2024 % 9 ARET (5 5 hR)
BAREZEFRSEES : 871179

E ¥ 5 4 V42 E 12— 7 # — L
HAFBREREESD IF S2EE4E 2018 (2019 EFHIR) ITHEM L TIER

EERMZSMEFAES GBRRM/ L7 FLF) UBERYAABEEH)
7 rEXEFUEBBIELTEL
~EXEFUHATEIL 5mg THEI)
~EXtFUHTEIL10mg THEI]
~EXtFUAhTEIL25mg THEI]
N EXEFUHTEIL40mg THETI )

Atomoxetine Capsules

NN NN

#i T | i 7 EILH

D S IV 38 Sh

1
RHAORERS ) EE-EMEONGZICLVENTLZ L

1 7R HT b FUHBEEZ U TOREHET D,
5mg: 5.7lmg (7 FEFEF L L LT 5mg)

10mg : 11.43mg (7 FExEF & LT 10mg)

25mg : 28.57Tmg (7 FEXEF & LT 25mg)

40mg : 45.71mg (7 hExEF 2 & LT 40mg)

i
o
o
L

fn 4 7 FEXETFUEEEE

— iz B
£ 4 : Atomoxetine Hydrochloride

BNERFTERIEAA | WERGEAR 20184 8H 15 H
FEMEZEINE; - BRFERAIR | FAMAEYEIEL - 20184 12 A 14 H
£A8 B 55 B 44 20184E 12 A 14 A

A% - BLEMRSE (BA) -

. =S4 BEIRIEIE © B EE LS
o5 " 5¢ &=

ERERIBLEDERE

HETHISH BEEYR—FE¥—
W& b ¥ B A|TEL:0120-517-215 FAX : 076-442-8948
R BMRAE A AR — AX—  https://www.nichiiko.co.jp/

AIF(X2023 F£ 10 ARET (F1hR) ORAXEOEBICEIERETL.
BT OTE@IL, MSATEIEN PRI R G SR O A MR BR N — P THERR L T2 &V,



EERANVEAEL—TA+—LFHADFS ZOHME —HEARFRREAMHE—
(2020 4= 4 A iT)

. BERRAVAEA—T+—LEHOREE

EIRE RIS O RN ENER E LT, ERAEERRMNCE CUF, BMI305E) B"bo, EFRD
55 CEERT + SEAIRREE O EFRIE 823 B H ER T 72 [ 3K 5 O B G ® AT A3 2 BRI, IR
CEICFEH SN AE WA BT B ISR RN ERGA N H Y | IR ORI R
(LLF. MR) Z~OEROBINGERSERICEVEREMTEL TE 0D, ZOBICnE g%
MFEMNCATFTHODIHEE Y A M LTEERMA VF Ea2—T+—245 (LIF, IFERET) DFEL
77

19881 H APkl (LLF. BWEK) FNE2/ N E B NIFOMES T, TFiiddk, TRtk
FHZRE L, £ D% 1998FIC U3 AN 3/ NE B2, 20084, 20134F 2 AR ERIEREE S
MIFRLHEEFHOUGET 21T > T X7,

IFREH ZaE2008 LMK, IFIZPDFEOE 7T —% & LTI 2 Z KAl 2572, 22k,
A SCEO EBRYGT N D - 1o GA I ET ORBILT — % Z B0 L7 IFA 0 cigft s h b 2 b &
Tpolz, BOHROIFIL, EIEMERESR AN (LUF, PMDA) O EEHERMEFRMEDON—
(https!//www.pmda.go.jp/PmdaSearch/iyakuSearch/) |Z TAB I TW\W5, HIFIKTIL, 20094
LV HERLOIFOFERE R T ML LT [ v Ea—T7 3 —LRite] Z#%E L, Hx OIF
WA SCEEMTET 28 EARAEHRE L THEENER - fRETL TV D,

2019 DI CEFLEEEOERICH LY, IFGLHEEH2018 0 AK S v, A TEFH EIEM DR
TG AR MIEENCBE T DA KT 4 ) ICBET AR OO, EOEBMREZRKE L,

. IF&X

IFIx T SCES OERAE RS L, Bl - JEARS OEREFE L > CREEFICLER, EHE,
DEREEEOT- DO, WITRFI OO OER, FH O D OIEHR, EIHKSOwIEMFH 7o 0
W, HEEHRBE 7T O O RENERN SN T-RARER OER N FRE L LT, HRENT
HWEAH A R E L, AN O 72 D1 Y %R 3K O 55 Ik 78 XX ARTEIZHE o B B ZEITHERR L ORI 24K
L CODHRER LB Hivd,

IFIZEEH T 2 B RS NE B RE U IRl BRI L, — 5 0 fFil4h % bR & AR O #IPH N O 1
WATEH SN D, 7272 L, BERAEOKELICEDS O ROFIHE B O ASFEN - HIkT - 2t &
HELIIFOFREHFE L TR DRV, S0z 5 L, BEAEN DR SNZIFE, FIHE A S AE
fili - T - BRRBEH T2 & & bIC, RERMTEELT OO LWV IBHAFFOZ L 2R LTV D,
IFORMTE 7T —F A AR L U, WIS CORKITVLETITR,




. IFORAIZHT=-T

A EARDOIFIX, PMDAD EHRH EE GG R RO N— VI G RE I TV D,

RSB ENT [EIENA F Ea—T 4 — 2MEROFF &) 120> TIFZAER - 12569 223, IFOJF R
i E 2, ERBGICAE L TO D HEHRSCIFMERRHCFRE LW EREE IOV OO MRS
~DOAHAE2—ICLVFHAFB ORANREZRESE, IFOFAEZEOLZLERH L, £z, FERF
AT SN DA EOEESICET 2 FEICE L CiE, IFAKET &SN 5 £ TOMIT, RESRAENRIT
DUGTARZHA LN LI XCES, 2D WITEHEOER LG — R ZC L0 EAEER 528
i 5 & &bz, IFDMERIZH 7> Tk, EFT O SCE 2 PMDAD [ 380 SR T AR SR D~
— VTR T D MERD D,

B, WIEHEASCEEEOMEO MO STV D VS RN < X1 2&&Fk), [XII.
55 T AHEAZIAREZT COWARAWERREENL ZE1H Y. ZORVFEVICIIHoEE
TRETH D,

. FARCKRLTOEER

IFZ HE¥EBIZBOTRNT Z ENTERWEEBERFRE L THEH L T2 & 720, IFIT AR
DEFERZIT T, YeXE I ORERTE TR #a b D RN ERR « #2863 2 I EEH O
TeODFIER T D & ONLEDITTEA, Fial « RBUTITIEMEIE O [ & H RIS E R E IS O R5EE
WARMIRENCEAT DA FT A v, W — K- 47 - 7577 4 2AEORINE —EREZ T IS
215700, IRGEIEHIRMHEEN T A N7 4 Tl RAGEESHKGEA O FEEIZET 2 iRtz oun
T, BIEPENEFREFELLORDITIECTITI T EITELILARNEINTEY , MRE~DA
YA 2—RHLOXBHER LKLY FIHEE ODRIFONEELRESELRE LD THDL I L%
Rtk LT iudz oz, MEAENOH LN HEROBFIBILA MR L, T OREIMEL A
&, ERBASICBT 2 MIEMHZHET 5 2 ERAoOARBTHY, IFZIEH L CHWEE%2HE
WATES 5 6 DIZ LTV & 720,




B R

1. BEEICRIT BIEE eoveerrerersrememseesemsenssennes 1 VI EEI(CEET BIEE eveerreereerrememseessenns 22
1o BB DI e, 1 1. IS REE S b5 UMb EWHE ... 22
2. B OVEIEZAIEFME oo, 1 2 BRI e, 22

1] = 1] f=uls ¥
3.%m®§ﬂ%m%@ ...................................... U VL SR BREIC RS BT weeeeeereeseessenseeene 23
4. WEFAICEE L TR 1 J——
| ) 1.ﬂ fji %: ......................................... 23
6. RMP OBEE o 1 2 HNELLGRI ST A e 21
3. BEH (Rl —32) AT 28

M. BFFICEAT BB - oreereeerrerrnns 2 A WU e 28
1 BT e 2 B e AT et 28
2 B e 2 B R e 28
3. REERSUTTRYER e, 2 T I e, 29
4. RO B, 2 8. "IV AR—HF =BT AER e, 29
5. AbFA (W401E) SUIARE e, 2 9. BNTEIZEDBRER e, 29
6. HAL., A, BT, BEET e, 2 10. BEEDOE REATDERE (e 29

M. ARSNGB I cvreverereresersmrssnnssnsenns 3 110 Z DML e 31
1 BFRAE IV oooeooeeeeeeeeeeeeeeeeeee e 3 VI. k&t (EALOEEF) ICETSEE 32
2. BRI OERESEM TICBT DLEEM ... 3 1. BENEEZOBE e 32
3. BRI OMERRRERIE, B e, 3 2. BENELZOPEH oo 32

V. SUEICEET BIEE woveeeeeereremsemsesemsensesennnns 4 3-@% (TN RICBIIE ™5 TER & T OFR .. 32
e . 4. HEROCHEICEET L EE L ZDHEA .. 32
2 @ﬁaa‘g‘%ﬁ% ..................................................... 5 5. Egiﬁ%z’iégﬁz%&%@@m ..................... 32

’ \'_L‘/‘ ‘J‘.........:.......: ................................... 6 ) %ﬁiﬂw;‘ﬁb%%ﬁ#é}%{%z:gg#é?ﬁz% ....... 34

3. WA DML O R e, 5

T FHEAEF oo 36
A I o 5 S I a7

PR = = L 1 o
5. IBATDHARENMED B DHCHED ..o, 5 .

9. BRSNS RIE TR e, 38
6. BUHEIOEEEMETICHBT BLEN o) 6 i&%i&% ) o
B . X i
S HHl - AT (B 5 11 B T I oo 39
C R TR R e 12. ZOMDIEE (oo 39
O R e, 12
10, R A e 16 X. FFERERFABRICEIT HIEE -oovvveeveereereereeeeees 41
11, BRI S VD EMIE o 16 T SBEBHERBR e 41
12, Z DML oo 16 2 FEMERRBR e 41

V. BEICETAIER - 17 X. EEHMEIRICEAT BIEHE oo 42
1. BB ST R e 17 1o B BR AT ettt 42
2. RIS R E T DR 17 2 I e 42
S I R O B e 17 3. AERFE T ORTEE oo, 42
4. AELOHEICEHET DER (e 17 A BN FEOTETE I oo 42
B e R oottt 18 B BT B oo, 42



6. [F—FA « FRIE e 42
T BEBSTEAEEH B oo 42
8. RUERRGEATRAEH B L OVKIRE S, Sl IETE
INEAEH B, IRGEBIAEEA B 42

9. ZhEEXIFHELEM, FEKR O ELEBINEE
DEHBHEZ DL oo, 42

10. FERARE R, FHRMERRAREH B R OZEOD
PR ettt 42

11, PRI oot 42
12. BEEHARTHIRRIC BT A EH oo, 43
18, B IE T R et 43
14, BB EDTEE oo 43
X1I. iﬁ ................................................... 44
1o BIHSTER e 44
2. FOMDBESTIR oo 45
XI1I. %%ﬁﬂ ............................................. 46
1. ERNETOITERD oo, 46
2. WEAMZE T DEERAEE R o, 48
XIII. ﬁﬁ% ................................................... 49
1. FAA - IRFEBICEE L TR AR 2175 12 H

T2 TDBETER oo, 49

. FOMDBEZEL oo 52

W &

i) W& FE A
AUC i, Hp R - R e R T T A
Cmax | e iR
Tmax $5e 1o I EE I RF ]

T2 TH

S.D. PR 7=
CL/F Rogoregy s )77 A
Vz/F | RN IES < DT DA s
PM Poor Metabolizer

M Intermediate Metabolizer

EM Extensive Metabolizer

BID bis in die (1 H 25])




I. BiEICEY 5EE

1. ARORE
AHFNE, 7 NEX B F UEEBH A ARy & T DB KM, L EMEREEENEA] GBI 2 LT R
U U IARRER) TH D,

(7 hEXFEFUH TV Mgl HET]], [7 NEXEF A 7L 10mgl HEET ), [7 hEXE
Foh TN 2bmgl HET ] KO [7 hEFEF D 7N 40mg THET )] 1%, HIETRASH
DBFEEIRM E U TR Al L, SR ORBRTIELZHRE, ZEMRER, AR e =
ML, 2018 4F 8 A 156 AIZ/ARZ AT L, 20184 12 A 14 RIZHRGEZBALA L7z, (EAIE 1121 5 2
7 CERR 26 45 11 A 21 H) ICFED S KGR HGE

2. HEOAREFHFE

(1) RFNX, 7 bEX VT UEBEE AR &3 5 R K ZEMEREIRRA GBI VT KL
TV R AKRAEA]) TH D,

(2) ERARRIERE LT, IFfERE, E, IFARE, 774 7%=t sh s, (VL 8.
(1) BERZREIWER & WIHER ) OHES )

