E/N>thTH)L 20mg
E/NN>tHhTEIL 30mg
ICE89 &%

AEMICEH SN EFERICRLIEFIRVRAED
BEEE, EHZJEKRASHICKEISELDT
hY, SHRFWMZAEANOEERRUNDEF
BHICFIAT A ELEFTEEEA.

BEHERERIASHT




E/N>th TEIL 20mg, [F 30mg
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JATHRY TR 1.5 BRXIIEROZRBRUFAEDOER

1.5 BEXEHFEOZERBRRUBAROZE
1.5.1 BRXIIHKRDOEE

BN TR (LR, AF) 1E, R XN ZEMERES (ADHD) OiafE3E & LT Shire AG
(LLF, Shire th) (2 X o> TRR SNz, BAIDOFANE LY AT XY 7 =22 I A VR
(LLF, A3 THY, ITFHEETHL AT 724 I T I BTHD LV VU T R RS
THERKAELET0 R v 7 THDH (BB 7 20mg, [730mg, KONE 50mg L, <
NZ1 20, 30, LNS50mg DAIEEATEY, d-7 07 =4 I AMATIEZENLNEK 5.9 mg,
89mg, KMON14.8mg ThD).

WIN SN2V AT XY 728 I 0%, FICRMEROT X ) XTFL—BIZL-T, d-T
Tz Il LYK GESND. RENE, ZOWEMHEEA D =ALIZEY, d&-T v 7 <
2 2 RIBEAI O O ATFIRNER 5 TR HND L5 72 ET d-7 0 7 = % IV REOZH)
DFELWERZMZ D Z ENAREICR Y, BIMOBREbOHE s &72<, 1 B 1 EO
IRIECTHNME & RO E ATREE T2FEMBRE T 0 7 7 A L EHFLTND.

EERTHD d-7 7 =2 I, FHMERABIEM: 2 A 3 2 BEA O A F# 7 X o ¢
b5, d-T7 7 =% IO ADHD IS DI ROMEIIEFIL, BRI S TnZen
N, JNVT KLt Uy T RAR—=F— (NET) KO K32 > b7 v AR—4 — (DAT) [HLEE
I NZENIZ BT 5 2 VT KLU U RO RS v OREDRE R, 7 A/ /v
T RUFT U RO R R RENENT 5 2 EICRNT L EEZLNTWD [1,2]. £z, d-T
Y7 2B IR, BT I UBEEER OB WILEAIE LTIE L, 2SR R E O
EWOESEDHZ LD, ZOEABF D ADHD I 2 IRFIRICHFS LT D EEZ LD
[1,2]. UAT V7= I HEIE, NET MODAT BLEERZ /R ST, SEEZAICRIENET
Ho. Fio, BERTERAKGE (0mg/H) OAKICEENS L-V YV EF20mgH TH Y,
NREORNIZEBIT D L-Y 0 1 BB R 31~37 mg/kg [3] & HT 25L&, ARIEDEFHIK
FEHGETIIFERMICIEZ A U5 & Tidkeun.

1.5.2 BHNZHITHREDRE
M/ ClE, Shire f1: (M4 KFIEX New River Pharmaceutical Inc.) (25 > T, 20. £|5I A SRR
BRSNS SHL T, WEANVE 2 #H T B AR /FEEE R 7 v A A — 3 —3BR (NRP104.201) 2 OV ES
3T T E AR B (NRP104.301) OfEF % UK E R SBESKF (FDA) ICHFEL, 2007
2 HIZ 6~12 %Dl E ADHD B OIRFEEK E U OKGR S vz, BIfE, KA, 21 » ET/HA
ADHD %) & L TRBEINTEY, 2095 15 »[ETHA ADHD Oi)i T H AR I 4T
5. MAT, KE%ETHE, BRAOHEENOFEEOLLLSRWEEZESE L TOKRIATH
% (2017 4 9 HFER).

