.706 (67.9) 142 (36.0) 1.02 (0.50~1.55) | 4.26 (2.35~8.03) | 0.506 (53.5)
WPEREFRZEE (=6)| 1.17 (36.7) 116 (55.2) | 3.27 (0.50~6.00) |11.0 (7.85~17.9) | 0.208 (28.1)
FEFEAERE (n=4) 2.73 (63.0) 126 (44.8) |5.98 (0.50~12.02) | 16.0 (7.21~26.3) | 0.155 (78.5)
1) Tmax : 9 (i )
12) Tw @ BT EIfH ()

9. CYP2D6EIZFZHDEMIEICRITTHE
S EIOPMfe 5E sk A\ Tl EMAg B RE NI iU T & F IR BB DA F D
1 48 Hp R (Cav,ss) 2391045, & & K BED Cmax,ssH KI5 % = 6 Tdh
7%,
CHME N FE R NI BT D IR 38 B B & it o aoh 2y MefeF >0
SEWERE £ INT A—5 CRATSEIGME (5 & FCV%)) )

Coe Con
TR ’ . Tmax (hr) " Ty (hr) | CL/F (L/hrkg)
BETE | mDimgke) ™ | (ngmLmgke) max thr g e

EM(n=223) 249(58.5) 667(41.3) 1.0000.50, 2.000 |3.5627.5) 0.352(55.7)
PM(n=28) 2540(14.0) 3220(11.3) 250(1.00, 6.00) |20.6(17.3)| 0.0337(18.8)

D KRELZDOEGETHIELE.
7£2) Tmax : HORE (10/8—t&> bl 90/8—t>h i)

HAANCBWT, EMEHEIZ3DIZH LG & (R ERATEM, N7 0%
HREMKUCIM) . IMOAUCO (T EH EIIFEHEGREM X IANTO
FEERMEMIZIARTENZE RIS I L TR Sl Th o7z, 7aB, HAR
ATIFPMIZ1I% R GEH EHIN TS,
(HAANCYP2D6 EMfEEm AT MEFTF > 120mgz Hi[A R 4% 5 L&
ZOTNEFLTF > OEMBRE LI NT A—F [FAT FHEE (CV%) 1)

AUC,. Cmax

BETH (1g-hr/mL) (ng/mL) Tz (o)
NEEATEM (n=9) 5.33 (35.9) 963 (32.0) 404 (2.85-4.87)
AFOEATEM (n=6) 5.76 (22.5) 1140 (36.2) 413 (3.04-5.05)
IM (n=4) 9.90 (13.2) 1280 (11.3) 498 (4.27-6.23)
VELD Tue BP9 (G R

10. EMHEEER

(1) ERFEEEROBNEAREOHA (in vitroi BR)
ThEFLF AL RBREDCT LFIINTUFIVEE, O7E/)NA T2,
T—7 7> Qe R G R 8RR FIIe ol [ Rl
FNZ. 7hEFLTF O O EE F KA R 8RR IFIhork.

(2) AFNTz=F—bLDHA (SAEATORIE)
CYP2D6 EMI& Rk AT AF )L 7 =5 —b60mgZ1 H 11515 H R 1%
HL, 7hEFEF 2 60mgE3. 4. 5H HIC1H2[E3 H R O 5P LzE &,
TREFELF L EAFIN T =T —hOOFFICED, AF )V T 2 =5 — M E A%

4)

G RHZEROSN 2 DA E S O ] - SRR i E A~ D2 BT R Uiz
7o

() MAYITHZE—IEDH A (SAE A TORERAE)
CYP2D6 EM{d ek A7 MEF £ F > 80megz1 H 1[0l % 1 #% 51 0D
EHIREET, VIV TIE-)2000ge W AL G LIZEE, TREFETF &
B A IV T ZE—=) O FICED DR K O MLEADFE BHRDSN A,
DI TH o7, TREFF U EE FROEGEETF TRAVILT FE—
W KRR Lt el sz,

(4) YILTHE—IVERAIZE LD (KB A TORE)
CYP2D6 EM{#HE R AIZBNTY MEFEF > 60mez1 H2[E5 H Fik M
5P, YV T FE—) %] 3. 5H BIZ51g/minDiiE T2 N Tig
RN G- LizE &, IV T FE—)LEIRIN TR G-I RS 200 00 500 OO
i 2 B 0 i B A RIS Nz,

(5) CYP2D6RREAIEDH A (S EATORE)
CYP2D6 EMOf#HERR AIZ/X\OFtF > 20megz1 H 1E#% 0% 5O
HARRET, 7hEFF > 20mgz 1 A2 K E K O 5 L-EE, NOFt
F 2 EDOPEITED. E R AIRBEBITBIT D AFIOCmax K FAUCIEZNEN
#3508 KOG 515U, D& ED M 2 EIZCYP2D6 PM{#
B NICAFIZ B H# 5. U E S0 i E R E Tho7,

(PMEFEFHEAIXINNOFF o EPHR G LEEEOT NEF T O
MBNRE)NT A—5 (/N e i 1) )

AUCs1
Cmax (ng/mL) Tz (hr)
(11g*hr/mL)
ThEFEFUHH (n=21) 0.77 173 3.92
NoFtF O (n=14) 5.01 612 10.0

CYP2D6 EM f@fEpk A7)V A F1F > (RFRAKGR) 60mga1H 1[H
TTHMRZ D% 5. KI220mgZ 1 H 1[614 H fE4% 5. &#%i1220mg1 H 1[H]
ETMEFEF > (10,45, 75mg) 1H2[EZ15H % 5P Lz = EM #
BETIE. 7V AF 2 F 2T 5I8CK0PM #EBEISENW T NEF
F> DI R E D ROSN Tz,

(6) BOPHICEETBEAEDH R (S E A TORE)
CYP2D6 EMf# sk AT MEF LT 40mgH H#% O 5%, DT
FAT 5 —)IL80mg XId <7 F 7 LT IV I LK EE (L 20mLE Hf
BB LzEE ThEFF > OEY FFI HRIIE Uo7z,

(7) 72720 A (LB ATORKE)
CYP2D6 EM{#HEpk A7 MEF 1 F>40mg XiE60mgz 1 H 2[m13 H 4
O EPL, CYP2D6DEE THDHT > 7 53> 50mgZ HilalfE 4% 5L
12EE T EFEFURT I T I DY BRI A 5 X 0T,

(8) 2HYSLLDHA (MEATORE)
CYP2D6 PMEEERL AT MEF©F > 60mgZz1 H20E 12 H % 1% 57
L.CYP3A4ADE THBHIY Y T LA5mga B [alft O 5% LE S, 35
VI LDCmaxE AUCAIKI16% ML =03 B & WA BT E N 500
THotz,

(9) TH/—IVEDHA (B ATORE)
CYP2D6 EM{#REmk A U'CYP2D6 PM{d Rk AT M EFEF >
40mgZ1H2ME5 0 % 0% 5% L, T4 /—)12.0mL/kg (0.6mg/kg) % i
[EE % 5Lz &, 59 A — )b, & A7, ki 1 TORS
NBLY =)V OHRRVEHZET MEFF AIERBE IS b LN,

1) ARIOKGESNI M- HRI Rk AR]OHS KR,

(:HZ35%)|
ENTEEIN - EERKRZEDHEKRBRICBN T, E82g
N DFRAT W RET2 TR BN BIT L AEII L FDEBDTH S,
1. —_EFHER"
/NYEAD/HDEE (6% DL L 185% A 5i) 20t SUTE ML 727 TR
xf B8 — 5 B M B R L s i BRIC BN T AR O R E ThS
ADHD RS-IVHAZE R (B ) MAITIZ T EOEBVTH>

7zo
(ADHD RS-IVHAZEM (Eff ) DX—Z51> Mo & Bl R R x
TOZAk (LYBCiR ) )
N=2F14> kBl b 95%(FHK fif = pliE*
PR | N — R alue _ , s P
| EERE | VY | BERE | P | R 1 IR | (0 LR | Williams
TR | 61 | 32.3 9.6 24.2 114 -8.1 71
ATX 0.5 | 62 | 32.3 84 22.7 114 -9.6 9.1 -1.5 -4.3 1.3
ATX 1.2 | 58 | 333 8.7 22.5 10.3 -10.8 6.8 -2.5 -5.4 0.3 0.037
ATX 1.8 | 60 | 315 7.8 19.8 9.0 -11.6 8.8 -3.7 -6.5 -0.8 0.010

N: 5 K O b7 ok 52 4R [ D AiE 1] 5k

ATX: 7hEFEF MO mg/ke/H)

* p 4 IR Williams Bt Ic D X B I 3N /=,

o SE TR KN, S BT EF V0TI 5REET S REOH iR T =
BN,



2. REMREIR 5B
/NRAD/HDEH (6/% L 118/ A ) 20 RICEBLAT TR
ST HEMRBER LR T T U N R BB RICEML
TeE ke i 55 Bk (20084E6 H 30 H /1 hA ) ICBNT, %)
PO R ETHHADHD RS-IVH AGE K (E ) #8237

DHEBIL T RDEBDTH o=,
(ADHD RS-IV HAGERR (EAGH) #8207 O#H (LYDAMER) )

ulibIezD] N R PR
0 228 22.2 10.4
0.5 221 21.7 10.2
1 204 19.7 9.8
15 198 18.5 10.3
2 212 17.2 10.2
3 206 16.4 9.6
4 190 16 10.2
5 178 154 9.3
6 169 14.8 9.6
7 176 14.6 9.5
8 152 15.2 9.4
9 157 14.2 94
10 150 14.1 9.7
11 153 134 8.9
12 146 12.7 8.4
15 122 124 8.6
18 119 12.3 9.1
21 79 115 8.3
24 59 10.1 73
27 29 10.1 5.3
30 25 9.8 5.2
33 5 10 7.3

N: KO RT3 538 B 0 e i
3. ABEACBI2_ETHRHAK (%)
54D/ EAD/HD R (85% LA R 185 AR ) &5 RICHEMEL 72

7T AR IR T S M B R BRI BN T, AR O R
ETHHADHD RS-IV-Parent:Invid 2713 FEDEBDTH
o7,
(ADHD RS-IV-Parent:InvDX— 2T MoK BRI E TOE
1t (LYACR ) )
| x s A T pit*
VE | mRE | 78 | EEEE | VE | BEEE
Jouk | 83 | 383 89 325 138 58 109
ATX 05 | 43 | 402 96 303 152 99 146
ATX 12 | 84 | 392 92 255 13.8 136 140 | <0.001
ATX 18 | 82 | 397 87 262 148 135 145 | <0.001

N: KON SEFOIEF S ATX: VhEFEF 2 BMEOHAL: mg/kg/H)
*pEIIN—2T A1 EBRERA, 5% . CYP2D6{U# BEDTEZ 5 D ANCOVAE T )LD
BN R EANWTT FREDM ILBIZEDF HL ., Dunnett® /5 ik& W T #H
ThzdEL.