3. HRAOHAEHEE

(1) BTV, BAMEZED DT, fnd, a8, thEfA 7Yy MIF L,

(2) BT'AYA XL, &HK 35 ThH D,

(3) PTP v— kX, @B TH D,

(4) PTP v — hiF, EvFar ha—nz2{TW0, 1 7L TEIglnt. a8, HasERLE,

(5) PTP v — bk, V4 —27 V=1 —hrT, FRIZHEDORAY v hEANTND,

(6) 5%, BAE AR BAE TBHERS) & o4, EHBIR, fiEFRS, GS1 7 —# " —%5t# L
EIVEY X 7 ffETH D,

4. BEFERICE L TRAMIREEHE

R B 5 G
RO ¢ T | A b B
RMP 4
EMO U 2 RAMEET E LT |
M STV B b
SR A <5 e
(B - oD S s

5. REFHRUAAE - EALOFRER
(1) EE&H

%Y LR
(2) il - EALOHRER

A LR

6. RMP DHIE
M L




I. &WIZEYSEE
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(1) 4
7T hEXETF N TENL bmg [HETL]
T hEXEF A TN 10mg THETL]
7 hEXFETF AT BN 26mg THIET |
7 hEXETF AT BN 40mg THET]
(2) ¥4
Atomoxetine Capsules
(3) AFMOHERE
—fxA LY

2. —&4

(1) & (fAE)
7 MEXETUERE (JAN)

(2) #4 (®AE)
Atomoxetine Hydrochloride (JAN)
atomoxetine (INN)

(3) RTL (stem)

serotonin and/or norepinephrine reuptake inhibitors, fluoxetine derivatives : -oxetine

3. @BEXRITRER
{EZPREE A

= HCI

L T
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Ir=

CHa

4. FRRUSDFE
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1. ik
(1) FBORXZ
1 7 7 L
(2) BHONBEUER

— 7 REFEFLUN T T REFEFLUN T
I 5mg [HIET] 10mg [ FE T ]
#H Wh 7'
{538 ¥y o7 EnEnea Fyv7 Eé?iﬁfﬁ
- AT 4 VRV T74 SRk
INCRS 3B 35h 7L
T hEFET T hEXFEF
AR 5mg 10mg
HET HET
fdE o — R @137 138
Wi 7 hEXREF TR 7 hEXREF D TR
" 25mg [ H[ET 40mg [HE T
SeilbiA i 7L
. %%yf-iéTL% #%yf-iéTL%
4 T74 R % T74:£@T
K& 3EH eI 357
7 REXFEF 7 REFEF
ENEN TN 25mg 40mg
HEL HETL
Ao — R @139 @140
(8) WAla—F
(Mv. 1. (2) WARIOHBIR MR OEESM)
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(Mv. 6. RFOBFERNT TS

(5) it
%Y LR

B DZEM] ODHEEM)




2. BFIOHEK

(1) ABmS (FEERS) OEERUEMNA

. 7 hEFEF TR 7 hEFEF D TR
e bmg [HIET 10mg H[ET
1 h 7R 157kt
PN 7 FEX T R 7 FEX BT R
AL 5.71mg 11.43mg
(7 rEXFtEF L LT 5mg) (7 FEXEF o L LT 10mg)
AT NT 7—AbT T PAFNVREDT NI 7—AbT T P AF IR
—— Uraxtr (NRA) Uvaxtr (NIRA)
N TRAKE . B k. T U b FRARNK BT H . T VR
Vil NV oA BTF s h)on, BI5F
Wik 4 T hEXREF T T hEREFT AT
25mg [ HIET | 40mg [HIET |
17 17k
PN 7 FER T R 7 FEF BT R
28.57mg 45.71mg
(7 hEFXFEF L LT 25mg) (7 bEXFEF L LT 40mg)
- AT NT 7—AbT T, DAFARY vaxt o (NIRH)
HTRNEE  HFE G, BT, TV VNARBT NI A BETF

(2) BEREFORE

HLTDEL L
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6. HADKEEHTICETIRER"

(1) hnsEaBR

SERFEREIM : 2016/12/15~2017/7/20
O7 FEXRE®F A S bmg THIET] MR

40°C - T5%RH [ adpiE (PTP W) ]

AERTEH =BV PRAFHIM
<Hi > &5 BRI 1% A 3% A 6 % A
PR n=3 ATO5C1-1
<Ky v TEEVRT 4 #A | ATO5C1-2 WE e A A
ZWNIE WO e VF > ATO5C1-3
o ATO5C1-1
R n=3 . . . .
ATO5C1-2 WE WA A A
(FRIMRIL AT R L)
ATO5C1-3
BEIE)—ME (%) n=3 ATO5C1-1 3.1~4.6 3.6~4.9
(&8 —EER) ATO5C1-2 4.1~5.2 — — 3.0~3.6
<15.0%LL T > ATO5C1-3 4.0~5.0 3.8~5.4
‘ ATO5C1-1 94.9~102.4 92.3~101.2 94.3~101.2 95.3~101.6
M (%) n=18
ATO5C1-2 94.8~101.5 95.8~101.1 94.3~99.8 96.4~100.7
<1574y, 85%LL >
ATO5C1-3 97.0~102.3 94.4~100.4 93.6~100.8 94.7~101.5
. ATO5C1-1 | 100.85~101.21 | 101.63~102.33 | 100.92~101.71 | 101.12~102.16
i (%) *n=3
ATO5C1-2 | 101.16~101.80 | 101.51~101.91 | 101.14~101.51 | 101.13~101.69
<95.0~105.0% >
ATO5C1-3 | 100.48~100.74 | 102.06~102.39 | 101.62~101.75 | 100.72~101.18

M RFRISHTHEHE (%)

SERFEHEWIR - 2016/12/15~2017/7/20

OF7 MEXEF A TN 10mg [HET] MR 40°C - 75%RH o2 Re (PTP @) |
HERIE R =RV PRI
<JHHE> EE BH AR IR 1% H 3»H 65 H
MR n=3 ATO10C1-1
<Hy v TEEORT 4 EA | ATO10C1-2 pay pERay A pay
MBS 72 LK > | ATO10C1-3
o ATO10C1-1
FERERAER n=5 ATO10C1-2 WA Bl SNy kAN
; A A A e
(AL A2 7 ] L) a K " a
ATO10C1-3
KB —M (%) n=3 ATO10C1-1 3.0~5.0 3.3~4.2
(&8 —MEHER) ATO10C1-2 4.0~5.6 — — 3.5~4.8
<15.0%LLF > ATO10C1-3 2.3~4.7 3.5~4.1
. ATO10C1-1 | 87.2~100.3 93.2~99.6 93.0~98.2 93.6~98.6
i (%) n=18
ATO10C1-2 88.8~97.9 92.4~100.0 94.3~98.9 93.7~99.4
<154y, 80%LL >
ATO10C1-3 | 92.6~100.5 90.9~101.1 93.5~99.1 93.0~99.4
S4B () * ne3 ATO10C1-1 | 100.77~101.57 | 101.27~101.55 | 101.31~101.50 | 101.29~102.50
(=N S n=
’ ATO10C1-2 | 101.20~101.53 | 101.14~102.17 | 101.00~102.16 | 101.66~102.32
<95.0~105.0% >
AT010C1-3 | 100.95~101.70 | 100.89~101.62 | 101.20~101.64 | 101.59~102.14

X FRRBICHTOEAE (%)




SERFEHEHIR - 2016/12/15~2017/7/21

O7 hEXE®FT A 7B/ 26mg [HET ] MERE  40°C - 75%RH & EmaE (PTP wk) ]
AERTEH =BV PRI
< g > i BRI 1% A 3% A 6 % A
PR n=3
<R FUIEERES, | oo
Y 7 ENE Nz
oo AT025C1-2 A ke s ke
AT 1 #BABAEHD
) AT025C1-3
T 7/ LA >
L AT025C1-1
TR n=3 . . . .
AT025C1-2 e Bk Bk A
(TRIMEIL A~ R V)
ATO025C1-3
fENIE—ME (%) n=3 ATO25C1-1 3.8~4.0 3.5~5.6
(&t —ERER) ATO025C1-2 3.4~5.5 — — 2.6~4.1
<15.0%LLF > ATO025C1-3 3.6~4.3 2.5~4.8
i ATO025C1-1 | 96.0~101.2 94.9~100.6 94.8~100.9 97.7~103.8
mHE (%) n=18
ATO025C1-2 | 94.1~102.7 94.0~99.5 93.1~100.3 98.5~103.2
<1543, 85%LL E>
ATO025C1-3 | 95.6~103.4 94.6~102.5 91.8~101.4 96.0~100.3
) AT025C1-1 | 101.20~101.73 | 101.46~102.17 | 101.49~101.85 | 102.13~102.42
i (%) *n=3
AT025C1-2 | 100.77~101.20 | 100.84~101.22 | 100.97~101.34 | 101.12~101.89
<95.0~105.0% >
AT025C1-3 | 100.09~101.27 | 100.54~101.79 | 100.89~101.37 | 101.16~101.66

CRTREICHTEAR (%)

SERFEHEWIR : 2016/12/14~2017/7/18

O7 MEXEFT A 7B/ 40mg THE T MR 40°C - 75%RH & Emae (PTP wk) ]
AERTE B 7k PRI
< B > &5 BRI 1% A 3% A 6 % A
PR n=3 ATO040C1-1
<H v v TEEORT 1 #A | ATO40C1-2 WE Sk A A
FHEARBHOM Y 7 AK > | ATO40C1-3
o ATO040C1-1
R n=3 . . . .
ATO040C1-2 e Bk A A
IRAMRIL AT L)
ATO040C1-3
AR —ME (%) n=3 AT040C1-1 4.4~5.7 4.6~5.7
(&8 —EER) AT040C1-2 2.7~4.7 — — 3.3~5.2
<15.0%LL > ATO040C1-3 3.1~5.2 4.0~5.9
. ATO40C1-1 | 96.7~102.7 97.3~103.3 92.9~100.8 95.7~102.1
i (%) n=18
AT040C1-2 | 94.0~101.6 95.6~103.5 92.4~99.4 94.9~102.4
<1574y, 85%LL >
ATO40C1-3 | 97.3~103.4 94.8~101.7 95.1~99.7 95.7~102.0
B (%) *n=3 ATO040C1-1 | 101.05~101.55 | 101.56~101.75 | 100.49~101.39 | 101.42~101.68
(SN S n=
’ ATO040C1-2 | 101.44~101.87 | 100.94~101.84 | 100.94~101.30 | 101.07~101.78
<95.0~105.0% >
ATO040C1-3 | 101.04~101.97 | 101.38~101.81 | 101.19~102.19 | 101.67~101.95

CRTREIIHTIEAE (%)




(2) FERIREOLENE

SR FE I - 2018/7/2~2018/10/16

O7 bEXE®F U A 7N mg THET) Bl 40C [y, [ERS]
ERIE H =N PRI
< Bt > FH5 BRI 23 1% A 2% A 3% A
WSk n=10 Fx v T | Xy TEHE | Ty TEHL | Ty THE | Xy TR
Y ) n=
o o WART 4 D | ORT 4D | AR T 4 5D | R T 4 H0 | AR T 4 5B
<F v v TEMORT 4 FH | DVO300 | o o o o
o PWEWED | FDENED [ 020N aEo | 2072 0nEo | 72070 Eo
W WE DG 7 LE > ) ) ) ) )
W e VH | B TR AH] | B AR | BT RAA] | R R
EHME (%) n=6
DV0300 | 90.0~100.7 | 93.3~98.0 | 95.7~103.0 | 91.7~96.6 | 99.0~103.7
<154y, 85%LL >
a8 (%) * n=3
DV0300 |100.91~101.31 | 101.41~101.84 | 101.64~102.03 | 100.78~101.01 | 101.53~102.05
<95.0~105.0% >

X FRERISHTOEAE (%)

O7 MEXE®F U AT BN 5mg THIET | Bad: 25°C - 75%RH [, B Ak
AERIE H ok ezl
<Hfg > i BA 4G 2 i 1A 2% A 3% A
1 ne10 vy THE| Xy THE| vy THE| vy THE| ¥y TR
i M n=
N R RT3 | IR T 4 3D | QR T 4 HA | AR T 4 HAS | VR T ¢ s
<Fy v TEKRORT 4 5823 | DV0O300 | o o o o
o FPOWEWED | VW VED | FWENED | N NnED | ZnFEnao
PN WEORE S 7 LHF] > ) ) ) ) )
TS 7 VK| | A 7 VHK| | B 72 VA | B VA | R R LA
WHME (%) n=6
DV0300 | 90.0~100.7 | 94.2~98.3 | 94.4~103.0 | 92.8~98.2 | 95.7~101.5
<1574y, 85%LL >
a8 (%) * n=3
DV0300 |100.91~101.31{101.14~101.60|101.16~101.91 | 100.49~100.87 | 101.72~101.76
<95.0~105.0% >
X RRBICKHTAEAE (%)

O7 FEXR®TF N TN bmg

T 7 TEY]

MHEET) fMeapdd

SN S

[D65 Yl () 1600Lx), ¥ ¥ — L

«

<95.0~105.0% >

HRERIRH =BV N s
<> Fa B AG 30 7 Lx-hr 60 /7 Lx-hr 120 & Lx hr
Ytk n=10 FXY o THERN Ty THER | Xy TEHET | Fry TEHED
l ) n=
. e RT AR RT A HBTE N | BT 4 ERTEW|RT o HAE W
<F ¥ v TEELOURT 4 #AY | DV0300 | N N R X
o i WO D 7| WA OEL T | ENEOfh 7| WO h 7
7PN WEDFE D 72 LV H] >
B T FH LK L
EHME (%) n=6
DV0300 90.0~100.7 94.0~99.3 95.8~99.9 93.3~98.1
<1574y, 85%LL >
G (%) * n=3
DV0300 | 100.91~101.31 | 101.14~101.44 | 101.79~102.09 | 101.55~101.95