1.5.3 EINIZH T 5HRDOFRE

B R 2 4L, 20| 4F, Shire # X 0 AFED> ADHD 1AEIE L L COENTORFED
MR ZBUG L, BAFRZBM LT,

BH¥E DR 2 1.5.3-1 IZ-7
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1.5.3.1 FEERKRHART —2/\v 77—

WA CIL, di-7 > 7 =% I 0%, 1930 B0 6 & S EREMFTIHFEDO T OITERRME H 4
TRV, FTHPN, KYEREFH R O FOMEE R DTV 5. #ShTO Shire #1412 K 24
HOIEMERBAFKFE TIE, d-7T o 72X IV OREZBEL, VATII 74 IV AKD
FBERET 572018, 2 BT 23, RIRAHEEEER, 2o, KyaeR
Br, MR ONEBRGFEERBR 6 n AETOT v A28 HETOA X), #inemtEilsi, ir-
RRVERANCEET B3R, 93T v N RO X & W7 BRI QN AR A7 PE B E R R S F2 i
T\ FIANR S ORGEICLERBERBRO S B, IR - JRIERAEICET 2B 0 A5
FE A B RRBR 2N FEHE S AL TV WD, ARHFETIE, Shire 128 Adderall CKIE Tiiillk) % H &5
720, TOEMRG THIRET V7 =X IV [dl-7 > 7 =% U, dl-7> 7 =
BIVTANGI U, d7 0722 IVRBERDY d-7 7 22 Iy T — DT
T2 X I UBETERIRAY (d] = 3:1)] &AWV TER LS IERE R ORI AT 53R
B & AR R ONME S O R AT DN RMAORSEEIC BT kB2 8GR e LT L. £/,
D AEEREI I OV, KEEZFEE T 0 7T DB dl-7 > 7 = 2 I U & IV CEE L
TS A EIERRER [4] 230k E LTRIF Lz, S 618, FEBROFET — 4 8y r— Uo7 itk
o bmEh S (s I, % (S P2678) A SN L7z [2.5.1.5.11
HEH]. ZOBSIZESWT, EF-HwEICBIT 2 EMKERGHERBRE LT, 1 X9 A
AR O e - A B NS e L 7=

1532 BBERART—2/1\vr—o
(1) B TEIELIE 1 HBERRHER
T AR =D S b, WA CHEM L 1 EERRBR B A 1.53-1 1T
fEFERR NI 1T 2 HEh e BR (SPD489-121) TIX, HARANK A AR A % %f 5 (2 Bin]
% 0BG R OSSR RS O 5 LI R O3B e, ZaMER ORAEMERFI LIz, N FT A7
YT 4 ROEFEOMERFER (NRP104.102) TlX, 7 7B /VNEWZIEH LIk 51
KT B TN EREOMXSA T XA T8 T 4 O TG RO REOREE G
Lz, ALy va—RE Y7 b7— RO (SPD489-123) TiX, U7 v/ NEY
EALYVVa— AN IV 7 N7 — R (=7 b)) IRECHRELEHROV AT 7
ZIVRYNd-Tr7 =240 ORYEIRBICKIETHELZRFNLEZ. v~ AT v 2R R
(NRP104.106) Ti¥, SMEAMERER A & 5F512 “C M L AR OB 5O U 27407 =
ZIVKNAE-T o7 2 I ORI, oA, RE RO DWW TRRET L7z, R ADHD 3
2B DI ENERER (NRP104.103) TiX, AMEAVLE ADHD BEIZEHIT 2 AFIH A & O IE
BeH% (30, 50 LY 70 mg) OFEMEREAZRGFI L. VAT IV 72X I KNd-T o7 =
& XV DR REIC R AE T BRI S OB A TG T 5720, BHREREE T 5 K EhE
XBR (SPD489-120) #FEMiL7=. VAT X H L 72X I KN d-T7 v 7 =% I v OIEWENEEIC
KET7a bR THERORBEE R T D120, AT TV — L O AR
(SPD489-113) #Ehi L7=. F7=, /777> OEMMAIEHRE (SPD503-115) KO