(EFEHE]

1. FEEER

(1) BE/7XVBYAHBEER (in vitro)?

ARENIT YIS T ™) —LAD /)T RLF U DA BZETR T]
I ELZ (Kit4.47aM) . AFID /)T RL-FUZERDIA S [HEAE
FFEOR= RIS EOIA S B3 /R L B 305 LA L %
R TH o7, 7aB, ARSI S BUREEYE 2 A RTIZIEA
ERFMEE RSO,

(2) /7 RURAHBEMEA (in vivo)?
ARENIHRERICELD IV TRLF UM 182 EL 7208 (EDs -
2.5mg/kg, p.o.). ORI AHIBICHL TiHFEAEEHE RS
nolz,

(3) MBNE/ T BRECKRIFZTHE (in vivo)®
AFNIATEFTEICBIT DIV T RL U KOS > O i 71 i
EEH B ERIE0(0.3~3mg/kg, i.p.). AR
2BV DI RN R I B T 0Tz,

2. fEFA%RF
EEIRIZBUT 58 AMICIEmEKRRD IV TR F UL RF 2 2R —
&=k SRR ZEERANEEL ThaI e gEtkEL T
13EZ25N2000, HI/SHEFIZRHTHS.,

(B ICEET 2B (LFMR]

—fkf ThEF LT HEEE (JAN)
Atomoxetine Hydrochloride

(5)

ANSTFSHhT IV (5)

b2 (3R)-N-Methyl-3-(2-methylphenoxy)-3-phenylpropan-1-

amine monohydrochloride
HiE

« HCI
0 CH3
CHs,

ﬁ%it C:HuNO-HC1
Vi 291.82
IR H DR UIBL T, AP /—)UTRIT < LY /—)1 (99.5)

IZRRVEIT R T<, ZKITRRETFITA,
sy R 3.8(1-AV% /—)L—KR)
(ED)|

H7 VA 5mg 1140 H7EILPTP (14 H7 £ILX10)
H7 VA 10mg:140 H7EILPTP (14 517 )L X10)
H7 VA 25mg:140 H7EILPTP (14 517 )L X10)

[(EE X RO XmKEER k]
D BHAA—Z)—Hath  thnEe
2) HART1—I1)—tkRXatt  HNER
3) HART—I1U)—tkRXatt  HNER
4 ART1—F1)—tkRXatt HNER
5) Bymaster,F.P. et al. : Neuropsychopharmacology, 27, 699
(2002)

FESRICEL IO NERHIDEEL TS FRCICZ 3R T EWy,

BAA—=F1)—tk 24t
T651-0086 M HTH X RETT H1ES S

Lilly Answers yy—7>4—x
AAA—SAJ)—EXERES RO
0120-360-605 (=mmmEmt)
ZATE5R: B ~& 8:45~17:30

®: B ERpHHE



ANSFShT IV (6)

BHEARSETT
A=A U—HAEH
HETRRXGE LE7TE 1855
PBXXXXJJAP

(6)



LY 139603 1.8 RfFICER
ANTTFITH T B

182 00000O0O0O0OO0OO0OOOO0OO
1.8.2.1 gooooooon

NRENC B 2 KK/ 28RS (AD/HD)

1822 0000
(1) 000000000 00ADMHDOOODODOOO

B KM@ PEREE  (Attention-Deficit/Hyperactivity Disorder, LA . AD/HD) i, /)
WRHNZHIE L, EEZRHESE 2 2 & ORI, R ZEE), 64 59 5 687 D K 4N
D 3 oxnFERETOIRMKEBRTH D, KERMEFTS (American Psychiatric
Association., APA) MNERLT D kEME RO ZW - # it~ == 7 /L (Diagnostic and
Statistical Manua for Mental disorders, LA DSM) Tl 1987 FEDOUETH 3k (DSM-III-
R) kY AD/HD OZWr4 3 Y EiF b, &5 4R (DSM-IV) Tid, £ OR2 Kk
IRI, (RBRAJZ2 ST 2 €. BT SN b D L > T D,

HARTHITHFE ADMHD ITEBEMEEE LTS T, BARIZKITSH ADHD O
Wr - 16T A R A 13 2003 IR S 4L, BRIRBLISIZI1T 5 ADIHD O W 3Est &
AR DSM-IV IZES W TiThh T 5,

AD/HD DIRIRIL., R#EE~DTA X v A, L Ol BERAAN L OEE, RO
L AL B DETITI ONEARTH S, WEHTlE ADHD O HEZIEIR IS L 3
PAEDOH RMED R S 4L, SEHRIE LATEFRIESEOMAGDEIC LY | BEHERS Y —v
FIAAXRNLOHELRD HILTUVD (The MTA Cooperative Group 1999)

HARIZB W T/NEHNZIS T 5 ADMHD O)n A F 7 2 354 & LT 2007 4 10 A 132
AFNT =T — MpfgE (2 —2%) PAEGRE T, L L 2 OFANLFHFNL
YER 28 UMK AACHL ] O RTREME 23 FE 4l S Avill IE 7t i@ B B DO N BT 51T
BY, FEEEETF Y 7Ry Ly MERBEAZ ST 2BFICEIERTHDL, Z0ED

Y FND HARIZEWT ADIHD ~OF %M, LMD iR & U7 FE ORI o
AD/HD VEHRIEDBIGNRHLE I N TN D,

(2 0OO0O0OOOOO0O00

HACHEM L2 RRERER (LYBD RER) . 77 AR EEMLERE (LYBC
B | Rk G RBR (LYDA) KROT7 VT HETEM LY T v RAR EHER
LhlgGAER (S010 3RER) & FEI IR R ERILEGRER (LYBRRE) (kv 7 hExtTF
Y OANEE TG LT, ORI SB GRS Lz,

BRARERTH D LYBD BRT 1.8 mg/ky B #%5-Hr D DA 2 iR Ui 3 L 72
LYBC &R Tix, 6l | 18 ifARdiioo H A A/INE AD/HD f83 245 il 2 %f5: & LT b
TX BT §HEMEL Lot X OEMELOHEKGHEE . Shitisk IR —E 5 R
RERIC LV IRE L, BGRHTT 78RR, 7 MEXEF L 05mgkg HEE, 1.2 mg/kg/
HEE, 1.8mgkg/ HEED 4 BEZRE LT, 7 M EXEFUEGRITIWTILS 0.5mgkg H



LY 139603 1.8 WMTEZR
ANTTIHT RN
KO #®&EZBRM L. 1.2mgkg H #E & Y 1.8mgkg H #E Tix% @ % 0.8mgkg H |
1.2mg/kg/ H. 1.8 mg/kg/ H DK 4 BFET 1AM Z &Il L TG L7z,

LYBC REROAER, A 2hiko RZEFHIEH Tdh 5 ADHD RSIV HAGERR (EAIH)
AT DR—AT A UINHIREBIERFE TORLEIZBWT, 1.8mgkyg HHETIX 7 T
A& g U T LB HRICRE < (£ i-116, -81, Williams /&
(Frf)  p=0.010) . 1.8mg/kg/ H DA NN HER STz, F-HAEBMGERIIAETH
-7 (p=0.008) (}& 1.8.2-1) .