X FRRISHT OEAE (%)




HRERFEFEHIR - 2018/7/2~2018/10/12

O7 MEXFEF U A7 ENL 10mg THET) ot 40C Y, [UERR]
ARERTE H ok PRI
<Kk > EH5 BH AR E 2 1 1%H 2 % H 3% H
YA =10 Fry Tk | Tx vy TEHE | Ty Tk | Ty THE | Tx v TEHK
PN n=
o e ORT 4TI | ORT A #50 | DR T 4 T | ORT 3503 | DR T o« Fi A
<Fx v TEHERRT 1 EH | DV0300 }
. ) AERERO | AEREHO | AARERO | AAREHO | AR REHD
H AR % B 8l A 7 2 LAl > )
D 7 /K| | 8H 7R | 68K | B 7R AHE | BT R
WM (%) n=6
DV0300 | 90.9~94.8 86.5~93.7 87.9~98.7 91.0~96.9 89.8~95.2
<154y, 80%Lh >
8 (%) *n=3
DV0300 |100.91~101.37 | 99.88~101.01 | 99.14~100.90 |100.04~100.60 | 101.30~101.81
<95.0~105.0% >

X RREISHT2EHE (%)

O7 bEXEF U7 E/NL 10mg THET) @ik 25C - 75%RH IO, BH
BRI H =E TRAFHIH
<HK > & BA hAlRE 2 i 1% A 2 % A 3 nH
Mgk n=10 Xy o THE | Fx v THE | v THE | vy TEHE | v v Tk
b M n:
o N ORT A ED | ORT 1 E | OART 4 JA | ORT 5 | R T 1 Fh
<F ¥ v TEELORT 1 FH | DV0300 . .
. X HERERAO | AaRfERAO | AAAERO | BERERAO | AaREHO
HEARBR O I 7 & L H > ) )
87 72 VH | 8 LA | B e VA | B VA | B LA
WHPE (%) n=6
DV0300 | 90.9~94.8 | 87.5~91.2 | 81.6~989 | 84.9~96.1 | 94.9~995
<1543y, 80%LL F>
“R (%) *n=3
DV0300 |100.91~101.37 | 99.94~100.50 | 100.35~101.09 | 100.68~101.58 | 100.72~101.39
<95.0~105.0% >
¥ RTBEICKTLIEAEE (%)
OT7 MEXFEF BTN 10mg THEL] i =R, Bt [D65 i (8 1600Lx) . ¥ —L
7 v T TED]
RERTE H =V FRR O
<HHE > K PR A 30 77 Lx-hr 60 J7 Lx hr 120 77 Lx-hr
Yk n=10 Xy v THER | Fr v THMER | Fyv o THMER | v v TEENR
l ) n:
o e w RFELMBAR | AT HBAG | AT 8BAG | KT 4 5BAAR
<F oy y TERORT ¢ #A3 | DV0300 . ) . ) . ) . )
. ) RERAOFES 7 | REAORES T | REAORES T | RNEHOWE A~
HEARBHOE S 77 K>
LA LA LA LA
WHPE (%) n=6
DV0300 90.9~94.8 89.5~94.8 87.4~93.8 82.6~93.1
<1543, 80%LL k>
&8 (%) *n=3
DV0300 | 100.91~101.37 | 100.06~101.23 | 100.97~101.64 | 100.47~100.84
<95.0~105.0% >

% SRR A AR (%)




R FEHIE - 2018/7/2~2018/10/15

OF7 FEXFEF N SN 25mg THET] HBALE 40°C [, [UBEAR]
AERIE H =R PRAFHIM
<HiHE > &5 BH IR 2 15 H 24 A 3 H
HEdk n=10 Xy TR | Ty TEHHS | Ty TEHS | Ty TS | T v TEHR
Y ) n=
e s . HEaAEY, | §EAREY., | HafEY. | §eREY. | HeRE.
<F ¥ TEDHOAEY], N R R R N
N . DV0300 | N7 4B E | AT A FBA | DT A HBE | AT 4 ERA | AT 4 FAHA
RT3 AOAREH O . ) ) ) )
. BAREFAOW | BRBHOM | AREFHOME | BREFOME | AaAREH O
]
51 7 H A% | A% | A% | 7 7B ILE
EHME (%) n=6
DV0300 | 88.7~97.1 88.8~95.8 94.6~99.0 90.9~96.7 | 96.3~101.5
<1574y, 85%LL E>
8 (%) *n=3
DV0300 |100.09~100.75 | 100.36~100.60 | 100.48~101.17 | 100.10~100.57 | 100.98~101.37
<95.0~105.0% >

5 FORRICHT B ERE (%)

OT7 FEXEF I 7N 26meg [HET| HEALE

25C - 75%RH

B, B

AERIE H =R FRA7 1R
<Kk > EE BH AR EE 2 1% H 2% A 3% A
i 10 Xy TN | Ty T | Ty D | T v D | Ko D
| ) n:
e e . HArEH, | FOREH, | FARER, | FRREH, | HaREN,
<F vy THBHFORENR, N N e e e
N . DVO0300 | N7 4 #3H | T 4 EAA | BT A EHAH | AT 41 H | BT 4 #53HE
RT 4 ERAS A EARB O S . . . . .
. BARFEAON | AFRFEHOME | BAREHOME | BAREF O | fARFEH O
]
1 7 LA B 7 A B 7 ILA| B LA B 7 IA|
M (%) n=6
DV0300 | 88.7~97.1 88.0~96.1 91.7~98.4 86.0~96.7 | 96.3~101.7
<1574y, 85%LL >
8 (%) *n=3
DV0300 |100.09~100.75 | 100.29~100.72 | 100.02~100.64 | 100.23~100.85 | 101.63~102.02
<95.0~105.0% >
X RABEICKHTHAEAER (%)

O7 hEFEF N TN 25mg THIET) WA =g, Bt

R AS Y2

[D65 S (% 1600Lx), > ¥ — L

<95.0~105.0% >

ABRIE H 2k Fange 't e
<HHg > +H5 BR IR IR 30 5 Lx-hr 60 /7 Lx-hr 120 7 Lx-hr
PR n=10 Xy v TENE | Xy v TEHNE | v v TEHRE | ¥ v THRE
<F v v TEBNFOARFET, DV0300 EARFER, AT 4 | ARERA, RT o4 | BRER, A7 1 | ARERA, AT«
KT 4 B A RARTEHORE WA ABREN | BPAEREY | SSNEAFREY | HSEAREY]
7/ > DR 7' NVH | OWHTvAH | OFHTwAH | OBEA T EILA]
M (%) n=6
DV0300 88.7~97.1 89.5~95.3 91.0~95.5 91.7~93.8
<1574y, 85%LL >
“E (%) *n=3
DV0300 | 100.09~100.75 | 99.95~100.93 99.94~101.13 99.50~100.02

X FTRRISHT 2 EHE (%)

10




HRERESEHARL] - 2018/7/2~2018/10/15

O7 MEFEF U AT E/N 40mg THET) HWoOtE 40C Y, [UERRR]
ARERTE H ok PRI
<Kk > EH5 BH AR E 2 1 1%H 2 % H 3% H
YA =10 Fry Tk | Tx vy TEHE | Ty Tk | Ty THE | Tx v TEHK
PN n=
o e ORT 4TI | ORT A #50 | DR T 4 T | ORT 3503 | DR T o« Fi A
<Fx v TEHERRT 1 EH | DV0300 }
. X HFOAEHO | EERERAD | FAREHO | FEREHO | FERNEHO
HOARBHOM S 72 LH > )
D 7 /K| | 8H 7R | 68K | B 7R AHE | BT R
WM (%) n=6
DV0300 | 90.1~99.1 91.1~96.5 95.2~98.9 91.3~95.9 | 95.7~101.0
<15 %y, 85%LL >
8 (%) *n=3
DV0300 |100.14~101.48 | 98.93~100.46 | 100.37~100.76 | 100.34~100.82 | 101.58~102.19
<95.0~105.0% >
X RABEICKHTAEAE (%)
O7 bEXEF U TN 40mg THET) #@iE 25C - 75%RH  LEOE, BH
BRI B =R PRAFHAR
<Kk > EE BH AR EE 2 174 25 H 3% A
Mgk n=10 Xv o TEE | Ty TEHE | Ty TEHE | Ty TEHE | vy T
| ) n:
o e ORT 4D | BART 4B | R T 50 | ORT 4 5B | AT 4 A
<F vy TR OVRT 4 5643 | DVO300 | .
. R FOAREHO | FEREWAO | HFRREHO | HAREHO | FEREHO
HOARBHOM S 7 LFH > ) )
87 72 VH | 8 LA | B e VA | B VA | B LA
WHME (%) n=6
DV0300 90.1~99.1 90.3~95.8 93.6~100.6 92.4~97.9 92.0~102.2
<1545, 85%LL E>
R (%) *n=3
DVO0300 |100.14~101.48| 99.60~100.33 | 100.25~100.69 | 100.25~101.27 | 100.90~102.15
<95.0~105.0% >

X EREBICHTIEER (%)

OT7 MEXFEF U BTN 40mg THEL] B =R, Bt [D6e5 i (8 1600Lx) . ¥ —L
T T TEY]
HBRTE B 7 k N
<JHRE > sy BRLAIRE 30 5 Lx-hr 60 5 Lx-hr 120 5 Lx-hr
MR n=10 X vy FTEHEOR [Fv v FTHEOR |F v v THEOR |Fv v FTEEOR
<F v v TERORT 1§43 | DV0300 |7 4 MR HARE |7 4 BN ECARE |74 BB HFORE |7 1« BN EHORE
FORGEHOE S 7 LA > B Rl B 7 VHK B O A 72 L H| (oS 7K (Bl H 72 |
EHME (%) n=6
DV0300 90.1~99.1 89.3~99.8 90.2~96.8 90.1~92.9
<154y, 85%LL k>
“ (%) *n=3
DV0300 | 100.14~101.48 | 100.11~101.24 99.50~99.92 99.11~99.59
<95.0~105.0% >

X FRRBICHTOEAE (%)
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7. RABERUVBRROREN
%Y LR

8. thFlLDNEEEL (MEIEFENEIL)
BN

9. BHM
(1) FEHiHR?

<7 rEXEFUATEI10mg THEI] >

BIEEIES DY FIREMZRER AT A BT A L EO—EFYUEIZDWT CER 24 42 H 29 H

%0229 % 10 =)

AR

Wil AARKDTT  WHRERE

X RE

EEFH

[l N OVRBRIK  50rpm (pH1.2, pH3.0. pH6.8, /K). 100rpm (pH6.8)

Al ]

- pH1.2 (50rpm) T, FEUERLFIK OARGITE HIT 15 50 LANIC ) 85% UL EIRH L=,

- pH3.0 (50rpm) T, FEAHERIFINR OARMIZE HIC
- pH6.8 (50rpm) Ti, EEHERIFI N ORI E HIT

15 43 LANIZ ) 85% LA FiwH L7z,
15 43 APNIZ ) 85% LA B Lz,

- /K (50rpm) Tik, FEHERIF K ORI E B 15 45 LLNIC ) 85%LL B L7z,

- pH6.8 (100rpm) TiX, [FFERIKD 50rpm DO H

85%LL FIRH LT=7-% . RERZEIE LT,

BT, 15 S APICEEERLAL, Al & B I

Vb, RO HZEE 2 5 1ERA] (A FF77 7078/ 10 mg) LB L7ZRR, B TORBRIKICE
WT TRFEEIE O LY AR ENRBR T A T4 ) OHELEISES LT,

B (5

EHE (%)

pH3.0 (50rpm}

—_—— 7 FEFEF AT 10mg THETL]
&=t T3>0 7‘!‘_7J|/|1Omg

(B )

BHE (%) pH1.2 (50rpm)
100 | _ ~ —n ||100 }
80 80 r
60 60 r
40 + 40 r
o0 L —— 7 FEFEF AN TE)L10mg THEL) 0

- =2 ZFZHN I 10mg

0 ¥ L L 0 *
0 10 15 0

10 15
B (5

EHE (%)

pH6.8 (50rpm}

EHE (%)

7K (50rpm)

12

100 | 100 |
80 80
60 60 L
40 40
20 | f——TF+EFEFANTEI0Mg THEL] 20 —e— 7 FEFEF O IEIL10mg THET]
0o = 2=2FFF5HIEI10mg 0 -4 =2 37507 EL10mg
0 15 0 10 15
B () BER ()
(n=12)



<7 hbEFXFEFUHhFEIL 40mg THEI] >
BIREIR S DLW EHRI SRR T A T4 VOISOV T CER 24 452 A 29 B 3RAe%HE
% 0229 %5 10 &)
FRER S
iE  AARERS  WHEERE S RVE
(IR N OVRBRIK  50rpm (pH1.2, pH5.0. pH6.8, 7/K). 100rpm (pH5.0)
CHE]
- pH1.2 (50rpm) Tid, FEAERHFIKROARMITE HIZ 15 53 BANIZ Y] 85%LL EiAH L7,
- pH5.0 (50rpm) T, FEUERLFIK OARSLIT E HIT 15 50 ANIC ) 85%LL BRI L=,
- pH6.8 (50rpm) Tid, FEAERIFIK ORI E I 15 53 BANIZ Y 85%LL EiEH L7,
« K (50rpm) TIE. FEERIEI KR OUARSIE E H1T 15 2 LAPNIC ) 85%LL BRI L 7=,
- pH5.0 (100rpm) Tid, [FFREIKD 50rpm OIEHFER T, 15 53 AWNICEHERLA] AdL & BT
85%LL LR Li7-9, #BRZAm LT,