-4-
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VI 77XV E ORI AEIERRER (SPD489-117) Tik, A& L 7T 7 7 v Bt (1 v
Faz=T) FORC T 77 2 UERE (7 = 7 %—) & OO AR OEYR BAEH %2 Bt L
7. EBIC, HEWELHTTREVE 2 BETT 5 72012, PARRICEREL TR DS & 5 W 2 xh g, 3K
Wwg it PK 3BR (NRP104.A01 }2 08 NRP104.A02) K OSRMrghf kB (NRP104.A03) % Elifi
L7-.

T OF 1 FHERIRRERD 5 6, EFER AT DKM BENRESER (SPD489-121), /A AT~
A7V T 4 LOBEOZERGFER (NRP104.102), ~ A/37 A3 Bk (NRP104.106), &k
REFE B 2RI 2B RERBR (SPD489-120) A&kl E L, b ESEEE L L.

#* 1.53-1 A 1 ARERARRR K

B 5 . o =
i SRBROW i B e i L S A
[ R 5 | |

SAAT AT Y T 4 B

Phl NRP104.102 FER 18~55 % 70 mg 18 % Hi[a] 2ol.$ B
NAFTT XA Z YT 4 HEEXL R 7 [ERFR 1 #% A~
ROBFEOZERHAR 3 B 7 1 =2 5.
[5.3.1.1-01] e

Phl SPD489-123 FE 18~55 % 70 mg 30 %1 HJm] 20’%' /1
FLoPTa—2t Y7 EELL ZEfER B D\ N E A L ~4 1
7 — FOZERTHER 3 B 7 0 X PVa AT~
[5.3.1.1-02] F—rN— Vb ERARNRE

TERHIE 128 D PK R O A 35

Phl SPD489-121 —“HEMR  18~55/% HEl: 20 mg 34 HE 20’@')@
R FERL NIT 31T 2 i d) HEER(L <48 : 20, 50, 70 mg g (%M ~f A
RERRBR 77 & R xt Z2fERERE A 3 5, 75 A
[5.33.1-01] R 1A 1

Phl NRP104.106 HER 18~55 % 70 mg T 20 =11
AN RRER (C K
[5.3.3.1-02] ZENERERR NG

BFICHIT D PK K ORI AR

Phl NRP104.103 HE R MEAIE6~125% 30,50,70 mg 18 5 Hifl 20 = 7
IR ADHD A& IZBIT 2D &k 22 JEIFR D -
B ER 37 e
[5.3.3.2-01] F—ri—

PRI R 2 1R L 72 PKBR

Phl SPD489-120 HER 18~85 /% 30 mg 40 5l B[] 20I$|ﬂ
B RERE B (21T o #K 22 fERERE 1 4 5 ~H -
[5.3.3.3-01]
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m IR O B s i L S A
LR 2R ] 4 e o

KRR EAE R

Phl SPD489-113 HFER 18~45 7% S-877489 : 50 mg 24 5] Hifm] i BB
FAT T =& DY LA FAT T =) ~ B
FHEAE R 4 Wy e (Prilosec OTC) : 40 mg
[5.3.3.4-01] A—N— BETy 7k I?