0 1.8.2-1. ADHDRS-VvOUOOOUOOOOOOOOOOOOOOOOOO
obobobobobooryBCcODO

Ny | BB EiLE& 95% fE #E X+

N NZ Nz Nz i** 'fﬁ*ﬁ {%*ﬁ
¥y | SD || SD | FEH | SD Ran L

p,fE* p,f-é‘**
Williams| ANCOVA

A 61 | 323 9.6 242 | 114 | -81 7.1

ATX_0.5 62 | 323 8.4 227 | 114 | -96 91 | -15 -4.3 1.3 - 0.280
A7 |ATX_ 1.2 58| 333 | 87 | 225 | 103 | -108 | 6.8 | -25 -5.4 0.3 0.037 0.078
ATX_1.8 60| 315 | 78 | 198 | 90 |-116| 88 | -3.7 -6.5 -0.8 0.010 0.011
JHEER R ** Linear:p=0.008 Quadratic:p=0.837

N: $5c R D FEMT et B4R D e Bl %k

* pfECTHN T Williams iR Bl S & HH Sz,

**pfif, EEROEHEEEIL. 0BT T VHOCCTRGEE 77 2R & OREBICIE S HH Sh - (ZEEOTE
L),

xRSO piEid, LT T L ORI T RER ORI RS X B X,

ETN bR =N—RAT A v+ P

*fkt: Linear -3-113

xtbt: Quadratic1-1-11

LYDA #RBRTlE, LYBC BRDFE THIZ XI5 L LT, 7 MEFEF U 2fkfik G LK
5RO E LYBCHER & [F] U ADHD RS-V HAGEM (EERA) ZRFffEfE & L
THEf L7z, LYDA 53 2] = || A [ P cimBsEiEs S s o R i a
1.8 mg/kg/ H IS8T Lz, ARBIIBIE bikisirh Ch 228, i 2 % )+ |
ARPRT =47y bA7) LBV T, REHEER 512 X 2RI R L T 0 . R
OPWFNTFRD e ro7 ([X1.8.2-1)

h

,,,,,

49 ADHD RS HA

E‘] é é I9 1IZ 1‘5 lé 2‘1 2‘4 2‘7 3‘0 SIS BIS
TrREXEFOBREEE (B

PR REE T o REH
= EH+SD

e
S

0 1.8.2-1. ADHDRS-VOOOOOOOOOOOOOOOO
gLyBCODOOD LYDADOODODOODOO

8




LY 139603 1.8 IRfFrHEZRE
ANTFTHT RN
BTN L7- S010 #ER CiE 6 kLl b 16 L F oo/ AD/HD B4 106 fl & %t 5 &
LTT FEFEFUZ 6 BTG LI EOAMEE T TR ERGT LTz, 7 ME
X FrogbEL, PIRAREEL 08mgkg HE LT, BEOEFEMIZIESNT 0.8~
1.8mglkg/ H £ TOM THEE L7, EkEGEOFEHHEIT 1.19mg/kg/ H TH -7,
FEFMEE TH5H ADHD RSIV-Parent:Inv #a A 3 7 DB TOR—R T A
UINHDEEIL, ST EREET-75 Tho72DIck L, 7 FEXF|EF URET-169 Th
D, 7 hEXEFURME 77 ERREE OETHHFHICARE CTh -T2 (p<0.001) ,
HE, #@EE A a2 THEM L LYBRAEBR TIE 6 5%LL L 16 LA F o/ AD/HD
B BOFIEXRELTT NEXFEF U & SHMRG LIt XA AT LT ==
F— BB L, T bR F oK EIL, PIEAEEY 08mgky H. i
A 1.8mgkg/ HETE LTl Lz, Hi&itb D EEEIL 1.37 mglkg/ H Th - 72,
KB TlZ ADHD RSIV-Parent:Inv #8 A = 7 IS i BIERIE S TR— 2 T A 7D 40%
UK TFLEBlZ L AR A —LERL, VAR —0EES %2 FHEFMER & LT,
AFNT =T — e DIFEWEMFEL T2, ZTORR, VAR X —DEIGIE, 7 ME
XEFUHTT774%, AFNVT7 == — M MET8LE% TH Y, MifFEDZED {1l 95% 1
XM O TRIZ-11.7%T, TOER LIZIELMEDOIENE (MEEOZD |l 95%E XD T
BRAR-18% LD KEXWZ &) ICAEL, 7 N EFEFUHDOAFALT = =F — MEECHT
% IEBPEDRFE S A=,

(3) DOO0OoOO D00

Ak L RIS, BARKROT V7 THEM LEBERRBRICEL Y 7 hEXFEFrorsik
RN U7e, EANRBRICK T A RetT —F b5 BT,
EELAEFGIIHARTHER L7 LYBC iR T 1.8 mgky H & GHED 1 BIZFED il
7= (BAJA. WEMIC L0 RRIBBIE KR ORAEO D ARL, I3k . BARTHEM L 725
KRBT, LYDA %&t&@%‘~§?ﬁy Mﬂ%éﬁ Cl=I B P cicEERHE
FEN 3 PNTRBL LT, IR, . FRERE . MO~ A a7 T A< MR ZE
T 1ETo>THD, TR i%_omfiT%%#ﬁ%/&@l%%Mi ETER
W Enes, 2otrREBERERv e s, ) w7 -4 1 >
bAT BURE, EEAAEFRGUEOD v bAT AL Lz 2] ] A PR £ cic ik
O IFIOMIZ 2 FHOEERAEFES (FIRBRE, OFEOCER) PRES, T
NHRPRE L ORRBERPEETE RV EHW STz, £7- LYBD BT 1.8 mg/kg/H
BHRHZ 341 (Bm 261, Wark 161) AAEFEERICLOFEGFIE LR, PIRZRERIT
W L7z, LYBCHRBATIE 1.2mg KT 1.8 mg/kg/ HRED - 1 FINAERFRIC LV EHH
L7z (ERENREER. BIERZE) N, Wb A& TH S5 05mgkg H &5
FICHHL L 728 T, RIRRERIIHAE Lz, £ LYDA RBRCIIAEFRRICL 2 IE
X B HNIRD N, WTNLBRE~PEEOFES (PR, M, w3, O
BXNQ THEMRILRE., REEIE, WEITA, SR, AHEAIA R, MmiarERsE, 6
IR, B&EX, BUHERE) CTholz, 7k, IHEIERFENTILER L 2o/ BE T 2
il cdH -7,
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ANTFTHT RN

LYBC &Rt 7 M EX BT U EGEHTRD DALRELE 1000 EOFEFEFLIL, &
WHEAZS . SEIR . AABOR T, AAREGE & QMg 2134 & 7e & SUG B FR 233728 b%hto
INA BNV A OB R CIRIE IE SRR E O EA R ONRAEOENZ, FE
&%iﬁm%ﬁﬂ RO b (7 hEXFEF L L.8mgky B RED i (B 220 f 0 - E

X, JNEIZ 105.84 mmHg. 63.20 mmHg. 92.07 bpm) . F7-IR#H%2S 110 bpm LI ET, X
—x?4yﬂ%®%mﬁ25mmuhﬁ%otﬁﬁwﬁémowf%%iﬁm%%ﬁ%
OIS, ZHUET FEXFEFUODOIEBER OO EEZ B, Z{LORRESLTEE L
RIS N BE L= A EE S LV BERMICHEIC 2 b0 L 3B 2 oo Tz,
LYBC & & LYDA HEROOFAMT OFE R 5%, mE, ke G0 1~2 » A
TEMA A B, EOBEITELNT 2 DM GR O bl (12 5 H RS O FHfE
HW@%El%MwMgwﬁ%m*&%mm@wm@gﬂmmnﬁomﬁﬂ%
JROMNLIE 5 WG M 107.91 mmHg,  $5E B+ 64.35 mmHg, kA% 90.77 bpm)

LYDA FRERICBATR O RWIR G-I, R GICHE- THIZICHEIT 2 A FFRIT
DO o T, REICEA L TR, &5GH S—t & A LIEOHRED 237 bb%im‘djx
(R—=RAT A :4578+2588, 6 # AW : 40932514 X—t o XA )V) | H5BA4h
% 6 » AL CIZELDFED bivieinoTz (24 » AR - 40.83+26.15) , — . HE
WCELTiE, ®58MA% 18 » H TR—t v Z A WMEORDITR R E R (N—2F A
> 46.651+26.95, 18 » A s 40.83+£25.90) . ZDOHBAIRD o7z (24 » A
Rfri 4252+28.35) ., ZD XK 5 T AITHA THRDO LTV D08, ATk 3 ULk
B GBI OREBERSICB T 28R, KEIZRN—AT A 000 Tl SN D EREERTE I
FCHEIBELZEE LN,

BETHERM L S010 B TIX, 7 FEXEF UBET 10%LL LIRS b FRITE
BRIEE, IR, EL, W Th o7z, FloHE, BmEROTA X aTHEE L LYBRA
BRClX, 7 hEXET VT 10%L BB LA EHGIIRMAR, BAEGE, fH
R, El, FEWED F 0, B, RHTHY ., T U7 CTEME LW TR b #
LUTVT IS HATHEN L 72 ARSI W TRD BT,

WA OFRERTIE, 5462 Bl 1 I TR BRO b=, HEKRIZEHHETT bE
FrF L ORRERITA L LB SN, £ 142 61 (2.6%) ICEERAERERNH
L., 3HILLEOBEICRED bz HRILhER 16 6], AEASME 13 6. WEELDD
O 6 1. MR R OMNEES 46, MR, B 2 EEME, HIBK. v A LV AEEBE
KO OW, WEHKGEROMES 3HITHo72, BESE 13HDS 5, umi%ﬁ&@
FREEBMREN R E SN TS, E7- 0200 EORETHIEERH L - FEELIT, S5l
e, L, RREER. IR, B, WEE, WM, 9o, Ty Thot, oM
OHEFZORBUCE L T, FECHEEICHAR L FFICRE < B 2HAIEEE S bz
STz, AARELFERE, BEHHOERITHEN, ﬁ£$%®ﬁf$ﬁhﬁ¢5@ﬁiﬁ%h
T REIBEEIC > THREICREAT 58FFLLBO N0 o7z, PHORTTEEIC
NAOEMELH ORI Z R T T — 2 E LI TR,