L b, REOE B ZAEERA] (X F77 778/ 40 mg) L H LR, 2 ToRBRIRICE
WT TRFEEI GO AW AR FRFEERR T A T4 ) OHELREIES LT,

(Vs Ho i)
BHE (%) pH1.2 (50rpm} BHE (%) pH5.0 (50rpm)
100 100
80 80 r
60 60 r
40 t 40 | /
20 | —e— 7 R EFEFNTEIMNG TBEL || 20 | Jf/—e— 7 F EFEF A TIEIL40mg THET]
o =& =2 +373071EI40mg 0 =& =2 3T 3HFE)40mg
0 10 15 0 5 15
BEfE (50 BFfE (530
BHE (%) pHB6.8 (50rpm} BHE (%) 7K (50rpm)
100 100 r
80 80 r
60 60 r
40 t 40 | /
o0 | —e— 7 L EFEF N TEI40mg THETI || 29 L —— 7 EFEF AT T)40mg THEDL]
- & =3 5757 7€).40mg - & =2 FFFIHFTIL40mg
0 L' 1 1 0 L' 1 1
0 10 15 0 5 10 15
B (50 bl (49)
(n=12)

13



(2) EENR 280 ERRA O L7 r0 R SRR

<7+ EXFEFUATEILS5SMg THET] >
7 hEXETF AT BN bmg [HIET] (X, 5 ENRR 280 BERA O AW 70 5 SR T A
R4 (CERL 24 42 H 29 B SEAHRATE 0229 4 10 5) | ([ZHESE, 7 MEXF®F UL
10mg [HET] ZEERFIE Lzl & EHEHNE L, AWFNICEE LR ST,

B SA
i AARSERST  WHRERE SRk
[AldR % K OVRBRE - 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) TiE, EHERFIL ORI E HIT 15 3PS 85%LL Ry Uiz, F7-ickit
HRERL (15 49) 12T DR DOE 2 DESHFRIT, RO 15%OHIHZE 2 56 D0 12
i 1ELL T T, £25%D#iIFHZER 5 H DN e ol

- pH5.0 (50rpm) TiE, EHERFIL OARGITE HIT 15 3PS 85%LL F¥sH Uiz, F7- ikl
BEREAL (15 43) 1281 D AR DOE 2 DEHFRIT, RS OFE R 15%OHIPHZE 2 5 6 D08 12
i 1ELL T T, £25%D#FHZE R 5 b Db ol

- pH6.8 (50rpm) TiE, EHERKIL OARGITE HIT 15 /3PN 85%LL FisH Uiz, F7- ikl
BERER (16 43) 1281 DARMOE 2 OEEHIZRIL, AREONFEEEEHIR £ 15% OHIPAZEZ 5 b DN 12
e 1{ELL T T, £25%D&#iHZE R 5 b Db ol

« K (50rpm) TiE, HEAERIAI N OASIE E HI 15 23 LAPIC ) 85% LA BIAH U7z, & 7z i Hrls iy
(15 43) 1B A RO 2 DEEHEFRIL, KO VEEEHE L 15%OFFHA LB 2 5 S OH 12 ff5H
1{ELATC, £25%DHPHEHEZ 2 b DD Te,

- pH5.0 (100rpm) TiZ. [FFERIKD 50rpm O HFRER T, 15 /3 APITEEHERA] AL & B I
85%LL LIsH L7-7-8, HBREEIE LT,

VL b, RSO Es) 2 R ERE] (7 hEFEF 70 10mg THET)) LB LR, &2 T

DOFRBRIRICBNT [EENEA DO BRI OAYZRRSEMERBR T A BT 4 ) OfEELEICE
Ll b, EMFRICREGE L R ST,

14



(¥ HH Hfr )

FEHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 | 100 |
80 80
60 | 60
40 40 +
o0 | —e— 7+ EFEF AN TEIILSMg THET) o0 L —e— 7 FEFEF AT EImg THET]
0 & -+ -7 FEFEFUANTEIL0mg [BET] o & -t =7 FEFEFAOTEII0mg THET]
0 10 15 0 5 10 15
BFE (59) BFE (59)
FEHE (%) pH6.8 (50rpm) EHE (%) 7k (50rpm)
100 | 100 |
80 | 80
60 | 60 I
40 + 40 +
o0 | —— 7 FEFEFUATEILSM HEL) 20 | —— 7 EFEFUATEILSMg TBEL)
o & - & =7 FEFEFUNIEILI0Ng BET] 0 o - & -7 rEFEFUNTEIL10mg TBET)
0 10 15 0 5 10 15
BFE (59) BFE (5)
(n=12)

<7 bEXFEFUHATEIL 25mg THETL] >V

7

FNEXEFUh TR 25mg [HIET ) &, &8N D80 BEIRRE O AW A1 R R BR H A

RIA4r (CERE 24 422 A 29 H  SEASATS 0229 5 10 B) | ITES%x, 7 hEX®BF U S
40mg [AET)] ZEERA L Lz &, IEHEHNE L, AR L RSz,

BRI

EE  AARIFS  WHRRE S RUE
[EIHREO % ORI : 50rpm (pH1.2, pH5.0. pH6.8. /K). 100rpm (pH6.8)

CHIE]
- pH1.2 (50rpm) T, FEAERLEIK OUARSITE 1T 15 40 LANIC Y 85%LL FIRH Uiz, 7kt

BREA (156 43) (2B AR O 2 OVEHERIT, RO FEEHER 1% DOFFHZE 2 5 H D) 12
fE 1 ELL T T, =26%DFHEE 2D b DI 72h-o T,

- pH5.0 (50rpm) T, FEHERIFIR OARSIZE 12 15 2 LANIZ ) 85%LL B Uiz, F 77—kt

BRIREAL (15 47) (2B AR O 2 OVEHZRIX, RO R E16%DFIFHZ B 2 5 H D) 12
fE 1 ELLT T, =26%DFHEHEB D b DR 2o T,

- pH6.8 (50rpm) Tik, FEAERIFI R OA ST & HIZ 15 43I ) 85% LA EIRH LTz, 72kt

RERL (15 47) ICBIT 2 ARMOE 2 OFEHFIL, RO FEEHRE15%DOHPAZE 2 5 H O 12
i 1 ELLTFC, =26%DEFHEHE 25 b DB T,

- K (50rpm) TiE, HEMERA R ORI L HIT 15 53 LANIZ ) 85% LA BEAH Ui, F 7o A& bhigiing

Ao (15757)  (ZRBIT DARMDE 2 DEHERIT, AR OFEEHR L 15%OFH 282 5 b D)% 12 {8
LT T, £26%DFHZE X D b D R-oT,

- pH6.8 (100rpm) TiL, [FEFERHED 50rpm O HFER T, 15 43 AIWNITEEERIA] . AR5 & 6 I FH)

85%LL BisH Liz7o o), HBRAEME LT,
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Pl AR OEHZFE A RS (7 FEX | F o A7 40mg THET)) LB LR, 2T
OFRBRIRICBNT [EENRR DR 0O0EERE O ZR RN T A KT A ) O EHLME|#
BLIEZ e, AWEMICRASE LRI N,

(Vs H )
BEHE (%) pH1.2 (50rpm) BEHE (%) pH5.0 (50rpm)
100 } 100 }
80 80
60 60
40 t 40 t
o0 L —— 7 FEFEFUNTEIN25mg THETL || o9 L —— 7 F EFEF AT EI25mg THET)
o~ & =7 FEFEFUNTIEIL40Mg THET) o =& =7 FEFEFUNTEI40mg THET]
0 10 15 0 5 10 15
Bl (4) Bl (4)
BEHE (%) pHB.8 (50rpm) BEHE (%) 7 (50rpm)
100 } 100 }
80 80
60 60
40 t 40
20 | —— 7 EFEF AT EIL2mg THETL] || 20 —e— 7 FEFEFNTEIL25mg THETL]
o - & =7 FEFEFATEIL40Mg TBET] 0 o4 -t =7 FEFEFUNTELON BET]
0 10 15 0 5 15
B (43) B (43)
(n=12)
10. &F - 2%

(1) FEMNARELGESR - AE. NENRRHLES - AEICTHATHHER
Y L
(2) %
(7 FEXFEFUhFTEIL 5mg TBHEIL)
140 17/ [14 7 7E/LX10 ; PTP]
(Z FEXEFUATEIL10mg THEI))
140 1 72V [14 1 7B/ X 10 ; PTP]
(7 FEXEFUHTEIL 25mg THEL))
140 7 7V [14 1 7B/ X 10 ; PTP]
(7 FEXFEFUhTEIL 40mg TEHETD)
140 1 7/ [14 7 7E/LX10 ; PTP]
(3) PlEBEE
Y LR
(4) BRROME
PTP : ARVt = RV Znva ) 7rdncTF L@ ET VA, TV =T LE
=R N R = il PR P VN

1. ARSI HEME
MR L

12. Z0fth
G L

16



V. ARICEYSEE

1. BREX TR
EE KK 28RS (AD/HD)

2. DEXFHRICHETHIE

5.8 EHRICEET HEE

5.1 6 AT DO BE T T D AR V22X LTy, [9.7, 17.1.1-17.1.3 ]

5.2 AD/HD D2 iiE, KERGHHE S ORSHEEOZW « fidt~==27 /1 (DSM ™) FOIEERT

sz L 7o Wi BB IC S DS EEICHEM L, BEZTW TS B ICo&KET 52 L,

) Diagnostic and Statistical Manual of Mental Disorders

(fifs)

5.2 AD/HD O #ZiiZ DSM <° ICD*?D K 5 7o The Nz L 722 Wi MBI LS W T EMET 2 2 &
k. ENAMEARBRIZ VT, AD/HD OZ2WiE DSM-IV 2 Wr L B 2 B T L7z,
S International Statistical Classification of Disease and Related Health Problems :

PR K OV e et R D [T B e 40 2

3. RERUVHE
(1) BERUVAEDMER
(18 MEAHDBE)
WL I8 A O BRF X, T hEFE®F L LT1HO5mgkg LVEAEL. ZD% 1 H 0.8mg/kg
EL, &H121H 1.2mg/kg £ THREL7=%. 1 H 1.2~1.8mg/kg THERFT 5,
L, HEF1VEBU EOMBEEZH T TITO> 2L L, WTHOESGEIZE N TEH 1 H 2[NS

FTRAKET 5,

B IERIC KV EEHERET 525, 1 HEIE 1.8mg/kg XiE 120mg OWFovb i Az 720
Z &,

(18 MU LDEE)

W, 18 WU EoBFIIL, 7T hEFEF L LT1H40mg LVBBL, 0% 1 H 80mg £
THIE L7-%. 1 H 80~120mg CHiRFT %,

72721, 1 H 80mg £ ToOH&EIT 1ML L, ZO%OE&E!IT 2 EMU EOMBEEZHITTITH 2 &
EL. WFROFERIZENTSH 1 H 1EXIE1 A 2 BT TROKET 5,

7ed, FERIC KV EEHERT 523, 1 H&IEL 120mg #2202 &,

(fiRa)

18 LA EOBEIZBW T, AAIOE GOHIITHLIR R A EF R, BFBRBEEOFERELEN
FHELLT W &0 D, #E5IAR RO 80mg/ H ~DHEERHIIZI I NS OFEFHORBIUIER L,
VBTG U EMEZ 2 B LS 5% K0 EEMZ T 72l bt 25 2 &,

(2) AERUVHEEORERE - B0
MR L

4. AERUVAEICEET IR

7TRZERUVARICEHET %58

7.1 CYP2D6 [HEIEH A7 5 34 % 54 o B UTBEIIZ CYP2D6 DIFMENR KL TW\WAH Z
EDVHII LT\ D B (Poor Metabolizer) Tid, AFI DM AL LA L, BIERANIHEEL LT
WBZENRH 5720, BHIZEE L QOIEAREICHER WA ICORIEET e L, BEORES
HERCBIZEL, EHEICES5T5HZ L8, [9.1.9, 102, 16.4.1, 16.4.2, 16.7.5 &[]
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7.2 5% (Child-Pugh 3% B) ONFEREREE 283 5 BF BT, BtEH R OHER &%
HHE D 50%ICHEET S Z L, £7/-, EE (Child-Pugh %5% C) DOAFHERERE 249 5 BEICTE W
TIE. BAAG B R OWER B4 8 D 25% 25 2 &, (9.3, 16.6.2 BH]

5. ERERRLER
(1) BERT—EnR\wH5r—o
LR L

(2) EGEREEIEHER

17.3.1 QT MiRI=x 9 51EH

CYP2D6 PM fdfésk A (131 4) (2, 7 FEXEF L 20mg. 7 FEXFEF L 60mg, 7T EREZ
NEN1H 2EERAFKES) T 7 a0 400mg (BPERTIR) BRI O#5-0 4 #1270
A== tQT REREAT 7=, P T FEFTF U BEED EFITHEODFNC QTeM FFE (S
B IR T A b0 QT MIRE(LEZICEZE, FKiiEZ —H ST X—RA T4 b0
RR MFRZ &, KA, TE0 M ONRRRE] X TR 2 [ E R R, B . (R X AR R M OB X TE R %
BEEHR LT HRADEETNVICEVREB L) OEENGED LN, WK H CHEESN D KE
MEEEICBNTH T FEXFEF L0 QTe BIFRICKTT 55820137 F v R & Bl L TR E R D
HHETII RN GEANT—4),