(Adderall XR) : 20 mg
ZEERER O $2 -

Phl  SPD503-115 FE 18~45 1% S-877489 : 50 mg 42 Hia 20 =11
TT Ty vy e OREY) BIELAL TTv T 7y (A ~q A
FHELVEHRAER 3 s m R Fa=7):4mg
[5.3.3.4-02] F—rN— ZERERFRE NG

Phl SPD489-117 FHERR 18~45 7% S-877489 : 30,50, 70 mg 80 i 1 (30 A 20ff 4 |
RyFT7F vl O EELL RFGTrRVY (A i, # M A ~20f 4
LR e 7= 7Y —) 1 75,150, 5 A i) | A
[5.3.3.4-03] 225 mg

ZE MR O e -

Phl SPD489-122 HFER 18~45 7% S-877489 : 70 mg 30 5 H[A] 20 = B
BT IVEE L O RS 17 = A 200 mg A ~20f %
HAFHRER 2 Wl m TEXARBRAMLT 7 B3]
[5.3.3.4-04] A > 130 mg

A AT T —)b : 40 mg
I XYV T 250025 mygkg
YT BTERIRN

5., ZNLISMNT ARG
A5

B L PERAER

Phl NRP104.A01 7T & R K 18~55 % S-877489 : 30-150 mg 12 {5 Hi[A] 20 %= A
SERELFE PK FRBR [OEE oy &7 78I ~q A
[5.3.5.4-01] HER 40 mg

IR TIER
ZEERER O $2 -

Phl NRP104.A02 7T & R K 18~55 1% S-877489 : 25,50 mg 125 Hi[A] 2005459 A
BT PK FRBR [OEE sy d-7 7 =43 10, ~11 A
[5.3.5.4-02] “HEM 20 mg

IR TIER
3 M7 m 2 RN B
A3 —

Phl NRP104.A03 7 7 & R K 18~557% S-877489 : 50, 100, 38 {5 H[A] 2005 4E 12
G L PETAER [OEE oy 150 mg H ~2006 4
[5.3.5.4-03] “HEM -7 7 X I 5H

IR 40 mg
6 Bl o =x CTF LT Ao
Fr—r— 200 mg

AN

ZE e RE 1 iR G-

WA X FHmE R
a ATV 7x2ZI0  dl-T o 72X IV KENA-T 7 =8 IO

(2) B TEMEL=3E 2 HURDOERKRHER
Mo c, /MR (6~17 %) ADHD B Z xS S5 2 LI DR R4 #
1.5.3-2 |Z/RT.
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WA CIE, /MR (6~177%) ADHD BE x5 & LR ER & L C, 77 &R L 5E R
bR 0 B, A —7 R 1 R, RHERERRIRBRO B3HBRL2FEHRL TBY, WIind
SEGREE LT,

#1532 F 2 MHUBEOHEINERAR —E

W RBRONH RRFA L RS e i ﬁ% j‘ggﬁ%
[IRATERE ] ! ]

Ph2 NRP104201 [HEFHIH] 6~12 % AHAl: 30, 50, 70 mg 52 Hi 6 200449
WA E 27T EEm BET 72 H IR A~12
AR/ EE TR B (Adderall XR) : 10, 20,

suarFd— [ ZEEHRH] 30 mg
N—BR 7 TR RO 7TR
[5.3.5.1-02] HE/EAL-EER

3E v A —3—

Ph3 NRP104.301 7 7 &A% 6~12 7% AHl:30, 50, 70mg 30mg71 %, 43 20044 10
WA 3T T EL(L _EEM FIvR 50 mg 74 41, A ~2005
A EERER I TRER 70 mg 73 44l 43 A

[5.3.5.1-03] MEEHE TR T2
Gl

Ph3 SPD489-305 75 & A%t R 13~177% Al : 30, 50, 70mg 30mg78 ], 4@ 20084 10
WA 3T T EL(L _EEM FIvR 50 mg 79 4, A ~2009
AR REER  WATRER 70 mg 78 44l H 4 A
[5.3.5.1-04] [ &= IR 719

il

Ph3 SPD489-311 [ FH &R ] 6~12 % AHAl: 30, 50, 70 mg 129 % 61 2007 4E 6
WINE 3R 7 e TIER A~12 A
EARRE s v EFE
AA——3 [ ZEEHRH]