(4 OO
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PLEE D o AANT 6% 1 18 ATl o0 H AN/ AD/HD FFIZIH ) TZ DIER % K
FL, BEMEICBOWTHREICIELE 22 SIERD 5T, K EAHRERITH D L4
Wr Sz, FESMNETCARANIBEICIER XM, ZEERES 2 @SR E L L TRRENA TN D
N, T VT CHEM LR E S TS OERRBR TR O AE S . AARTER L7
B R BRI (X B G- IR ORI E R H D b OO FEE, ZARMEO M H b [FERD
MR THDLLEZX LN, Y EESEIRAOREE - iK% UNEINZI T 5 HE KK
S ZEEEE (ADHD) | L#EE LT,

183 0000000 O0OO0OO0OOOO0OO0
1.8.3.1 ooooooon

wE. NI hESEF L LTL1IH0S5mgkg KV BAE L. D% 1 H 0.8mgkg
EL, SHIZ1H 1.2mgkg £ CH&E L72%, 1H 1.2~1.8mgkg CHEFF+ 25, 7272
L., HEF1HEMU EOMBEEHITTITH> 2L, WTNoHRSGEIZBNTH 1H
2[NS CTROBEET 5, s, JERIC K 0 EHKT 223, 1 H&IX 1.8 mglkg X
1£120mg DWW T NVD IR NEEZB A RN &,

1832 0000
TR OWTIE, B 2734HASBROZ &,

() 000000

WEAN DN 2 kb5 & U T B IRERBR O REEFA S B REARAT L 0 | [BER G- &4 W8
A REOR 2 BIRECIRMEPREHBIIRE B R > T e, REHZY OERE
BEAWESEICE, KEOREITIZLEALEO N 2o, LEN-T, /MREE
W CFECTH > THE A DEREIIIRERITLDENRNHLZ L0, T hEXFET U
BT DI ECREL LR EEEZ R T2 ENMEUE B N5,

HARNNEZSR E LR TH ., 2V E CICHE i S ORRRRBRIZ 72
WG BIIAREREHE CREL, FEii L, HRZRICEBWNTHEA OBREOEREDS
B2 EE L, KEHRAHECTORGEERENEY & E2 5N,

(2 0000

7 hEXE T IR CYP2D6 CREFSIND 72D, Z OIEMENKV Poor
Metabolizer (PM) CTl&, MHRENE < 2D AIREMEN B 5, £ DT O TIT MUY PM
ZERRER O S INE N SBERA L. 8 ORGENEME 4 A7 % Extensive Metabolizer  (EM)
DI ERGE L TER L TWER, I PM IZBWTH LM 2R L7220 bl &5
THZENTEHIEAR (05~08mgkg/ H) Z#IHIHAREE L CilBrA 306 L=,

AACREIREABR Z 5 212 H 720 . FEMENREOFALIMED S | st T O REIREER DR
ExFRRICEA L7z, BATERLZ-2TORRT 05mgky HZ AR L L=,
BE DRV FICHIEIZ R Do 7o T, Hiliig s 05mgkg B Z &L 752 &
MY EEZ HiD,
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(3) DODODODOOOOOO

HARTIHHME LR35 (LYBD &) TiX. 0.5mgkg/ H 26852544 L. 0.8,
1.2, 1.8mgkg/H & 2 HMEICHREIHEE L=, K& 5 B TR BN bz,
DWCTHERIGHER (LYBCRER) 1B\ T, EEFMEHEHE TH 2 ADHD RSIV HAGE
FR(EERTH) D=2 T A SRR BIERIF E TOB LR A i L2/ %, 1.8 mg/kg/ H
BHGHETT T B ARRE L ARG FIICAH BERBD PR b0 (ZhEi-116, -81, /i
ﬁMﬂmm)\%iﬁmﬁﬁﬁﬁgfﬁot(mﬂmw F72 LYBC RERO K& GHET,
AR 2 G FERFLZOBEIMEZED T, BRRAEEC A 21 v DEROZE
b b ERRAVICHIEIZ /2 2 D TR 5T,

BETHEM L7 S010 SR TliX, 7 FEXR B F U ORKRGEOFEHMHIT 1.19 mgkg
T ADHD RSV ZH5HE & L= ARMWEIC T T R RE L AERENRD b, iE, hE%
THEME L= LYBRIER TILT M EF BT o OREKEGEOEHED 1.37 mglkg/ H THZ)
PEICBAL TATF AT = =7 — MIRHT 2L MR RS NTz, 72 LYBCRBREFE LTV
A EAWTKETHEm L 7- LYACHBR TIE 1.2 mg/kg/ HEE & 1.8 mg/kg/ BEED 7T &R
BRI U CABIMEZ R LAY, 1.2mg/kg/ HAEE 1.8 mo/kg/ B RE & ORIICA E 72 251350
DHENIRDo T, WTNORBCTHIBEE 2225 X 5 REEEOFT I LTy,

LYBC ik & 7 ¥ 7 T L 7=k & & Loy OB iL, X—AF A > ® ADHD
RSIV A a7 X7 7 RHEOKISRIZEN AL LIL, TR RICEE L aeEn b
%, LYBCRER TX—2Z2F A @D ADHD RSV A a7 BMED» - ZHBIZ >V T, &
MEBOHT ZATHPRA T ORWRNERESANL L, 2aT7BNELRHIEGHOE
FEWDIRMoloZ ENBEZBND, LYBC R T 7 B RO ISR N &> - H R
DT, HFEEEE L ORISR E 2 AT 2 BEN D 20 o 7o 2 E RO —
DLELTEZLNDIEN, BEOIBBRSINCLVFE, EEAX v 7 L OEbY
DRV BRI ST Z EIC KD DB ENEZZ ONDD, JREIEH LTI,
Loy L7 ¥ 7 CTHEMi L=k & & Tl O ERRER T 1.2 mg/kg/ B f13E CH 2P 23 e
RINTWVD, HARIZEW TS HRE O —K2HE TR LY KR T =272
BFICEE S, BRHED O BIG LERRSOCZ RN bR2ICHELY B T & 514
EEZDHE, HRAOBFEIZE T HEAMALE 1.2mg/kg B THMEZ R T611LdH 5 &
EZONDT, MEFFHEIX 1L.2mg~1.8mgkg/ H & L=,

AR L 512 LYBC #BR T 1.8 mg/kg/ H &% 5-#E T RAF R ARMEDN R S, T
S 1.8mgkg H A& G & ERE LIzZ2ooiiR Tt a8 LORMBEITRED b
7eino Tz, KER SCETIE L4mgkg/ HH 50T 100 mg/ B, BRIN O B G AEEEE Gl
1.8 mglkg/ H 2MAT 70kg LA T O/NROFERBHED EIRE7Z2->TEY (GF 1.6 HBMH) |
ZNUEORABETOLEMNIIHEL L TN Enb, EPT—% v — boit#iz
ZEIZ (5 16 M) | FARICBWTCHHRERFHELS LT 1.8mgkg A, Xix
120mg/ H DWW huavb ez 1L Ak K& & E LTz,
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(4 0DOODO

AANI MR ARG & T 2HAN DT, WA/ THYPITEEREL MR RICEET L F
T 2 EMIRRE) WESTONE, T ORMIE I 2 e U 72 BRARRER2 E i < v, Bl
1% < DEORMN CETIIGEBE LN S &M E%L 3 H~10 Bkt d 5 ks L
STV B,

HACHEM L7- LYBD ikt CiitEEMim2 2@ & L, 05, 08, 1.2, 1.8mgkg/ H &
W& L7, RO LYBCRER CIIHEMMREE LEME LTRICHERT v 7 CTHEE L7208,
WTFRORBICE W T ORI L EXONIRHEDEEEFSENRET L Z L3
STc, £D%, FEhiL7- LYDA SRR Cid., WM &E 05mgkg A2 HRRGEL, £D#% 1
~IAM CTHEEWH T 5 HiEE Lo, BICHBEITR SR -T2,

UboZ X, BARNEBEICBT 2EENEERFET 1 8 & T5008%4LE
Z b,

(5) 0000

HARD EM R A B A R GICEM 7z LYAN RBOER, 7 hEXEF
10 mg~120mg % Hi[E B 5 L7z & & D Tyl 4 85T, 40mg & (¥ 60mg % 1 H 2[A],
7 A RERe R 5 L7 REO SEE AR L, 7 M E X T o WIEE S 24 RIS E FOR
FEICEGEL, Mg, FT7REMIFE-ETHoI LY, 1 A 2 EHEGOZYMEN
RENT, WHNOREEERA & /N ADIHD B35 THRMBIHE /N T A — & L 2RI EINE
DBDHNTNDZENL HRANIBWTHRANTEHEON TR RZ/NLBEF TS TE
HrEZ, TOBARTHERLZEFRRARIIET LA 205 CEM L-, ©ORSE,
AIWE & Z RN ER I N, HEERIEICB T A2EGEEIZ 1R 2FE Lo, ok,
WA CIE 1 H LERGORBRAER SN, ZORELEREHE WL, BAANEREIC
BWT LH LEEGIZEA2AEHME, BEMEIMEESL TV ReWzd, BEEEICIENL
2o T,

(6) DO DDOCYPD60000O00O0ONODOOOODOOOOO

A C M S N - SRPERER (3512 HFBI L OY LYAE iRBR) OfE R D, A
D EM KON PM OZEMEIZHOWTIE, PM T EM L W AERHLORBRCHABR D 15
Mol HEREERAEFEFRITR O N -T2, LIERICHT H2EE PM T
IV Z AN, KEEGIZE D LiERICHT 2B —EL LI 257
W2 EPREE I T,

FIN O RIS T — 2 IZ L 5T Tk, EM & PM OREE G EOFEHEIZZN
Zi 1.40mglkg/ H & 1.20 mg/kg/ H C EM O BET@E - 7223, & H1T 1.2~1.8 mg/kg/
HOHERENT, Ao, ZetEo 7 e 7 7 A VICERINCHBEE 725 K5 e 21330
O LI T,