QTcM DRz —H SN —ATA VDL DELBDOR/N"FFHEDOT T AR L OFEDRKIE

ek P51 R TIEREDE

B (hr) [90%{Z /X (msec)
7 FEXEF > 20mgBID 2 0.5 [-1.2,2.2]
7 FEXEF L 60mgBID 2 4.2 [2.5,6.0]
TX 7 nFY T 400mg FY 4 4.8 [3.3,6.4]

QTcM : #FHET MIC X B MIE QT RIFE

1) AFIOAR S - JAEE, UNE 1 H 0.5mgkg LVBIMEL, £D#% 1 H 0.8mgkg &
L., &HIC1H 1.2mgkg FTHELZ%, 1 H 1.2~1.8mg/kg THiRF9 %, AN : 1 H 40mg
LB L, 2% 1 H 80mg £ THIE L2, 1 A 80~120mg THiFF 45,1 ThHo,

E22)EX V7 oY oM REITTELY K< 207D QTeMRDIER & D 7o 72,
QTcF OEF v 7uxHh 7 IR EDET, TXT7aXH oo OMmIEFEE &REEN
boHEREINTEY, ARBROBFEMROM XX 0.00395msec/ (ng/mL) &, #HAEHED
0.0039msec/ (ng/mL) &[RIFRETH Y | SHTREDRIES LT,

(3) AEREGERRRAR
MMER e L
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(4) BRILMHER
1) BERIERAR
(/MR AD/HD %)
17.1.1 B N AR
/N AD/HD B35 (6 sklh B 18 miAii) A XU HENE L7z 77 & AN % i S e b iR 2 ks
W, ANMEOFHEAE TH S ADHD RS-IV HAGER (ERH) A TIXFEDOEELBY Tho

71—:6)\ 7)

ADHD RS-IV HAGEM (EHiH) ORN—R T A b REEBEFE T2/ (LYBC R BR)

N2 & - ) 95%[E4H | p fE*Y
wEr | N FA el ek | = X i) Williams
S TR ) R S R B | (54
= 2= A TR | kMR
7IvAR |61 323 | 96 | 24.2 | 114 | -81 | 7.1
ATX0.5%"1 62| 323 | 84 | 22.7 | 11.4 | -96 | 9.1 | -1.5 | -4.3 1.3 -
ATX 1.2 | 58| 33.3 | 87 | 225 | 10.3 | -10.8| 6.8 | -25 | -5.4 | 0.3 0.037
ATX 1.8 |60| 315 | 7.8 | 198 | 9.0 |-116| 88 | -3.7 | -6.5 | -0.8 0.010

N : RO BEM OIERE ATX : 7 FEX®F v GEOHEAL : mg/kg/H)

E 1) ARoEREIN-HEE - A8, VNNE 1 B 0.5mg/kg X 0Bt L. D% 1 H 0.8mg/kg
EL.EHIZ1 H 1.2mgkg £ TH&E L%, 1 H 1.2~1.8mg/kg THERFT %, B A : 1 H 40mg
XUBHAL, D% 1 H 80mg £ CHE L7=%. 1 H 80~120mg CTHEFFI 5, TH D,

1 3) ZMOMEEXEIZ, N—A T 1 a2, BEHEERE T 50O ET VEHWT
BehREE 7T /AR L O RICESEE NS,

H4) pfE () X Williams HEIZ S B S,

7 hEXFEFUEEG SN 183 it 92 4] (50.8%) ICRIWERNER® vz, EREWER (5%LL
) 13EEE (11.5%. 21/183 #4]) . AAEOE (11.5%. 21/183 fi) . fHIE (9.3%. 17/183 fi) . H.(»
(7.1%. 13/183 ) THh 7=, [5.1. 9.7 ]

(At A AD/HD £:&)
17.1.4 EFRFRSE 11 FAEAER

A AD/HD 3 (18 Ll b)) 2R3 ICEMm L= 7 7 v A%l —EmEEREEF BRI N T, A
BME DT R EE Td % CAARS-inv : SVAD/HD JERB A a7 IZ FRDO LI Tho72%),

CAARS-inv : SVAD/HD JERI A T T D= F A )L BIER £ T2k (LYEE )

A e LB HS5) 95% 511 W5)
g | N L Zar | mes | RER R epges | P
S — T | o
li i i i | kR
77®AR [195] 339 | 75 | 25.1 | 11.2 | -8.8 9.6
ATX 191] 33.2 | 7.8 | 189 | 10.2 | -14.3 | 104 | -5.78 | -7.66 | -3.91 | <0.001

N : RO GEM OIEFIZE ATX : 7 hEXFETF
H5) p M, ZROMEEXEIZ, &5 EE2ERK, X—RA 74 2B LT 5080t T
MEESEHH ST,

T FEXETF UGS 193 fit 142 1] (73.6%) (ZEIWEHGEO bz, EREITER (10%

PLE) 13EL (40.4%., 78/193 ) . BAKECE (22.8%.

HNEZHE (10.4%., 20/193 fiil) Th -7,
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2) REeHAR
(/MR AD/HD £&)

17.1.2 BRE I HEPREREHR
/N AD/HD B (6 5 Lh b 18 fRii) & BIcEE Lz 7 7 AR R HE R AR 2 5E T
U7/ &t G FEi U 7= Rk 53 8RIc B\ ¢ ARMEDREMRE CTH 5 ADHD RS- IV
HAZERR (EAIH) 2 a7 OWBIZTTED LI Thot2?),

ADHD RS-IV BAGERR (EAIH) A =27 oH (LYDA 5

IO N ) TR 72
0 228 22.2 10.4
0.5 221 21.7 10.2
1 204 19.7 9.8
3 206 16.4 9.6
6 169 14.8 9.6
12 146 12.7 8.4

N 1 B R DIRAT 6 SR D JE 15

7 hEXTFUEEE S 228 It 155 5] (68.0%) IZEIER RS b d, FEREIWER (10%LL
FFEE) 13FEE (18.9%. 43/228 #]) . HIR (13.6%. 31/228 #5]) . &AKHIE (11.0%. 25/228 i) .
fE%e (10.5%. 24/228 ffl) TH -7z, [5.1. 9.7 ]

(A A AD/HD £%&)
17.1.5 EE#RE I BRARGR 5
A AD/HD B3 (18 A b)) #xtSIcEi L= 7 7 B A% EEREM Rk 2 2 T L B3
Ze RGN U 7o Rk fe i 558 T ARIIE ORI RS TdH % CAARS-inv : SV AD/HD JiE
WA a7 OWBIZT FTEOLEEBY THo72' 0,

CAARS-inv : SVAD/HD JEKI A 27 OH#HR (LYEK iREx)

i (A) N e AR 7=
0 211 22.2 10.9
0.5 211 20.9 10.6
1 206 19.3 9.9
1.5 203 17.9 9.8
2 200 16.7 9.5
3 190 16.4 9.3
4 175 15.4 9.3
5 173 14.8 9.1
6 163 15.0 9.6
7 155 14.1 9.0
8 149 13.5 9.4
9 144 14.3 9.5
10 140 13.8 9.4
11 138 13.2 9.3
12 135 13.1 9.5

N 1 B R DIRAT 6 SR D JE 155
LYEK #tlk O35 BR sa e (LYEE 38 T 10 BARR) Z2%5 05 A & LT,

7 hEXEFUEREES SN 211 Fild 139 i (65.9%) ICEIERNED vz, E2EIER (10%LL
) ITELL (42.2%. 89/211 ). O (12.8%. 27/211 #]) Th -7,
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(5) B&E - WEAHRR
AR L
(6) ammfEr
1) ERANERE (—REABERE. BEEARERE. FARBLERE) . RERFBET—4A
—RRE. RERTREBRABROAR
FMER e L
2) RBFH L L TEEFEONEXITREL-GE - HEROBE
YL
(7) =0ttt
(/MR AD/HD $£&)
17.1.3 S+ EE I 1EEER
SMED/NE AD/HD B3 (8 mkbA I 18 mfoRiis) 2RI HEN i L7277 & At B B B M iR
WZEBWT, BT R )E TH D ADHD RS-IV-Parent: Inv AR 2 T3 TRDO LB ThHhom1 -

12)
o

ADHD RS-IV-Parent : Inv D_X— 2 T A S EfEI 2 £ T2k (LYAC R iR)

i N N—RAFA R BRI 2 p fiE™"
)| ERERAE | P | RS | P | PR RS
77kA | 83 | 383 8.9 32.5 13.8 -5.8 10.9
ATX 05" | 43 | 40.2 9.6 30.3 15.2 -9.9 14.6
ATX 1.2 84 | 39.2 9.2 25.5 13.8 -13.6 14.0 <0.001
ATX 1.8 82 | 39.7 8.7 26.2 14.8 "13.5 14.5 <0.001

N : S ROFRHTRIGEM OIEFIR ATX : 7 hEXtvF > KIEDOHENL : mg/kg/H)

E 1) AAOKBSAE - HEIE, UNE 1 H 0.5mg/kg L VBt L., D% 1 H 0.8mg/kg &
L., &5I21 H 1.2mgkg FTH&EL%. 1 H 1.2~1.8mg/kg THERFT %5, AA : 1 H 40mg
XUBHAL, D% 1 H 80mg £ CTHIE L7=1%. 1 H 80~120mg CTHEFFI 5,1 TH D,

H6) pfEix. IRBRERM., #5#, CYP2D6 fUHREA K, _X—R T A 2 WE R L3 5 55000
ETFNOE/N T ERNTT 7R EOXEIZ X Y EH L, Dunnett ® 5% AW TELE
Pz TR LTz,

T REXEFUEREGE SN 211 HilF 98 4 (46.4%) \ZREIWWER RO biviz, EREWER (6%LLLE)

IXEE (14.7%. 31/211 ) . BEKEOR (8.5%. 18/211 fi) . fEIR (6.6%. 14/211 #) . EH- (5.7%.
12/211 ) Toh -7, [5.1. 9.7 ]
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VI. EHEEBICEYHEE

1. EEZFNICEEHSILEVRIILEME
RS2 HfIlIEE,. IRMY 2 LT RLF U U FEY AL R E SR
HE  BEOH HEMONEE - RS IL, HFITORMCELSRT L L,

2. EIEER

(1) YEFAEREL - 1EFRABF
BERIC BT B FMEZIZMIERD /LT RLF U v b T v AR —Z — 2% % BRI E/EH
DG LTWAZ ENAHEMEE LTIEEZOND b OD, HlALKFIZIAATHS 2,

(2) EpEEMITIHBRE

18.2 EIE/EMH

18.21 €/ 7IVRYRAABEER (in vitro)
T REXFEF LT Y MM T T R —b~D VT RLF U U AR ERINCIHE L Ki:
4.4mmM), 7 hEFEF LD/ AT KLU VRDGAZBEERITER h=0 KON R/S VED A
AP EERICHEE LT 30 FU BRI TH 72, 2B, 7 M EFEF ISR CEDEZ R
RICIHIE & A EBRMEZ R S Ao 72t ),

18.2.2 £/ 7 VY AAMEEMER (in vivo)
7 hMEFEF AIMREFEICLD AT LU KB EE L7722 (EDso : 2.56mg/kg, p.o.). &
0 R = RRBICR L TIRIE L A ETER 2 R E R o721,

18.2.3 #ifast €/ 7 I VREIZRIZFTEE (invivo)
7 hEXEF IATHATEICBT S AT FLF U U RN COMIANEE 2 A EIC B S
722 (0.3~3mg/kg, ip.). BREECHALITE T DM R/ L REITITREE KT S 720
Y

(3) {EFARTIEME - FH5ESR
MR L
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VI. EHEBRICEYSEE

1. mMAREOHR
(1) AERLEAMGOLPRE
BRI L
(2) RSB THERSIA-OHRE
16.1.2 BRIk E
CYP2D6 EM R AIZ T hEFEF 2 10, 40, 90 Xi 120mg # H[EFE 055D Lz & & Dk
I MAE PR (Cmay) KOUMSEPRE MR FHiAE (AUC) (X, #5EICHp LTz ®),

#: 1) CYP2D6 EM R AICT FEXFEF U AHEROKE G LIz EO7 MEX|v T 0Ky EhRE

FHI T A= [FAEEE (CV%) ]

&5—5 AUCO-oo Cmax Tmax T1/2 CL/F
= (1 g+ hr/mL) (ng/mL) (hr) #? (hr) 9 (L/hr)
10mg 1.25 3.46
574 2 110. 2 29. 43.
(n=22) 0.574 (70.2) 0.53 (33.2) (0.50~2.00) (1.85~6.61) 93 (43.0)
40mg 1.00 4.12
2.51 ) 478. . 21.18 (47.
(n=21) 51 (68.5) 78.36 (33.5) (0.50~4.00) (2.09~7.06) 8 (47.0)
90mg 1.75 4.01
5.30 (54.2 920.03 (33.1 20.50 (39.3
(n=20) (54.2) (33.1) (0.50~6.00) (2.16~7.03) (39.3)
120mg 1.00 4.27
(n=19) 6.43 (37.5) |1086.23 (30.6) (0.50~4.00) (2.86~6.93) 21.43 (38.7)
GE 2) Tmax: EP;%{@ (%ﬁ)
7 3) Tye : BNEHME (FEPH)
16.1.3 REEK{E