B 7T A% R
[5.3.5.1-05] BEA(L —EER
27 1 A — R

Ph3 SPD489-317  FIKxfH 6~17 1% AHA: 30, 50, 70 mg AHA| 133 4 9 20104E6
W7 MEX  BEAL_EEM T REXEFL (R FEHK 134 4 H~2012
BF U WATEER Z57):0.5, 1.2 mg/kg #£17H
L FH BRI (<70 kg), 40, 80,

[5.3.5.1-06] 100 mg (>70 kg)

Ph3 SPD489-325 TR L OEESE 6~175% AA: 30, 50, 70 mg AHl 113 4 7 2008 4E 11
WANE I T BIEAL_EER AFNT =5 —k EHEI1124] H~2011
B EER A TRER] (=2 —%):18, 36, 7&K 111 #£3 A
[5.3.5.1-07] FH AR 54 mg Gl

7T 'R

Ph3 SPD489-326  [3EEHi] 6~17 % AAl:30, 50, 70mg [FEEMM] 32 2009 4 1
WANEIMHT T s 7R 276 Hi H~2011
AR H & [CEE® 410 H
[5.3.5.1-08] Gz =) 1 AH 78

7T Rxt R #l, 7R
MEAEAL EHE R 79 15
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R 5

W RBRONH RBFTA L KRR B R T S ;Eﬁ%
[ &R 5 i i

Ph4 SPD489-405 7 7R K OSEILIE  13~175% AH : 30, 50, 70mg AFAl 186 {4 8 201244
WHATFNL EAL_EEMR AFNT =7 —F  FEIK 1854 H~2014
T =7 — bk WATEERH (2P —%):18, 36, 77K 93 £ 1A
s BREBR FH AR 54, 72 mg il
[5.3.5.1-09] 7R

Ph4 SPD489-406 7 7B ARKOEHE 13~17 % AH| : 70 mg AHFl21901 63 201244
WH AT ELA(L_EEMR AFNT =7 —F  FEIK 220 4 H~2014
Tx=F— bk WATEER (Y —%): 2mg TTER110 £S5 A
i} HEGRER I 7 = 7R i
[5.3.5.1-10]

Ph3 NRP104.302  FEMR 6~127% 30, 50, 70 mg 2741 12 % A 20ff4E
WESNE RIS JEXTER H~2
[53.5.2-04] B id b

Ph3 SPD489-306  HEMR 13~17 %% 30, 50, 70 mg 269 51 523 2008 4E 11
WM R FEXTIR H~2010
R FH &R HF4 1
[5.3.5.2-05]

Ph3 SPD489-310 JEEM 6~12 % 20~70 mg 318 fl 7# 2007 4E 6
WA —7"  FEXRTIR H ~2008
Z ~OLERBR FH BRI #£1 A
[5.3.5.2-06]

Ph4 SPD489-404  FEEM 6~17 1% 30, 50, 70 mg 314 44 10438 2011 4E7
WA EHEER  FEXTIR H~2014
[5.3.5.2-07] FH BRI F9H

a ATV 7x2ZIv  dl-T o 72X IVKENA-T 7 =8 IO

(3) EMNTEMEL F-ERRHER
AARNK O A NERRR A Z R E L5 1 R EREERER (SPD489-121) DA K& OV i
KRB ORER A E 2, HAANN ADHD B2 x4 & LT 3 3Bk (5 2 fHaBR, 2623 /7
F b AR R, 5 2/3 BB D Ok 5B a 4 1 ) 2atE L, 2o 4 5 cEE
0 | O (s (S P2678) A M L7z [2.5.1.5.1.1 HEBER] AMRKAEE
2 C, FHEL CWERRHRERZ — AT L, 2 ek, 2 23 Bk ORI G5 2 3
O 4 BRAENTHE-BL, WINLRMIER & L7z,