AAKROT 7 OIEBICSIN LT BEFEOBGTFRIEHRL Y IMZFEL, IM & EM &
DEIE, BEMET a7 7 A NELE LA, BRICHBEE 725 L5 A TR BN
VAR

13



LY 139603 1.8 IRfFrHEZRE
ANTTIHT RN

PLEX v BREBRT — % Tik PM BE ISR T 2 880l 72 H &gk & W N FH RO
CYP2D6 &5 FMRAEDMLEMIIR NS D LE X BN, PM EE TIE—H oA EFS
DREBBIEN @ -T2 LR EMD . AFIOFEGIZER L THIEBRMEIZMEDN WG S
DHMETLHRE, BEORBLZEBRBIEL, HEIRGTOIXLERDHL DL
z b,
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42111 Nonclipharm 6: CH=PH [EiLiny TESF FERNT | sHm& B
The Effect of Atomoxetine and
Hydrochloride and Its Putative Company
Metabolites on Binding to
Serotonin, Norepinephrine, and
Dopamine Rat and Human
Transporters.
42112 Nonclipharm 10 : =g |eidiny ESL | FENE | REE R
The Effect of 139603, 137877, and
and 424478 on Uptake of Company
Serotonin, Norepinephrine, and
Dopamine in Synaptosomes of
Cerebral Cortex,
Hypothalamus, and Striatum,
Respectively.
42113 Nonclipharm 26 : CYD |aidiny (=41 ERE | REE R
Atomoxetine Inhibits [*H]- and
Dopamine Uptake into Rat Company
Prefrontal Cortex
Synaptosomes.
42114 Nonclipharm 1 : (2(.%)3) Eli Lilly =45+ PO | R R
Inhibition of Ex Vivo Binding and
of [H]-Paroxetine and [°H]- Company
Nisoxetine by Atomoxetinein
Rat Cortical Homogenates:
Dose Response and Duration
Studies.
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42115 Nonclipharm 2 : ‘ C=gD [eiLiny EEEZS FERNE | & EF
Antagonism of the 6- and
Hydroxydopamine-Induced Company
Depletion of Mouse Heart
Norepinephrine Concentrations
by Atomoxetine.
42116 Nonclipharm 3 - CY-) |eidiny ELN R
Antagonism of the DSP4- and
Induced Depletion of Rat Company

Cortical Norepinephrine
Concentrations by
Atomoxetine.

42117 Nonclipharm 29 :

Blockade of the a-Methyl-m-
Tyrosine-Induced Depletion of
Rat Cortical Norepinephrine
Concentrations by LY 139603.

(2clﬁﬂ)a|zj|qiduny E5F | HERE | HEE R
Company

42118 PsD43 :

In Vivo Microdialysis Studies
in Rat Brain Areas:
Comparison of Effects of
Atomoxetine with
Methylphenidate

CI aElrl]ud Lilly Esk | ERE | AR
Company

42119 Nonclipharm 27 : CH+D |aiiny ESk | FLPNER | SEHERF

Atomoxetine Selectively and
Induces Fos Expression in the Company

Rat Prefrontal Cortex.

421110 Nonclipharm 9 :
Affinities of Tomoxetine,

- |eiciny E5k | N | B ZGF

and

T™F B ™

Fluoxetine and Other Uptake Company
Inhibitors for Norepinephrine
Uptake Sites Labeled by [*H]-
Tomoxetine.
421111 |Nonclipham7 : Q- |eiciny Esk | N | B EER
(-)-N-Methyl-y-(2- and
methylphenoxy) Company
phenylpropylamine
Hydrochloride (LY 139603), A
Selective Inhibitor of
Norepinephrine Uptake.
421112 |Nonclipham8 : A+ |aiiny L | N | B EER
Acute Effects of LY 139603 on and
the Central Uptake of Company
Norepinephrine.
421113 |Nonclipham 12 : Q- |eiciny 5k | ERE | ZEER
Antagonism by LY 139603 of and
the 6-Hydroxydopamine- Company

Induced Depletion of
Norepinephrinein Mouse
Heart.
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421114 |Nonclipharm 13 : Q=) [EiLiny E5E38 TENH [ZEBF
Antagonism by LY 135252 of and
the o-Methyl-m-Tyrosine- Company
Induced Depletion of Brain and
Heart Norepinephrine in Rats,
Mice and Guinea Pigs.
421115 |Nonclipharm 11 : Qg |eidiny L | N | B EER
Inability of Tomoxetine and
Hydrochloride (LY 139603) to Company
Antagonize the p-
Chloroamphetamine-Induced
Depletion of Brain Serotonin in
Mice.
421200000000
TR et wr | il | s | BRI | e
o UV | Ehis . BEGR
H) [=4h)
42121 Genpharm 1: 197 [EiLiny ESE38 N | AHmEEF
Receptor Pharmacology ~ and
Studies of 424478, 137887, 19847 |company
and 404363 (LY 139603
Hydrochloride) Using Rat
Brain Tissues.
421300000000
v EVES o AL = s
iR s s | bR s (. | st e
5 H) SaET E4L) SEE R
42131 Genpharm 7 : 2]+ [=iciny JESEZN FENH [ AHmE R
Receptor Pharmacol ogy ~ and
Studies of Atomoxetine 247 |company
Hydrochloride (LY 139603)
Using Isolated Tissue Bath
Preparations.
42132 Genpharm 19 : - Eli Lilly [E 5k AR | AW R
Anticholinergic Activity of and
LY 139603 in Isolated Guinea Company
Pig Trachea.
42133 Genpharm 13 : 17 |eidiy [E4t ENE | FEmE R
Pharmacol ogical Evaluation of ~ and
LY 139603 in Isolated Smooth 1947 |company
and Cardiac Muscle
Preparations.
42134 Genpharm 14 Q- gn) [aidiny E R
Electrophysiological Effects of and
LY 139603 on Canine Cardiac Company
Purkinje Fibers.
42135  |Genpham5 : P & E L 5L | AR | FEmEOR

Human Cardiac I, (HERG)
Blocking Profile of LY 139603,
Compound 137876, and
Compound 424478.
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4.2.1.3.6

Genpharm 23 :

Human Cardiac |, (Sodium)
and | ¢, (Calcium) Blocking
Profile of Atomoxetine

(LY 139603).

H
CI -

it BT

WA
(Er,
[E44)

Bk

R
BEGE

[E 7+

FEP

SRR

4.2.1.3.7

Tox 20 :

The Effects of Tomoxetine
(LY 139603) on Heart Rate and
Blood Pressure in the
Conscious Mongrel Dog.

1P

Eli Lilly
and
Company

5+

FEPI R

APA A

42138

Tox 44 :

A 4-Week Oral Capsule
Toxicity and Toxicokinetic
Study With LY 139603 in
Y oung Beagle Dogs.

T
1’Eﬁﬂ

ESp2S

FEP

AR

42139

Genpharm 16 :

Cardiovascular and Respiratory
Effects of Intravenous
Administration of LY 139603
in Anesthetized Dogs.

Qlﬁlﬁ

Eli Lilly
and
Company

ESpAS

FEPIH

A il 2 e

4.2.1.3.10

Genpharm 15 :
Effects of LY 139603 in Mice.

T I

Eli Lilly
and
Company

KL

AP R

421311

Genpharm 20 :

Effects of LY 139603 HCI,
Methylphenidate HCI, and d-
Amphetamine Sulfate on
Locomotor Activity in Mice.

Eli Lilly
and
Company

421312

Genpharm 12 :
Assessment of Potential
Cocaine Treatment
Medications in Rodents
(Compound 30,761).

FEPA

HETe

ESpa

FEPI R

AP A

4.2.1.3.13

Genpharm 2 :

The Acute Behaviora Effects
of Tomoxetine Hydrochloride
(LY 139603) Following Oral
Administration in Male and
Female Fischer 344 Rats.

E.E]ﬂ
194+

Eli Lilly
and
Company

&5+

FEPI R

APA A

421314

Genpharm 4 :

Investigation of the Acute CNS
Premonitory Signs Following
Oral Administration of
Tomoxetine Hydrochloride
(LY139603) in Male and
Female Fischer 344 Rats.

q.%.ﬂ
e [

Eli Lilly
and
Company

5+

FEPIH

A it 2 e
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421315 |PsD29 : CHY=g) [eitLiny LGS N | A& Fr
Evauation of Effects of Single, and
Acute Doses of Atomoxetine Company
HCI (LY 139603) and its N-
desmethyl Metabolite 137877
in Comparison with
Methylphenidate, d-
Amphetamine, Caffeine and
Valproate on Seizure
ParametersIn Vivoin
Amygdala-kindled Sprague-
Dawley Rats
421316 |Genpham6 : 2+ |eidily B R
Effect of Acute Oral ~ and
Administration of Tomoxetine 247 |company
Hydrochloride (LY 139603) on
Breathing Frequency and
Depth in Fischer 344 Rats.
421317 |Genpharm 17 : 1+ [Bidiy EEN RN
Effects of LY 139603 on Rat ~ and
Urine and Electrolyte 1i£ﬁlﬂ Company
Excretions.
421318 |Genpham 3 : 1«7 [eidiny EE B | FEmE R
The Acute Effects of Orally ~ and
Administered Tomoxetine 15.3])3 Company
Hydrochloride (LY 139603) on
Gastrointestinal Motility in
Male CD-1 Mice.
421319 |Genpharm 18 : 17 |Eidiny EE R SEE
Tests of Compound LY 139603 and
for Effects on the Immune Company
Response of Mice.
4220000000
42210 000000000000000
R et wr | il | s | BRI | e
o U | Ehis T . BEGR
_H) [E4h)
42211 ADME 55: CH=g) [eitLily ESE38 N | AHmEEF
Determination of LY 404363 and
(Tomoxetine), 137877, and Company
424478 in in Rat, Dog, and
Mouse Plasma by APCI
LC/IMSIMS
42212 ADME 57: CigH |aidiny =41 A | FEmE R
Determination of LY 404363 and
(Tomoxetine), 137877 and Company