CYP2D6 EM {7 Xt F 2 1[0 40mg XL 60mg Z 1 A 2[5 7 AR KER A5
L7z & & omBEPREL, #EE G 1 REFZICZENZEI Cmaxd27.34ng/mL X T 615.52ng/mL 12
L7, E#EGRGEN O 24 FECEFIRREICET 2 & Tl S, KERGRHCB W TRER
5K 1 BEfE]# 1T Cmax604.52ng/mL &% O 874.33ng/mL [Z3E L 7= 9,

# 2) CYP2D6 EM R AIZT P EX BT U A KERAKLG LI E20T FEX®BT U OEYHERE
) RT A =& [FEEE (CV%) ]

&5‘% &5‘ AUCO-H Cmax (ng/mL) Tmax (hI‘) Y
(g« hr/mL)

40mg (n=10) )| 1.95 (38.3) 427.34 (33.9) 1.25
(0.50~2.00)

40mg (n=10) A 2.47 (42.0) *? 604.52 (35.3) 1.00
(0.50~1.50)

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

60mg (n=9) i | 3.73 (41.8) P 874.33 (26.2) 100
(0.50~2.00)

£ 4) Tmax @ PRAE (FHEA)

# 5) AUCo-

E 1) AFOARRBIN-HE - BEE,

[N

:1 H 0.5mg/kg XVBtAL. D% 1 B 0.8mg/kg

EL, SHIZ1H 1.2mgkg FTH&ELZ#%, 1 H 1.2~1.8mg/kg THFRFT 5, A : 1 H
40mg L VBRMR L, FD% 1 H 80mg £ CH{E L7=%. 1 H 80~120mg CTHERF 5,1 Th
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16.1.5 £MFEHIRIFEFER

1) PrEXFEFUHTEIL10mg THETI]

BREIRLOEY LR SRR A R T4 VEO—HEEICONT (k2442 H 29 B SRA%
A% 0229 55 10 5)

7 hEXEF U TEL 1I0mg [HIET] KORARNFZT T A7/ 10mg &, 7 2 AA—/3—JE|IC
rovzhEhn 12 78nr (7 bEXEF L LT 10mg) EERA BMEICHEBEERE 085 L i
7 FEFEFUVRELZHEL, HFoNTEYEE T A —% (AUC, Cmax) T2\ T 90%[5
FE X VRS CRERHIENT 21T o 725 . log (0.80) ~log (1.25) DOHPHNTH V. WiHl DALY A
RIS R Szt 7,

KW T A =4

HE ST A—H BENT A —H
AUCo_24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

7 FEXET I TN 10mg
415.6+131.1 | 111.1+34.5 0.80*=0.52 2.97+0.59

THETI)
2 h5FFHFE)L 10mg 417.0+141.1 | 110.6+41.9 0.72+0.32 3.07+0.63
(17 ELEE, Mean=S.D., n=24)
(ng/mL)
150 - o7 hEXEFLATEI0Mg [BEI]
%fg -x-ZXMNZTFZTHTEILI0ME
5 1 /71 IL35, Mean=S.D., n=24
7 |
h 100
T
X
p
7 504
el
U=
B
O : N
0 18 24

R (hr)
LA T SR AD s HE R

AP NS AUC, Cmax FFD/NT A —2 (3, #ERE OZIR, R OTRIUEIEL - RS O Rk
R L > TR D ATREMEND 5,
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2) FrEXFEFUHATEIL 40mg THETI]
BIREIREOED LRI EMRR D A R T A VO IEICONT (P24 42 H 29 H &
FEAFE 0229 %5 10 =)

7 hEXFEF TN 40mg HET] KOANTT T H 7L 40mg &, 7 17 A4 — "—k(i
rIozhEh 178V (7 bEXFEF L LT 40me) BN A BHEICHEARERAOKS LT
TRy MEXEFUOREAZNE L, HBONICEYEIE T A—% (AUC, Cmax) 22T 90%(5
FE X VR CRERHIENT 21T - 725 4. log (0.80) ~log (1.25) DOFFANTH V. WAl LY FHY
SRR ST,

HBREST A =X

HE/NT A—H BENRT A —H
AUCo_24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

T MEXEF T 40mg
2187.1£1320.7| 450.9£151.9 0.61£0.16 3.42+1.08

A ET
2 N5 F 5 J 7S E N 40mg 2161.6+1295.7| 419.3+130.5 | 0.74+0.20 3.40+1.13
(1 B 7 Eenh, Mean+S.D., n=24)
(ng/mL)
600 - o7 N EXFEF o HTEINA0mg [HEL]
ﬂ]; T -&-ZX NTTTHTEIA0mE
X 1 #7€LE5, Mean£S.D., n=24
ik
k
+
j\:
t
9‘_
>
B
E

R (hr)

i 35 A I B HERS

MAEFPEEENE QN AUC, Cmax D /XT A — &%, #ERE ORI (KK OLREREIHL - FFHE 55 O Rk
R & - TERRD TN D 5,
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3) 7PrEXEFrHhFEIL5mg THEI]
RN BT DR N E A O A LRI SRR T A K742 CERk 24422 A 29 B SEAFEAR
0229 % 10 5)
T hrEXFEF N TN Mg [HEL] X, 7 hEXFEF D7 EN 10mg [HETL] ZE0ERA
Lz &, WHEBNRS SHE S, AWFENCRS LR EREY,
4) P rEXEFUHTEI 25mg THETI)
RN D0 EEMA O FHRIEERB AT A RT7 A4 CFk 2442 A 29 H  SEARAZR
0229 %5 10 %)
7 hEXREF N TEA 25mg [HIET] 1E. 7 hEXFEF LI 7L 40mg [HIET ] ZrEyER
FlE Uiz b &, IWHZEEN RS &HE S, AFRMNICRES%E & s,
(3) ®hiEE
MR L
(4) BE - 6tAEOEE
1) REOEE
16.2.2 BEOTE
CYP2D6 EM f#HEAICT FEFEF L 40mg Xt 60mg & ZE R T R ZICHRIRR O K EED L
L&, EIEEERIC XK > TZMEEHCEE LT Crax 1% 37%H L, Tmax 13550 2 BERTELE L7225,
AUC I[ZITETR O b ivieino 7=, CYP2D6 EM BITIZR T 5 RHEM S EhREMIT Of5 R T, AF
IZE D Cmax DAL 9% THH-7218 HEANT—4),
2) BtRAEOEE
16.7.1 EAREROEVEA L OHE
T FEXEF AL BEREEOTEFALY Y FARE, DTENRL, Tx=mhfr, ULTFI D
b MR ARG RICEEE RIT S e o7z, R BRI, 7 MEXETF o MEEH
MEARICHBE R MES 2o T2 (in vitro) ‘9,
16.7.2 AF L7z =T—FEDHH
CYP2D6 EM EFESANICAF LT =2 =5 — 1 60mg % 1 H 1[5 HREZEAOHRLE L. 7 FEFEF
60mg % 3, 4, 5 HHIZ 1 H 2\ 8 HEEAOFELEY L& 7T hEXFEF LU EAT LT = =T
— hOPFHIZE YD | ATFNT = =5 — N HAIEGRHZEED DAV DS OUGHEE « JE3R B i~
DEBIIHR L 22 - 7220 HEAT—Z),
16.7.3 WAL T2 E— I LDBA
CYP2D6 EM fEEER AICT hEXFEF o 80mg # 1 H 1 [ A G O EFIREET, 174
T—L 200 g EWMAKELIZLE, T hESFEF U EMAT LT ZE— LI L 0 DREED
ME~DEERRD SRR, BTN Thol, 7 FEXEF UAFE FROIEFE T TRAF LT
BT )V AER G L% S DHEIIE L Lo 722D (SMEAT —4), [10.2 B]
16.7.4 YL T2 E—LBRNIE L OHA
CYP2D6 EM fEHE AICHBWTT FEXEF > 60mg 2 1 H 20 5 HREKAKEEY L, 4174
E—/L% 1, 3, 5 HHIZ 5ug/min O T 2 KT TRRNEZ G- Lz & &, A7 & E— L
RPN $¢ 51 HEE IR 9 2 /D 25 OV A T % 5 o0 L 2RISR SRR =22 (SMEAT —
%), [10.2 ]

E 1) ARAOKBINAE - HEIE, UNE 1 B 0.5mgkg K VBB L., £0% 1 B 0.8mg/kg &

L. &5{21H 1.2mg/kg £ THE L%, 1 H 1.2~1.8mg/kg THEFF 5, A : 1 H 40mg
FUBAB L., £D% 1 H 80mg £ THIE L=, 1 H 80~120mg THEFF+ 5,1 TH D,
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16.7.5 CYP2D6 [AE#| & D 6t
CYP2D6 EM OfERER Az S e %> 20mg & 1 H 1 B O GREOEFIREET, 7 hEXk& T
> 20mg & 1 H 2 BIKEROELEEY Lzl &, NaxwTFrtoftfflicky, EFIkgics T3
7 FEXFEF LD Cmax KON AUC 1ZFNEHK 3.5 (5K U 6.5 (FICHEIM L, 0 & & i s
I CYP2D6 PM #EERAICT hEXEF U 2 HARR G L & &0 MmpRE & RRETH o722
GMEANT—4),

£ 3) THREXEFUVHAI I N uxtTF U KRG LIZEEZDOT bEXET U OHEYEIRE T
A =4 (/I R E)

AUCo
o2 Cmax (ng/mL) Tz (hr)
(u g+ hr/mL)
7 FEFEFUHAF (n=21) 0.77 173 3.92
RaxvF oHH (n=14) 5.01 612 10.0

CYP2D6 EM fEFERAIC 7 VA% TF o (ENRAEGE) 60mg 1 H 1[HT7 HEREAHKE., KRIZ
20mg Z 1 H 1[0 14 H## 5, %2 20mgl H 1[a1E 7 hEXFEF > (10, 45, 75mg) 1 H 2
A% 15 &G Lz s &, EM #5E Clx, 7 vA St F U 20425 2 Lick v PM 45
\EWT MEXEF U omEFRENRD SN2, [7.1, 10.2 2]

16.7.6 B®D pH [CEET S XX L D6A
CYP2D6 EM e AICT FEF T > 40mg HEROEEEY | H 250 EA4 A 7T Y —/L 80mg
NI~ T2 U AT NI =0 LKLY 20mL #0FH#%ELZE X, 7 M EXRETF U OAEMFER
FIARIIE Leh 7225 HEAT—4),

16.7.7 S5V S LEDGA
CYP2D6 PM fEEEK AICT FEFEF L 60mg 2 1 H 20 12 AR O#HETY L, CYP3A4 0%k
BHThHHIXY T bmg ZHERRAKG LIz X, IXY T L0 Cnax & AUCo-o3H 16%H 1 L
TEDBRENETICEEND LOTH 7229 WMEAT—4),

16.7.8 TH/ —ILEDHA
CYP2D6 EM fitFepk A\ O CYP2D6 PM R AIZT FEFEF 2 40mg % 1 H 2 [F 5 HH#EA
FeHED L, =& ) —/L 2.0mL/kg (0.6mg/kg) ZHERROEG Li-E &, EHAr—, HEH
AT, MEREENCRENDS =Y ) — VOFIERZT FEXEF U I3EE L EE S L
722" WNEAT =),

1) AFNOARBS NS HEE, UNE 1 H 0.5mgkg L VBHAL, 0% 1 H 0.8mgkg &
L. &5(Z1H 1.2mgkg FTHELZ%, 1 H 1.2~1.8mg/kg THFFT 5, A : 1 H 40mg
SVBIsEL., £D% 1 H 80mg ¥ CTHEE L%, 1 H 80~120mg THEFFI 5,1 TH D,

. EWMEER/NAS A=

(1) fRFHE

DR L

(2) BRILEBEER

LR L

(3) HEZEEEH

DR L

(4) U735 2R

RHERR L
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(5) AR
7 NEX BT RN 5% O A AL 0.85L/kg (CYP2D6 EM fEEE A ) K& 10 0.91L/kg (CYP2D6
PMEFERA) Th Y. S RHIETICE AT 5 L B2 by GHEAT—4),

(6) Z0ft
DR L

3. B&EF (REaL—Yay) &
(1) BFAE

B E R L
(2) INSA—LTHER

M ER e L

4. BRI
16.2.1 #EXREMFRFIRE
CYP2D6 EM } OF PM fREpk AN 31T Dkt AR =R IT 228 63% K TN 94% Th -
7229 WEAT—4),

5. 9
(1) Ii%-fxBF&E@tE
AR L
(2) mi&-paikRIMIEEYE
(Tvil. 6. (5) 4] OHESH)
(3) Eit~nBiTiE
(TVIl. 6. (6) #=3iwm) DESH)
(4) HEHER~DBITHE
AR L
(56) ZnfniBB~DFBITHE
RMER R L
(6) MBPERESFE
7 FEFEF P 150~3000ng/mL OFiFHIZIBN T, in vitro b M ILIEE AFSARITFI98% TH V|
FCT AT I TR T Y,