(A) 55 2 tHERPREER

20 2] 5ic, BAA/NE ADHD #:% [ADHD §Ffi 27—/ (ADHD-RS-IV) &§F2 =7
28 UL k] XISl LI-IEEMOENER R (A3221) ZBtE L 72, AKX 30 mg D& 5%
BRtA L, =D%I%, 30 mg, 50 mg, 70 mg OHEHFPH T, HE - BEHEIZE- T 1HEEIZ
20 mg TOMERIIIREL, 1 B 1 BN 4 \EEES Lz, BRI 5EIL33 5 THY, F
1EBNE 3 B, e THNL 30 filTh o7z,

AFERIZT, HARANE ADHD B3 12%9 % 30 mg, 50 mg, 70 mg % 5-IF D %2 44 K OV
B, AR AR LT,
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(B) EHIEHER (1)

AFN ORI GRFOZ M & BEMEORGE 2 Biy & LT, ENERHER (A3221, e173ER)
BT LI BICHk R 52 B9 LR 2 65 b Lz ENkER ISR (A3222) % 20|
E B L. EITRBROBERIC» D LT, AHIL30 mg »HEEEZBGL, €0
%1%, 30 mg, 50 mg, 70 mg O HEFIFH T, HE - WEHETEITHE- T 1HEMIZ 20 mg o8
EIME L2223, 1B 1 EFC 53 @G Lz, Bk S7e 30 Flafloigiinig s
S, ZOHB8HINRHIEL, 22BN EBREE T L.

ARRBROFER, HAN/NE ADHD B (2% LT 30 mg, 50 mg, 70 mg % 53 #E#5 L7-
REDZRMEIC KR E RMEIT <, BRYICOl > TEMEL T 5 2 LRI,

(C) % 2/3 tHERFREER
20. Al BAA/NL ADHD 83 (ADHD-RS-IV A3 2 =7 28 Ll k) Zkt%iz Uiz
EN 77 B BEER (A3223) ZBfts L7-. ARBRCIX, AAI4HE (30 mg, 50 mg, 70 mg)
4 BHEE LIeREO AR V22t %, BIEAL _EER, 77 BARSRICEREL
72. ADHD-RS-IV &&FA 27 (40 Aii, 40 LA L) KOV (6 kLl b 10 A, 10 kbl b
13 A, 13 ik b 18 iRyl K7 & 3 D/ MBiBIc L v, KAl 3 B (30 mg, 50 mg,
70 mg) XIXT TR REEOWTAMNIT L D 1 DR THIUS T 72, AFIFEL 30 mg D&
AR L, HAEMEICEIET 5 EC1HEMIC 20 mg FomblHE L, HiEHREICEIERIT
WEEMAET A 1 ?ﬁﬁbt (H G ERES ORI S 5 TR 4 ). 77 'R
X7 7EAR%Z 1 B 1 EEIC 4 @& Lo, #EREOZEECRERH 0, 8RBT (0
) = I:Eﬂi#ﬂ"%ﬁ%ﬂ’*l_f;f(%fib\k#ULﬁ LEBAIEW-STHHIETE 50, BRI DOHE K
OMRIRIIARTAT & U7z, IR EHIIX 76 Bl CTH Y, HIEFNE S B, 52 THIT 71 flCTH - 7=,
KRB OFER, ADHD-RS-IV GEF A a7 DR— 25 A 6 OFHEFRR L 81, W
NORALGHET S 77 B AREE L g L CTHEZENRD b (& TOMERE T P<0.0001), 7
TERLYD bENTZWEDREZ R L. ZEMEOETYH, EELRAEFRAONEEOEES
LA HRNFFA DR EFRITR L, BEMIIKRERBRIIRNEEZ BN,

(D) REIREHRER (2)

AHN O R G RO &L B OGET A BN E LT, ENT 7 2R5HER (A3223,
FATHIR) A58 T LI t2ICiklc i 54 v 22 L 7o s ) OBl B8k L 7= B AR AN ADHD
BEEIHE LEENEMRR (A3231) %, 20 5Bt L. 2copimE ot LT
AHN 30 mg M HEGEBMGL, £0%IE, 30 mg, 50 mg, 70 mg O HEHPHT, HEE - JHE
FREIZHES T 1 HEMNIZ 20mg T OHEMEI Lo, 1 A 1 [EEHIC 53 EFEEOESE L.