424478 in B6C3F; Mouse
Plasmaby APCI LC/IMSIMS
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42213

ADME 69:

Quantitation of LY 424478 and
LY 137877 Between 2.00 and
4000.00 ng/mL, and LY 404363
Between 1.00 and 2000.00
ng/mL in Heparinized Mouse
Plasma

H
CH =g

it BT

WA
(Er,
[E44)

AP

BHES | S

ESEAS

LN [ REIEER

42214

ADME 59:

Quantitation of LY 404363
(Tomoxetine), LY 424478 and
LY 137877 in Heparinized Rat
Plasma

R | FHmE R

42215

ADME 62:

Quantitation of LY 404363
(Tomoxetine), LY 424478 and
LY 137877 in Heparinized Rat
Plasma (High Range)

CI»

[ 5+

R | SRR

42216

ADME 56:

Determination of LY 404363
(Tomoxetine), 137877 and
424478 in Rabbit Plasma by
APCI LC/IMSIMS

§: G B

Eli Lilly
and
Company

ESpAS

FENEL | FFMR

42217

ADME 60:

Quantitation of LY 404363
(Tomoxetine), LY 424478 and
LY 137877 in Heparinized
Rabbit Plasma

CI»

54

R | EHEE R

42218

ADME 58: Quantitation of
LY 404363 (Tomoxetine),

LY 424478 and LY 137877 in
Heparinized Dog Plasma

i & B

ESpa

R | R R

42219

ADME 61:

Quantitation of LY 404363
(Tomoxetine), LY 424478 and
LY 137877 in Heparinized
Beagle Plasma (High Range)

i & R

ESbaS

R | RHEE R

422110

ADME 70:

Quantitation of LY 424478 and
LY 137877 Between 1.00 and
100.00 ng/mL, and LY 404363
Between 0.50 and 50.00 ng/mL
in Heparinized Rhesus Monkey
Plasma

Clg"

[E 5+

R | AHmE R

422111

ADME 71:

Quantitation of LY 424478 and
LY 137877 Between 1.00 and
800.00 ng/mL, and LY 404363
Between 2.50 and 2000.00
ng/mL in Heparinized Rhesus
Monkey Plasma

T TTF¥YT*TT T
T TTT

CI»

ESp2S

PR | R R
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422112 |ADME 02: B | @ [Eiuny [} N | aHmEFr
Synthesis of (R)-N-Methyl-3- and
[2-methylphenoxy]- Company

benzenepropanamine-[3-1C]
Hydrochloride, LY 139603-

[14C]
4222000
AR BTN =y AR = s
IR 54 b g | meEEm | goon | e | omase | SEEE
G] H 2 i P 571\) >4 A
42221 ADME 11 : Q= g» [EiLiny TEAF FERT | s B
Plasma Pharmacokinetics of and
Tomoxetine and its Metabolit Company

in Male B6C3F; Mice
Following a Single Oral (25
mg/kg) or Intravenous (5
mg/kg) Dose of

[C] Tomoxetine

Hydrochloride.

42222 ADME 06 : =g |aidiny =41 R
Plasma Pharmacokinetics of and
Tomoxetine and its Metabolit Company

in Male F344 Rats Following a
Single Oral (50 mg/kg) or
Intravenous (5 mg/kg) Dose
[*C] Tomoxetine

Hydrochloride.
42223 ADME 51 : CigH |aidiny ESL | FENE | SEmE R
Plasma Pharmacokinetics of and
Tomoxetine and its Metabolit . Company
in Fasted and Fed Male Fischer

344 Rats Following Oral
Administration of 25, 50, or
125 mg/kg Tomoxetine as the

HCI Salt.

42224 ADME 10 : A« |eidiny ESL | HENE | sEE R
Plasma Pharmacokinetics of and
Tomoxetine in the Male F344 Company

Rat Following a Single Oral
Dose of 3.5, 25, 50, or 125
mg/kg as the Hydrochloride
Salt.

42225 ADME 49 : Ay E R
Plasma Pharmacokinetics of
Tomoxetine in Fischer 344
Rats Following a Single
Intravenous Infusion of 5.0,
15.0, or 20.0 mg/kg
Tomoxetine Hydrochloride
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42226 ADME 17 :

Plasma Pharmacokinetics of
Tomoxetine in the Female New
Zealand White Rabbit
Following a Single Oral Dose
of the Hydrochloride Salt.

B
3

42227 ADME 32 :

Plasma Pharmacokinetics of
Tomoxetine in Adult and
Juvenile Female Beagle Dogs
Following Oral or Intravenous
Administration of

[**C] Tomoxetine
Hydrochloride.

(1%@ iidu”y E5 | HENE | FHmE R
Company

42228 ADME 66 :

Plasma Pharmacokinetics of
Atomoxetine and Its
Metabolitesin Rhesus
Monkeys Following a Single 2
mg/kg Oral, Intravenous, or
Intramuscular Dose of
[“C]Atomoxetine as the
Hydrochloride Salt.

& E L 5| AR | FEmEOR

i W

42229 ADME 14 : - [aidiny ESF | LR | AR
Plasma Pharmacokinetics of and
Tomoxetine in Neonatal, Company
Juvenile, and Adult Male F344
Rats Following a Single 50
mg/kg Oral Dose of
Tomoxetine.

422210 |ADMES38: it E K Esk | AERE | AR
Plasma Pharmacokinetics of
Tomoxetine, 137877, and
424478 in Y oung Beagle Dogs
Following a Single Oral or
Intravenous Dose of
Tomoxetine Hydrochloride.

422211 [(ADME72: (2(.%)% ) |Eli Lilly A RN | FHmE R
Plasma Pharmacokinetics of and
Atomoxetinein Pregnant Company
Wistar Rats Following Daily
Ora Administrations of 150
mg/kg LY 139603 From
Gestation Days 6 to 12

422212 014R03: (2(:.%)% ) |Eli Lilly [ESEZS N | FHmE R
Brain, CSF, and Plasma and
Pharmacokinetics of Company
Atomoxetine, N-
Desmethylatomoxetine, and 4-
Hydroxyatomoxetinein Male
SD Rats Following a Single
Ora Administration of 3 or 10
mg/kg of Atomoxetine HCI
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42231 ADME 05 : QJ= gD [EiLiny TESF FERNB | & EF
In Vitro Plasma Protein and
Binding of Tomoxetine in the Company
Mouse, Rat, Rabbit, Dog, and
Human
42232 ADME 48 : Ci+gH |eidiny ESL | FENE | HmE R
In Vitro Plasma Protein and
Binding of Tomoxetine, N- Company
Desmethyltomoxetine, and 4-
Hydroxytomoxetine in Mouse,
Rat, Dog, and Human
42233 ADME 04 : Quantitative Q=g |aidiny [E4 R | REmE R
Whole Body Autoradiographic and
Disposition of Company
[“C]Tomoxetinein Male
Fischer 344 Rats After aSingle
Oral 50 mg/kg Dose as the
Hydrochloride Salt.
42234  |ADME46 : CHn) |aidiy E5F | LN | SRR
Whole-body Autoradiographic and
Tissue Disposition and Company
Placental Transfer of
[C] Tomoxetine (LY 139603)
in Pregnant Fischer 344 Rats
on Gestation Day 18 After a
Single Oral 50-mg/kg Dose as
the Hydrochloride Salt.
4224000
TR et wr | il | s | BRI | e
o UV | EhisT . BEGR
_H) [E4h)
42241 ADME 08 : Q=) [eiLily ESE38 N | AHmEEF
In Vitro Metabolism of and
Tomoxetine by Rat, Mouse, Company
Dog, Monkey and Human
Liver Microsomes
42242 ADME 15: (1!@ Eli Lilly 5k | HRE | GHmE R
In Vitro Metabolism of and
Tomoxetine by Cultured Company
Precision-Cut Liver Slices
from Mice.
42243 ADME 12: =g |eidiny ESL | HENE | sEE R
In Vitro Metabolism of and
Tomoxetine by Cultured Company
Precision-Cut Liver Slices
from Fischer 344 Rats.
42244 ADME 29: (1!@ Eli Lilly ESEA RN | RHmE R
In Vitro Metabolism of and
Tomoxetine by Cultured Company
Precision-Cut Liver Slices
from Beagle Dogs.
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42245 ADME 13: (15@ Eli Lilly ESE38 N | AHmEEF
In Vitro Metabolism of and
Tomoxetine by Cultured Company
Precision-Cut Liver Slices
from Cynomolgus Monkey.
42246 ADME 25: - |aidiny ER RN e
Identification of Urinary and and
Plasma Metabolitesin Male Company
B6C3F; Mice Following a
Single Oral (25 mg/kg) or
Intravenous (5 mg/kg) Dose of
[**C] Tomoxetine
Hydrochloride.
42247 ADME 09: (1%@ Eli Lilly ESL | FENE | SEmE R
Identification of Urinary and and
Bile Associated Metabolitesin Company
Male Fischer 344 Rat
Following a Single Ora (50
mg/kg) Dose of
[**C] Tomoxetine as the
Hydrochloride Salt.
422438 ADME 53: CH) |aidiy ESL | FCNHR | AR
Identification of Plasma and
Metabolitesin the Adult Company
Fischer 344 Rat Following a
Single Oral (50 mg/kg) Dose of
[“C]Atomoxetine as the
Hydrochloride Salt.
42249 ADME 26: (1%@ Eli Lilly ESEA R | FHIE R
Identification of Urinary and
Metabolitesin Juvenile and Company
Adult Female Beagle Dogs
Following Oral or Intravenous
Administration of
[*C] Tomoxetine
Hydrochloride.
422410 |ADME 54: CigH |aidiny [E4 ENE | REmE R
Identification of Plasma and
Metabolitesin the Adult Company
Beagle Dog Following Single
Oral (2 mg/kg) Dose of [*C]
atomoxetine as the
Hydrochloride Salt.
422411 |ADME63: Ay [aidiy ESk | A | B EEF
Metabolism and Distribution of and
Lilly Compound LY 139603 in Company
Dogs and Rats.
422412 |ADME 64: =g |aidiny L | W | B2k
Further Studies on the and
Metabolism of Tomoxetinein Company