6.
(1) REEBELR U BRER
MR L
(2) RHICEEET 2R (CYPE) ONFE. F5F
16.4.1 KBBRRUKBEM
7 FEXEF T EICEDAHEESE CYP2D6 I k- TR# SN D, FERRLABEMIT 4 Fax
VERTHY, T Cicov s e riglaaibsind, 48 R UERIET hEXRETF U LIRIER
FEO/NVT R U VB IARBEEAZE T 5 NP REITIEF IRV, 4-8 o URiEE
12 CYP2D6 12 L D ARk &5 23, CYP2D6 IEES KB L TV T, oEFED CYP BEHR ) b EH
N BAEREND GFEAT—%), £7=. CYP2D6 IEMENKIE LIErRE 2 H57- MiFI 7 n
V—LHE AW in vitroiRBR T, 7 FEFEF L CYP2D6 BRERZOFH L TH 4-& Rk
HEARICR L CEIIRD bvedoiz, B MFI 7 v Y — AR OSE#RFIZ AV iz in vitro &
BRiCE V.7 FEXFEF IE CYPLA2 XX CYP3A #7538 L7222 & CYP1A2, CYP3A. CYP2D6
X% CYP2CY #[HE LW 2 LR s =2, [7.1, 10. B#]
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(3) HEEEHROARRUZONE
LR L
(4) RBMOBEOERRGELL, FELE

(TVI. 6. (2) REHCPEGT2EH% (CYP ) Oy 1HE, FEFR] OHBH)

7. Bt

TR AR EIITIZHB T 27 MEX BT o OFEHEEEEIIL, CYP2D6 EM XU PM TEiZh
3.6 BF[H K TN 20.6 BE[E] T o 7=,

TERERR ST R EXEF 2 118 20mg 2 1 A 2 [0 5 AEROFEEED Lzkic, "CHEf#%7 hEx
T F o 20mg FHEIRR O G Lz & X OEEIX, CYP2D6 EM Tl 5% 168 i LAINIZ & 5 &
DHY 96%MIRFNZIZ & A ERGE & L CTHRE S, ISR 2% 03Pt & 4u7-, CYP2D6 PM Tid,
P bt 264 FEREILINIC R G- L7 U BEDK) 80% 2N R HICIF & A EREM & LTt &, #Epicix
K 17% 0 BRI S dviz, F2, RPN OES N HEEED 5 B RE(LIKRITHR 1% (EM) KU 2%
(PM) THV., E#HD 4-&8 kux T hEXETFL-0-7 V7 v U BEAIKRIT 84% (EM) &Y
31% (PM) Tdh-7=21 22 (HEATF—4),

# 4) SE NGRS FVEC MC-7 FEF T 20mg & HERR 055 O U RE O BEHEIEER (%)
[N 24l AR R

7 # JR#E
EM (n=4) *9 95.81+2.16 1.67+0.32 97.48+1.92
PM (n=3) *7 79.92+9.39 16.91+=2.50 96.83+1.09

1) ARIOAGE S - Mk - R,

/U 21 H 0.5mg/kg K VBHAG L, £D% 1 H 0.8mg/kg &
L. &HIZ1H 1.2mgkg £ THELZ%, 1 H 1.2~1.8mg/kg THEFFT 5, KA : 1 H 40mg

FOBtEL., £D% 1 H 80mg F THELZ#%. 1 H 80~120mg THF 42,1 ThH D,
1 6) "C-T FEXtF R EHEL 168 B £ TERHEL L 7= CREM
7)) “C-7 MEXEF L% 264 B £ TERE L /- A& T

8. FIVARKR—E—IZEET B1EH

HEERR L

9. BHFICKIBRER

(TVIl. 10. EEHRE ] OTEEMR)

10. BEDERZEIT HBE
16.1.4 A L BROEMENELLE

CYP2D6 EM fEER A & IR (7T~14 %) OB EIREZ Lk L= R 2R L=,
(B G BZRECTHIE) LOVHEEEIIIFRE TH D Z EWNrREN, KEMELZZ VT 7

A LGB B WA TREENTRD HNeh o722 GAEAT—4),

# 5) CYP2D6 EM AD/HD HIi#E L CYP2D6 EM ik ABE (BaR BB S fET) O 7 &
Xt F L OEYERETFANT A —Z DLl (/N TR L )

Cmax % 8) Cmax,ss & 8) CL/F VZ/F

£E[H T2 (hr)
(ng/mL) / (mg/kg)| (ng/mL) / (mg/kg) (L/hr/kg) (L/kg)
AIE EM 512 524 3.19 0.435 2.01
A EM 569 667 3.56 0.352 1.82

E8) [EKEM-V oG ETHIEL,
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16.6.1 BHEEREFFR QMR HRE
CYP2D6 EM O NEAREREICT FEFEF 2 20mg # HERE ALY Lzt &, REBAE
BEIZBWT, R A LT 64% 0 AUC O KRR H=i3, (KE THIE LIz& 58I
T2 2 LIk T, F0EIT 2% -722Y WEAT—%), (9.2 ZH]

# 6) A L ANBARERE DT P EF BT U OEYBREFAH) T A —F (RN IREMEE)

AUCO'oo Cmax
AUCo-. (i g~ hr/mL) / Cmax (ng/mL) /
* nr/m ng/m
(u g+ hr/mL) "e (ng/mL) &
(mg/kg) *9) (mg/kg) *9)
R A (n=6) 0.469 2.26 86.0 415
BAREHEE (n=6) 0.769 2.80 92.2 336

HE9) REM7- OG5 THIEL,
16.6.2 FF#tREfEF O MBHRE
CYP2D6 EM DO AJFHZARZICT bEXFEF 2 20mg ZHEREAOKEETD Lz L &, hkE
(Child-Pugh %3#8 B) & O'&EE (Child-Pugh 7348 C) IFEZEE 1T W T, ZHENBERER A
bl L C AUC 2359 2 (5 KO 4 fFIcHER L7722 %) BhEAT—%), [7.2, 9.3 B]

KT RN ERANTEEABEOT M EXETF L OEYEREF T A -2 [FEHTEAE (CV%) ]

AUCo-» Crax T'max Tz CL/F
(pg+hr/mL)| (ng/mL) (hr) *' (hr) "W (L/hr/kg)
fEFERY A 0.706 142 1.02 4.26 0.506
(n=10) (67.9) (36.0) (0.50~1.55) | (2.35~8.03) (53.5)
S R 2SR 1.17 116 3.27 11.0 0.208
(n=6) (36.7) (55.2) (0.50~6.00) | (7.85~17.9) (28.1)
ENETIIRT TN T 2.73 126 5.98 16.0 0.155
(n=4) (63.0) (44.8) (0.50~12.02) | (7.21~26.3) (78.5)
1 10) Tmax : H9fE ()
1 11) Te : FATCEEIME ()

HE 1) ARAOEKBS-AE - HEE, UNE 1 B 0.5mgkg K VBB L., £0#% 1 B 0.8mgkg &
L. &HIZ1H 1.2mgkg £ THELZ%, 1 H 1.2~1.8mg/kg THRFT 5, A : 1 H 40mg
KVBAAL, 2Dtk 1 H 80mg £ THIE L7-t%. 1 H 80~120mg CHEFFT 5,1 TH D,

16.4.2 CYP2D6 B FZ2 RN EMEBICRITTHE

SMEO PM EEER A Tik, EM R AR L CEFRIRED T M E Xt F o O M E R
(Cavss) 735%9 10 5%, TEHARIED Craxss 55 5 FEE T 7229,

7% 8) AMENMEFERL A IS T 2 R BREBF SNT H5 7T e TF o Oy EREFH) X
T A= (GREEE (BEBEE CV%))

Cavss Crmaxss
g i (ng/mL) / (ng/mL) / | Tmax (hr) =% | Tye (hr) |CL/F (L/hr/kg)
(mg/kg) 1 12) (mg/kg) 1 12)
EM (n=223) | 249 (58.5) 667 (41.3) |1.00 (0.50,2.00) [3.56 (27.5) | 0.352 (55.7)
PM (n=28) | 2540 (14.0) | 3220 (11.3) |2.50 (1.00,6.00) [20.6 (17.3) | 0.0337 (18.8)

T 12) KEY7- Y O 5B THIIE LT,
T 18) Tmax : FHAE (10 78—F > R, 90 R—F > b )
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1.

HAANCBWT, EM A2 HEIC 321298 L7254 (UM, EM EOVIM %) IM® o AUC 0%
WERBEIT EM 9 (2l U TR 1.4 (5l f&)oto 2F. AARAMNIIT UM TSR e o iz
3D [7.1. 9.1.9 ]

#9) HAA CYP2D6 EM R AICT FEXEF L 120mg Z HERO#FK G L& 07 FExtE
F o DIMEhRE ) R T A — & [FHFEHE (CV%) ]

AUCO'oo Cmax
‘E/Efﬁ%ﬂ:u T (h ) #* 15)
R (1 g+ hr/mL) (ng/mL) v
EM % (n=5) 4.95 (39.4) 861 (23.3) 3.87 (2.85~4.87)
IM £ (n=14) 6.96 (34.4) 1170 (28.9) 4.41 (3.04~6.23)

T 14) # 1 Bz FICESW= CYP2D6 4T @ CYP2D6 HEVE O SEMI A FEIC e » THHE LT,
T 15) Ty : FAEAME (EFE)

xaql:]

16.1.1 CYP2D6 DRI FE DR
ARERFHEICE L, CYP2D6 iEtE & s 7 RUC L W L, RIGHERLT LV 2R ETHT D58 %
AEVE (Poor Metabolizer, PM), ZilLIAh &l {E M (Extensive Metabolizer, EM) &iEF L
77 BARANTIZIPM OEIGR D722 Lot EM % 8B (ZHi0{b L, CYP2D6 OIEENME T L&
{5+ B# 4 % Intermediate Metabolizer (IM) ZE# L7=°%),

#10) EFIcES\W= CYP2D6 4348

CYP2D6 CYP2D6 CYP2D6 it fxf-HI™ 1
FH FHA O ANy (7 LT L)
PM PM ATE MR ARTE PR
UM(Ultra rapid Metabolizer) B T PR R Ry AR

EM T8 T TR Y

EM 1 TP E R AR R
™M T T R AT PR

TE VAR TS PR T
TE AR TR AT MR

75 16) WETEEAL - %1 (BpAEA) | *2, %35

TEPEAR TR %9, %10, *17, *29, *41

RIEMEIR © %3, %4, %5 %6, *7, *8 *11, *12, *14/*14A, *15, *19, *20, *21, *36, *40
7)) WEEEER A 3 UL EE T A5G
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W Ze4 ERLDEESE) ICBY5EE

—
-]

ERARTEZTDER
RE I TN

W

®

2. BERABRLTDER

2EE (ROBHIZEBELAEWNI L)

2.1 KAk LIsBUE O BEEE D & % B3

2.2 MAO [HEA] (BLXV UHBE, VXU AV, 7 7 RAVVEEE) 28 5%
b HWTEE IR 2 BN OBE [10.1 K]

23 HEELROLMEREEFEOH HEE LILEXTO0HEEY BRI, EREELIEL2B8ENW1H 5, ]
[8.7. 8.8, 15.1.3 &[]

24 BEMRESNI T T 7 ) A —<F L IZZFOBRERO H 2 B3 [/ ii)E EF7 K OV
HEINOWENH 5, ]

2.5 PAZEMARNEOBE [HELH DN ZE0NH 5, ]

3. MREXEBRICEHEY HFE L ENEH
(TV. 2. ZEESUINRICEES 1R 2252 L)

4. AERUVAERICEEYT IR L TOEH
(TV. 4. HEROHEICEES TR 22837052 L,)

5. EEGEFNIE L EDER

SEELERNIE

8.1 A& F LT D EM U EFEREE L, £H5ANCEE CNEOLEAITITEE K OR#ES T+ hn
(b DY ) ISR LT, AFIOIERE EONE ST R OAKIE G X DEWERARBESDO ) 27
[ZOWT, o7tz fgid s & &b, MU W TREST S Z &,

8.2 AHKZEMIMKZ 5T 2541, BEICES U TREYIR 23E3 572 8 LT, EHcaAtED
Pkl 2 =45 2 &,

8.3 HRHBR CAAI G-/ NRBFICE T, ARSECEETEINRO LI TW DL, A
HhoBRETIZIZN S DIEROEBICOWTEEREIBIZTHZ L, [15.1.1 BR]

8.4 HEME, HUEIXZ AD/HD IZH W T UIX LITBIE SN DD, RAIOE G-I b BB, BE 03B
REAEPHRE SN TWD, BE5FIX, BTEITE, BEORBUTEMIZOVWTBET L2 L,
[15.1.2 Z#]

8.5 I E DA & IR L TN RS ARR M R P OBETEIE A 22 W IT W T KR SE O RSN
PESUIER ORER P ME SN TN D, ZO X I RIEROFEHEZRBOT- 6, KK & ORED ATRENM: %
EET DL, BHETIEREURGESLH 5,