Mammals.
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422413

ADME 67:

Identification of Urinary, Fecal
and Plasma Metabolitesin
Rhesus Monkeys Following a
Single Dose of
[“C]Atomoxetine as the
Hydrochloride Salt.

4224.14

ADME 37:

Drug Effects on Hepatic
Microsomal Drug Metabolizing
Enzymesin Y oung Beagle
Dogs Given LY 139603 Daily
by Oral Capsule for 4 Weeks.

ESEAS

H
CH =

LR

SRR

§ G D)

FEPI R

A A

4.2.25000

MTE R
Eiass

2 A R~V

i 5 i 19 ]
(s AR

AT
(=P,
)

e R

Bt

A R
SELR

42251

ADME 23:

Excretion of Radioactivity
from Male B6C3F; Mice
Following a Single Oral
Gavage (25 mg/kg) or
Intravenous Bolus (5 mg/kg) of
[**C] Tomoxetine as the HCI
Salt.

42252

ADME 07:

Excretion of Radioactivity
from F344 Rats Following a
Single 50 mg/kg Ora Dose of
[“C] Tomoxetine
Hydrochloride.

Eli Lilly ESF
and

Company

H)
ui!ﬁ.

LR

ST |

i & B

Eli Lilly
and
Company

FEPI R

AP A

42253

ADME 03:

Excretion of Radioactivity and
Urinary Metabolite Profile
from F344 Rats Following a
Single Intravenous (5 mg/kg)
or Oral (50 mg/kg) Dose of

[*C] Tomoxetine for 72 Hours.

Eli Lilly 5+
and

Company

i & B

FEPI R

A A A

42254

ADME 31:

Excretion of Radioactivity
From Adult and Juvenile
Female Beagle Dogs Following
Ora or Intravenous
Administration of

[*C] Tomoxetine
Hydrochloride.

Eli Lilly ESPAS
and

Company/

u%!ﬁ.

FEPN

A R

42255

ADME 65:

Excretion of Radioactivity
from Rhesus Monkeys
Following a Single 2 mg/kg
Oral or Intravenous Dose of
[“C]Atomoxetine as the
Hydrochloride Salt.

CI»

FEP

AR
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42256 ADME 28: Q4= [eitLily ESE38 N | AHmEEF
Biliary Elimination of and
Radioactivity from Fischer 344 Company
Rats Following a Single Oral
Dose of 50 mg/kg
[C] Tomoxetine
Hydrochloride.
42257 ADME 44: Eli Lilly ESEQ TR | R R
Milk Excretion of and
[**C] Tomoxetine in Female Company
Fischer 344 Rats Following
Administration of a Single Ora
50-mg/kg Dose as the
Hydrochloride Salt.
422700000000000
i et wr | il | s | BRI | e
o UV | EhisT . BEGR
_H) [=4)
42271 005R06: ‘ CH=) [eitLily [R5 N | aHmEFr
Pharmacokinetics of N- and
Desmethylatomoxetine in Male Company
Sprague Dawley Rats
Following a Single Oral Dose
of 10, 30, or100 mg/kg or
Subcutaneous Dose of 30
mg/kg N-
Desmethylatomoxetine
Hydrochloride
423000
4231000000000
v BTN o AL = s
IR 54 b g | meEEm | goon | Ee | omase | SR
57 H 2 K it 5 |2 571\) >4 A
42311  [Tox02: Y =g7 [Einy [ B[ FERE [RFETORH
The Acute Oral Toxicity of ~ and
Compound LY 139603 in Mice. 1'531)3 Company
42312 Tox 01 1« |eidiy BN
The Acute Intravenous ~ and
Toxicity of Compound 1'£3iﬂ Company
LY 139603 in Female Mice.
42313 Tox 04: =7 |Eidiny [FEEZ N | FEmE R
The Acute Oral Toxicity of ~ and
Compound LY 139603 in Rats. 1ifﬁ.ﬂ Company
42314 Tox 03: 157 |eidiny EE HERNE | FEmE R
The Acute Intravenous ~ and
Toxicity of Compound 1'35.)3 Company
LY 139603 in Female Rats.
42315 Tox 05: 1J 7 |Bidiy EEN RN
The Acute Oral Toxicity of ~ and
Compound LY 139603 in Dogs. 1ifﬁlﬂ Company
42316 Tox 06: F Y- [eiLiny [E]5h R | REMER
The Acute Oral Toxicity of ~ and
Compound LY 139603 in Cats. 147 {company

13
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42321 Tox 16: 19J=g7 [Eitiny IEES N | A&

and

194447 |company

The Toxicological Evaluation
of Tomoxetine Hydrochloride
(LY 139603) Fed to B6C3F,

Mice for Three Months.

42322 Tox 08:
The Toxicological Evaluation
of Compound LY 139603 Fed
to Fischer 344 Rats for Three
Months.

17 |eidiny E5 | HENE | FEmE
~ and

19847 |company

42323 Tox 32:

A Blood Level Study in Fischer
344 Rats Given Tomoxetine
Hydrochloride (LY 139603) in
the Diet for 3 Months.

1= |eidiy ESk | FENER | A& R

and

Y7 |company

T W

42324 Tox 46: 1«7 |eidiny [ ERNE | FEmE R
A Subchronic Study in Fischer ~ and
344 Rats Given Tomoxetine 1'35.)3 Company

Hydrochloride (LY 139603) in
the Diet Daily For Three

Months.
42325 Tox 18: 157 |eidiny EE R RE
A Chronic Toxicity Study in ~ and
Fischer 344 Rats Maintained 190547 |company
on Diets Containing
Tomoxetine (LY 139603) for
OneYear.
42326 Tox 51: - A | HAHW | FEEE
14 Day Intravenous Infusion ~
Toxicity Study with LY 139603 244
in Fischer 344 Rats.
42327 Tox 07: 17 |Eidiny S | FEA® | FEmE
The Toxicologic Evaluation of ~ and
Compound LY 139603 Given 1'fﬁlﬂ Company
Orally to Beagle Dogs for
Three Months.
42328 Tox 35: 17 |eidiny [E41 N | REmE R
A Blood Level and Enzyme ~ and
Induction Study in Beagle 1'51)3 Company
Dogs Administered
Tomoxetine Hydrochloride
(LY 139603) by Oral Capsule
Daily For 3 Months.
42329 Tox 17: 1« |eidiy ESk | FENER | AP &R
A One-Year Chronic Toxicity ~ and
Study of Tomoxetine 194447 |company

(LY 139603) Administered
Orally to Beagle Dogs.
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423210 [Tox50: ._ 197 [EiLiny ESE38 N | AHmEEF
A Subchronic Toxicity Study i ~ and
Beagle Dogs Given Daily 2(.fﬁlﬂ Company
Intravenous Doses of
Tomoxetine Hydrochloride
(LY 139603) for 2 Weeks.
42330000000
4.2.3.3.10In VitroO O
TR et wr | Sl | s | BRI | e
o UV | Ehis T . BEGR
_H) E5E4))
423311 |[Tox12: 197 [EiLiny ESE38 ENH [ZEBF
The Effect of LY 139603 on the ~ and
Induction of Bacterial Mutation 1'£E|ﬂ Company
Using a Modification of the
Ames Test.
423312 |Tox28: 1« |eidiny ESk | FENER | A& R
The Effect of Tomoxetine ~ and
Hydrochloride (LY 139603) on 1'£?Iﬂ Company
the Induction of Reverse
Mutationsin Salmonella
typhimurium and Escherichia
coli Using the Ames Test.
423313 |Tox 30: 17 |eidiy [EEEZ N | FEmE R
The Effect of Tomoxetine ~ and
Hydrochloride (LY 139603) on 1’ﬁflﬂ Company
the In Vitro Induction of
Chromosome Aberrationsin
Chinese Hamster Ovary Ceélls.
423314 |Tox 14: 157 |Eidiny EE R EESE,
The Effect of LY 139603 on the| ~ and
Induction of Forward Mutation 1'35.)3 Company
at the Thymidine Kinase Locus
of L5178Y Mouse Lymphoma
Cdlls.
423315 |Tox 13: 1«7 |Eidiny EE HRE [ZZER
The Effect of Compound ~ and
LY 139603 on the Induction of 15.31 H  |Company
DNA Repair Synthesisin
Primary Cultures of Adult Rat
Hepatocytes.
4.2.3.3.20InVivoO O
TR et wr | il | s | BRI | e
o UV | EhisT . BEGR
H) [=4h)
423321 [Tox29: 17 [EiLiny ESE38 N [ AHmEEF
The Effect of Tomoxetine ~ and
Hydrochloride (LY 139603) 190847 |company

Given Orally by Gavage for 2
Consecutive Days on the
Induction of Micronuclei in
Bone Marrow by ICR Mice.
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423322

Tox 15:

The Effect of Compound

LY 139603 on the In Vivo
Induction of Sister Chromatid
Exchange in Bone Marrow of

Chinese Hamsters.

H)
q.ﬁlﬂ

qlﬁlﬂ

Eli Lilly
and
Company

ESEAS

FERHR

5 GOFr

42340000000
4.2341000000000

WA
Giass

ZA kb

EH

AR S il 01 )
(7l KGR

ESEZB

423411

Tox 21:

A Chronic
Toxicology/Oncogenicity
Evauation in B6C3F; Mice
Maintained for 2 Yearson
Diets Containing Tomoxetine
(LY 139603).

A
(Ew,
[E44)

AP
BB

Eli Lilly
and
Company

H)
e g U

19444

ESEAS

FER#R

TEMECH

423412

Tox 19:

A Chronic
Toxicology/Oncogenicity
Evaluation in Fischer 344 Rats
Maintained for 2 Y ears on
Diets Containing Tomoxetine
(LY 139603).

Eli Lilly
and
Company

1!Eaﬂ
194+

[E 5+

FEPIH

Al 2 e

4.234.1.3

Tox 26:

A Special Study to Evaluate
the Effects of Tomoxetine on
Food Consumption of B6C3F;
Mice.

1
1]ﬁaﬂ

Eli Lilly
and
Company

[+

FEP

E2 e

423414

Tox 36:

A Toxicity and Blood Level
Study in Male B6C3F, Mice
Given Two Lots of Tomoxetine
Hydrochloride (LY 139603)
Daily in the Diet For up to 10

Days.

1{Eﬂﬂ
194+

Eli Lilly
and
Company

[E 5+

FEPI R

AA A

4.234.15

Tox 34:

A Blood Level Study in
B6C3F; Mice Administered
Tomoxetine Hydrochloride
(LY 139603) in the Diet For 3
Months.

it I
q.%.ﬂ

Eli Lilly
and
Company

[+

FEN

AR

4.234.1.6

Tox 55:

A Blood-Level Study in
B6C3F; Mice Given
Atomoxetine Hydrochloride
(LY 139603) in the Diet for 1
Month.

27
2]ﬁaﬂ

Eli Lilly
and
Company

[+

FEN

R
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423417 |Tox33: l 17 [EiLiny ESE38 N | AHmEEF
A Toxicity and Blood Level ~ and
Study in Male B6C3F; Mice 19497 |company
Given 2 Lots of Tomoxetine
Hydrochloride (L' 139603)
Daily by Oral Gavage for up to
2 Weeks.
423418 |Tox54: 2 |eiLiy B N | FEmE R
A Repeat-Dose Toxicity Study ~ and
in B6C3F, Mice Given 2 |company
Atomoxetine Hydrochloride
(LY 139603) Daily by Gavage
for 1 Month.
423419 |Tox53: 2 |eidiy ESk | FEER | AR E R
A Repeat-Dose Toxicity Study ~ and
in Fischer 344 Rats Given 247 |company
Atomoxetine Hydrochloride
(LY139603) Daily by Gavage
for 1 Month.
4235000000000
423510 000000000000000
Bt T BTN o AL = s
IR 54 b g | meEEm | goon | e | omase | SEEE
5 H) L s E4L) e
423511 [Tox09: l 19J=g7 [Eitiny JESEZN AW [ 2B TR
An Eighteen Week Basic ~ and
Fertility Study in Wistar Rats 1'£?Iﬂ Company
Given Compound LY 139603 in
the Diet.
423512 |Tox27: 17 |eidiny EL A | FEmE R
An Eight-Month Fertility, ~ and
Perinatal, and Postnatal Study, 19497 |company
Including Behavioral and
Reproductive Assessment of
the F, Generation, in CD Rats
Given Diets Containing
Tomoxetine (LY 139603).
423520000000000000
bR et wr | il | s | BRI | e
o UV | EhisT . BEGE
H) [=4)
423521 [Tox57: (25@ Eli Lilly ESE38 TENH [ZEBF
A pilot teratology study of and
compound LY 139603 Company
administered orally to Wistar
rats.
423522 |Tox 11: <7 |Eidiy Sk | FENER | AR R
A Teratology Study of ~ and
Compound LY 139603 Y |company
Administered Orally to Wistar
Rats.
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423523 |[Tox56: (25@ Eli Lilly ESE38 ENH [ZEBF
A Pilot Teratology Study of and
Compound LY 139603 Company
Administered orally to Dutch
Belted Rabbits.
423524 |Tox 10: A Teratology Study of 1« |eidiny BRI
Compound LY 139603 ~ and
Administered Orally to Dutch 19547 |company
Belted Rabbits.
423525 |Tox 37: 17 |eidiy [EEEZ N | FEmE R
A Segment |1 Study of ~ and
Tomoxetine Hydrochloride 1”‘31)3 Company
(LY 139603) Administered
Orally to Pregnant New
Zealand White Rabbits.
423526 |Tox42: 1 A | HAH | FEER
A Study of the Effects of ~
LY 139603 on Embryo/Fetal 1454
Development in Rabbits.
423540000000000
EES _ R B
5 H) SaET ) S EE R
423541 [Tox 39: ‘ Y =7 [Eicny [ B[ FERE [ AFMTORH
A 22-Day Repeated Dose ~ and
Toxicity Study in Young 1'£?Iﬂ Company
Fischer 344 Rats Administered
Tomoxetine Hydrochloride
(LY 139603) Orally by Gavage
and Companion Blood Level
Study.
423542 |Tox45: 1= |eidiny ESF | FENE | REAmekr
A 75-Day Repeated Dose ~ and
Toxicity Study in Young 1l£ﬁlﬂ Company
Fischer 344 Rats Administered
Tomoxetine Hydrochloride
(LY 139603) Orally by Gavage
and Companion Blood Level
Study.
423543 |Tox49: 1= |eidiy EEN G A
A Reproduction and Fertility ~ and
Assessment Study in Fischer 2 |company

344 Rats Administered
Tomoxetine Hydrochloride
(LY 139603) Oraly by Gavage
From Postnatal Day 10
Through Mating and
Implantation.
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423544

Tox 48:

A 75-Day Repeated Dose
Neurobehavioral Study in
Y oung Fischer 344 Rats
Administered Tomoxetine
Hydrochloride (L' 139603)
Orally by Gavage.

H)
q.ﬁlﬂ

mlﬁlﬂ

Eli Lilly
and
Company

ESEAN

FERHR

TR

423545

Tox 62:

A Repeat Dose
Neurobehavioral Study to
Evaluate Spontaneous Motor
Activity in Young (Postpartum
Days 10 Through 60) Fischer
344 Rats Administered
Atomoxetine Hydrochloride
(LY 139603) by Ora Gavage.

z.ﬁ]ﬂ
2+

Eli Lilly
and
Company

FEPIH

A it 2 e

4.2.3.5.4.6

Tox 44:

A 4-Week Oral Capsule
Toxicity and Toxicokinetic
Study With LY 139603 in
Y oung Beagle Dogs.

T I
1iﬁﬁﬂ

[ 54

KL

AT Z RT

4237000

4.2.3.7.400

ooogoog
gogo

MTE R
Eiass

ZA bov EH

423741

Genpharm 09:
Assessment of Potential
Cocaine Treatment
Medicationsin Rodents.

IR S it 497 ]
(H 15 FAGE

e & B

4.23.7.4.2

Genpharm 10:
Assessment of Potential
Cocaine Treatment
Medicationsin Rodents.

G BN

ES iR

AR
(=P,
A1)

A R
SELE

NEES

LR

2GR

ESpAS

FEPI R

SE R

423743

Genpharm 08:
Assessment of Potential
Cocaine Treatment
Medicationsin Monkeys.

CIE»

5+

FEPIH

2B Gk

423744

Genpharm 21:

Effects of Atomoxetine
Hydrochloride (LY 139603) in
Cocaine-Trained Rhesus
Monkeys Under Concurrent
Schedules of Intravenous Drug
Self-Administration and Food
Presentation.
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ESpa>
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423745

Genpharm 22:

Effects of Atomoxetine
Hydrochloride (LY 139603) in
Rhesus Monkeys Trained to
Self-Administer Cocaine.
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Tox 24:

The Effect of Nortomoxetine
Hydrochloride (Lilly
Compound 137877) on the
Induction of Reverse Mutations|
in Salmonella Typhimurium
and Escherichia Coli Using the
Ames Test.
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Tox 23:

The Effect of Nortomoxetine
Hydrochloride (Lilly
Compound 137877) on the
Induction of Forward Mutation
at the Thymidine Kinase Locus
of L5178Y Mouse Lymphoma
Cells.
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Tox 22:

The Effect of Compound
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Induction of DNA Repair
Synthesisin Primary Cultures
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Tox 25:

The Effect of Nortomoxetine
Hydrochloride (Lilly
Compound 137877) on theIn
Vivo Induction of Sister
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Marrow of Chinese Hamsters.
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Tox 61:
The Effect of LY 139603
(Containing 0.86% of

) on the
Induction of Reverse Mutation:
in Salmonella typhimurium and
Escherichiacoli Using the
Ames Test.
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