8.6 K&K, WEWENKEZDZ ENH LD T, KL BEITITH B HE OB A 1 5 B
DOEEICEFE S H R NWEH EETH L,

8.7 LERICxT 2 BEBIERT 5720, ARF O GBRLGH & OB G I EHIC, ek,
O (IReE0 20E+ 252 L, [2.3, 9.1.2-9.1.5, 15.1.3 ]

8.8 AFNIIME XL DHERICHEREE 525 Z RN DHDOT, AFlZLNEREDOS HBEIHKEGTD
BRiZ, fhBRes 2 M LT HEMICHRT 72 L, HEICRGOWGEHmEFTTL5Z 8, £, BFEOD
DRBICBT D E, ZSRERCEE R DRI T 2 HEREE NG | DIBRICEHE TIXR W RN
RBOHND, £HLATEOREEMEIRE S D BFIK L TARKIOR 5 2 it 256100k, &5
BAART S OB AR L OEROREZFHMET 5 2 &, [2.3, 9.1.2-9.1.5, 15.1.3 ]

32



8.9 /NEIZBWTAA OG- MIHNAREHIM OIS, RRBEN R STV D, AFOFG-HI3/h
REEFORRIEE L, FROEEOEMBED L 2nE S IHEXIRGOTHEZEET S
Ze,

(fi#=0)

8.1 AAIDOEHRNZ, BECHREEFITAKNCET D+t U, b2 Ak a2 fE4
Ll VAN ONEIEHHO ETEETHL 2 Ebiidi Lz,

8.2 AD/HD %, B3 B & ORI TEN~DO R IEDORAFIZ L 0 SEYIEHR N RE L 72 58560, %
OFRE, nih, BREEOZ b7 812G U TR & 722 23RO B b % . ARAFI A BRI 59
DAL, MBI U TR 2328+ 572 & L CEMIMIcA Ao B2 £+ 2 2 &,
¥, AANOPIEIZ L DIERO U ANy v ROFEFRL AT T — 21372 < K% T T
HZ &G, WIS AT IET 22 L b HETH D, L, BEIRIICITRER Z 230 Tl
THZENEELWEEZLND,

8.3 HMETHEME S N7 /NER OFHVEERG L Le 7 7 ARG (AD/HD B#F x4 11 &
B ONESRIE B x5 1 B OFE 12 3B Z0FS T L7ofE R, ARCSE OB, RAIK
5#£0.37% (5/1357 i) . 77 B REHRE 0% (0/851 f5) . 7T & AR GRS 2 K 5-8¢
DHZEEDO Y A7 iE 2.92 (95%(ZFEX ] 0.63~13.57) TH V. Mt FMICHBERZEITRD
LR Te ) (p=0.172) . ARAEEORBLIEOZE*1T 0.46% (95%(5 X ] 0.09~0.83) TH
D HEHRENCAERENRD B2 (p=0.016) ® O VEE 2 M 5 72 IR E L 7=, AD/HD
DEREFETIE, 9. FTEELESLHEBZO) 27 2R ST L 57325 < ORMROHEREE
ZHOBEN, EONEERTEWI ERMON TS KX L ARMEES L oMEIC
DOWTIEHA L TIERWAS, AD/HD DL ONHESEDO Y A7 ZHRKSELHY L) T —
Zbd 57, KERGHOBE T, ARBEFSZOFIICONWTHEERIBIET L L,

* . 3B 2 L ICERI L 7= Mantel-Haenszel ODFEHR D

8.4 AD/HD #35 Tld, AFIF 5 B2 B & T BURNITEL MESRO 6D 2 B 542,
BCEATHE), BEORB I OBEN 2V, EEERSBIET 52 L, SMETHEmI /N
REOEDFEERE L7 7 2 ARG (AD/HD B35 11 35 & 0F5 M L 7o i
R BGE - BCRMRREE R RO FBIRIT, AFIREHE 1.6% (21/1308 fii) . 77 ARG 1.1%
(9/806 fiil) Tl o7z, 7T BARBITKTT D AAE GHEOBUE « WERVEREELEELO Y X 7 L
I3 1.33 (95%(5#EIX[M 0.67~2.64) TH V. FHiFHICHERZEITRD HLighoiz?),

8.6 JME THENE S - A AD/HD BE Z2 515 L L= 7 7 bR REARRER 4 B4 49 12k
WT, RFIEGIC X 2 ABEGEERICXTT 2 EBEZRFI LI L 2 A, RRIEGHIZBWT T 7R
BeHRE L iR L C, BENEGEESRE IR EITRD b oo, L L, IR, D FEWENE
ZHAREMER B D DT, ARAIBGHOBFITIX, BEHEOEIRSER A M R OBIEICHERE S
WX HIEETLHZ &,

8.8 /NI K OV AT AD/HD fBF % x5 & L 7 [E N O IR R O DA fEHTIZ 31 T 5.9~11.6%
OBFIME B HE 20mmHg LA E, JE8EH 15mmHg BLE) U3 EEEE N (20bpm LA
) oL,

8.9 AHIBEHIZ L D ERBIEN B GHHICERO LTV D, BERGRICIXEE 548 49 &
WOHENRDH D, BARANO/NLH AD/HD B3 % x5 & Lz BRREBR Tk, K% 4 FFES L
TLBEIZBWT, BEVHIGGRO b E E G ROYE = o X A N*DR—R T A ED
BOWINTB ELZ 40 5 HEIZN—A T A EE CHEIE L4, SEAO/NEE AD/HD B4 %
*G & U B R RBR T, AKIZ AR LIZBRFEICEW T, AAI#REG% 156 5 A XX 18 » A
R E CIIREORIE (FEAR— XA NV IH R XA VORD) BRRDLNTZHO
D, 36 » AL 24 » A E TIIEREL O REHEE (N—A T A VRERO/N—F & A VLl
HOHEEM) ECEIE LS,

33




R S AR S s PRRITHEL LT b O T EORNTT A B p% LI E OfEAs
HDHE. p /= HANERD, RUITHKE 50kg T/S—t& L Z A UED 60 ThoT2HE.
50kg RO NINEIRD 60% N5 Z & 2T,

6. RENEREARTIBAEICHT IER
(1) AHHE - BEBFOHLIEE

9.1 AHHE - IEEEDHLHESE

9.1.1 ERRMENITORMEROHHEEF

AR T EnH D,

9.1.2 DER (QTERZ8L) XIZOBEEOHIESE

SERZ BT RSELIBENANH S, [8.7, 8.8, 15.1.3 ]

9.1.3 XM QT EREFRFEOBEXIL QT EROREED H LB E
QTEEE R - TBETNH 5, [8.7. 88, 15.1.3 &H]

9.1.4 BMEXITZORERDOHZEH

JERZ B UIFRSE D2 BENRH D, [8.7, 8.8, 15.1.3 ]

9.1.5 RMEEFEX T ZOREEOHSEH

SERZ BT RSELIBENANH S, [8.7, 8.8, 15.1.3 ]

9.1.6 EIMEMFOREREDHZBH
AANOBHAZ X BRI EOHRER & 5,

9.1.7 FAREKE (FAREEE. MBEESE) OHsESE

ITENEE, EEEE IS T E Y — ROERDENT 2BE00H 5,

9.1.8 BIRE#DHLBHE

JERZEASHEDIBENRD D,

9.1.9 E{EMIZ CYP2D6 DEHMRIBEL TS EMNHBAL TS EE (Poor Metabolizer)
(7.1, 16.4.2 ZR]

(fF#0)

9.1.1 —f&iz, EREEEOARRIL, AR TNEEROEDVETE L, 0.4~0.9% L OHEN
H%5°%, %7, AD/HD %A &2 WEMICH T AD/HD 244 % /hNE KR O DETIE, T
TEDORABEEN 2.5 HEVEDORENRH DY, SMEEERRRZ ORI LR, AfR 58
F 13BN 1 BILL EORRERIENZRD b CNRIZE T 28BIEIT 0.2%, BRAIZEIT 38R
X 0.1%), 728, ZH OB CIIEBERIEMERRBOBAERE AT 2 BEF IR LY, Dk
DX DI, AEIF GBI ER BT 2 afREME LB 2 DD T2, FEERIE T OB EE
Db 5L BEVIARAN G T HEUITEEICR G T 5 2 L, AD/HD BFITKT 2 ARE O 53
BREEORBBEEICHBE 525 VO MAITEONTE LY AHK| &R L OREI
S TiEZev, BARADO/NEY AD/HD B#E 234 & LI2EIREER, BARAKLOT V7 ADRK
NI AD/HD B2 x5 & LIREBRICB W T, BREBEORWEAITHRE I Ty,

9.1.2, 9.1.3 AFNIFEEMEAC L 0 LI EZBMSEDL Z NN TS, LEER (QT IEE%
Gie) XXX OBEROH 5 8HE, KR (Bist) QT MEREIEGEROBURE K OFIEREO & 5
BEICEGT2HAICTEREICEGET A2 L, BEOLESR (QT EEEZETe) (B9 2 BEAEEE,
ZEIRERHE I DR BICHEHT 2 FIEEE) S | DIRICEE TIIR VWA EERRBOONL, FHLL
ILZ O RTREMEDS RE S 5 BB I L TARBI O 5- 2 a3 258121, & 5-BHRNS OB X
BEIZL D ODMEROREZ TN T2 Z &, RKARBG S, S7ERIRESC, Jom, D 2 R4
DHOFERDFED B D BEIZONTL, EHICLROBRE L Eid 5 2 &,
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9.1.4 AFIDOF7= 5K PHERIL, FRMERTO VT FUF U CEEY IABFEER TSN,
JVT RUF U v OmEIREERZIC X - T, DI RICRTT D e KMEER (1750
TEH) 3BT 2 aTREMED & 5. /NI K O A AD/HD B8 % x5 & L7z ENS O RE IR R
DPFAHTICBN T, 5.9~11.6% D BH ICIE EF (UHE 20mmHg Pl E, $59EH 15 mmHg
PLb) ST HEaEMm (20bpm LLE) 23FE® LT, RRC, EIIE T OBEERO & 5
FAARHN 2 Fe 53 5 BE EMENC i ER O (IRIED 28183 25 +HmEET 2 2 &, (IVIL
2. BENRELZTOHB] OHESBMR)
9.1.7 FEMIRMERRE, PURMIEE D H 5 BF TRV T, [TEkEE, EEREX IR E Y — RO
SERDNEALT HERENN DD, AFIEBGETHHIC, FRELEO TINOOEMRERD U A
7 O WARGE L, HEICELGT D28, Fio, BEEOARKIZIRA L TR S Ok
B OPEAEDN 2N BFITEBW T, LR EORAARME UIER O A s ShTnd, 2oL 5 7%
JERDFBZFBO =5, AFIEOBEOARENEZ BB L, HAIC X > TREF IESEOMEZT
&,
(2) BRERERS
9.2 BirEES RS
M EER LR 5B2habH 5, [16.6.1 BR]
(fiRa)
ML O AEE B S, @ IMERER 2 B X 5 "l RetED & 5 0 T, BEREE O & 5 AD/HD
BEICKR L CORBRKE 2R LN b EEICEE T 2 &,
(3) HHEEESRE

9.3 FFiseEERE
M EEN ERT28FN08H 5, (7.2, 16.6.2 ]

(4) £REEEHT HE
BXE SAUTULVR W
(5) i
9.5 1R
IEd AT LTV D ATREME D & 2 MR, 18 LRSI ERIEL BE D &l s 2355
WCOREEGTHZ L, BFER (T 8 IZBWTHE@EEEDNTE O 5TV 5,

(6) &7

9.6 1ZELIF
16 EORRMER ORILRBOREEEZZE L ZALOME U LA RFT 2 2 &, BimER (F
v B) IZBOWTHHHF~OBITARO TV 5,
(fi#=0)
b MZBWT, LERBILEN LTT b X F o UTZ ONHIICRE S5 aTREM TS E T
RN B O AICIE, R EOFRER ORISR EOREMEEZEE L, BILofke X+
EZEHET 52 &,
BB, T REXEFUIIZONRBY O NREHLFA~OBITIZOWTEIARHATS 5,
(7) MNR%E
9.7 IMNR%E
AT, AR, R, 6 MeRmOSEE k5 L U BRRBRILE M L T\, [5.1,
17.1.1-17.1.3 ]
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(8) B#E
9.8 BiHE
—HRICAEEEENME T LTV D,
(fifas)
— I EE T, B TEOAEBBENMET L TWS Z ENEL . WM EENHERT 587
NnH 5,

7. HE%HR

10.48EEH
AFNL, EITITEDHIRESE CYP2D6 TR S5, [16.4.1 BHE]

(

—
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Et4 Eli Lilly and Company

Br7e4 STRATTERA- atomoxetine hydrochloride capsule
HIE - Bk | 10 mg, 18 mg, 25 mg, 40 mg, 60 mg, 80 mg, 100 mg
INDICATIONS AND USAGE

1.1 Attention-Deficit/Hyperactivity Disorder (ADHD)
STRATTERA is indicated for the treatment of Attention-Deficit/Hyperactivity Disorder (ADHD).

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).

1.2 Diagnostic Considerations

A diagnosis of ADHD (DSM-IV) 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-IV characteristics.
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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 1is 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.

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.

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.

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.
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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.

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

2.4 Screen for Bipolar Disorder Prior to Starting STRATTERA
Prior to initiating treatment with STRATTERA, screen patients for a personal or family history of
bipolar disorder, mania, or hypomania.

2.5 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.

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.

2. BNCEITHERZIBER
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(VI 6. FFEDOHY RAEATHEEICHTLER] OEHBM])

Drug Name Category
A=A NF VT DHHE atomoxetine B3
(2021 4 4 A R)

ZE L PO
F—A FZ7 VU7 D43¥E (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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