[E NG AR RRER Tl 30 mg, 50 mg, MY 70 mg 7 72L& vz, ENH IR T ERAIT 20 mg
K30 mg 1 72N THDHA, 20 mg LTN30 mg 7 7L E 50 mg KN T70 mg 77 7BV,
I [ | oo oo, A
YA ReRT B ko, ARBBAzo 20 & I 7 Exs I
FERR (A& 5 P4247) %94k L7z [2.5.1.5.1.1 THZ M.

-9.-
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ZOYPFEICESE, KRBROWMEBRT VA AL HE L, FGHM% 53 HFFLR T 50 mg X
70 mg MG S, OB BAT 45 HERRICHEOHA LW kERE 1, I o8)
DR Z BRI RAT L C 50 mg i 70 mg 7 72V % 20 mg KON 30 mg 7 BV OFIA D
HICVEZ, 1 H1EENC 48RS L, 50 mg XUN70 mg I 7B ER & 20 mg XY
30 mg WS EABERECHMMER VZRMEN R B0 L AR LTz, RIRBRICEER S
ToWBRFE L, RATRER A TE T L7 69 ] e OSHTHL B SR 63 BIOFEH 132 FlTH Y, 2l
DR ARG SNz, 2056, 28FINRRAEFILL, 104 FINEBREET L.

AABROFER, BARAN/NE ADHD B (2% L C30mg, 50 mg, 70 mg % 53 ARMEE L7
BFDOZREPEIC K& REIT 2L, RIS > THOME LRI 5 2 EVRIR ST, 728,
G0 B X IR RAT LB 1X 14 B TH 0, I BRXAIROAMIEICEZIZALRT, U
D2 OIS MBEIT e o T

1.5.3.3 &R
AFNT HARN/NE ADHD B2k L CTHREAITH D Z &, WNZZeMEI >V TH EY
2o DAL S, HAANNE ADHD BEICH L CHARIERITH S L& 2 7.

154 #ICBARTOREDOEER TR
ARFNTHEI TR D ADHD (25T 2L 23KGR I T 5. 2018 4 1 HBI(E, HARTHAA)
D% N ADHD BE Ik D2 BG4 25 BT, RBREOMGS 21D T\ 5D,

1.5.5 SEXH

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

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

3) HSBD 2011. US National Library of Medicines, Hazardous Substances Data Bank at
http://toxnet.nlm.nih.gov/ (enter l-lysine and select HSDB, I-lysine, bionecessity) accessed 20th
July 2011.

4) NTP (National Toxicology Program) TR-387. Toxicology and Carcinogenesis Studies of
dl-Amphetamine Sulphate (CAS No. 60-13-9) in F344/N Rats and B6C3F; Mice (Feed Studies).
Reported June 1991.
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1.5.3-1 S-877489 DBA O &KX

OV T I ET

5

e

W, 43Am, AR
A, PEORBR

B 1 A

PAE$e G-t
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-12 -



1.5 EEXIEFERDBBEUBRFEDNER

BIMER O
AT

Spestt




E/N>th TEIL 20mg, [F 30mg

5 1 4B

6) SMEIZE1T B EAKAEI
T % &8

EHEREHRA R



JRATFTXHUITIRIY

1.6 SAEICHE T 5 FERARRE

1.6 NEICHE T HERKR

1.6.1 NETOERKR

S-877489 1%, 2007 42 H 23 HIZ 6~12 /% ADHD B3 OIEHEIE & L CKRIE TRIII KA
iz, BE, KEH, 14, A=A T VT ROT T N T/HINEEORA D ADHD O )i Tk
BENTWD. F7-, KINFRFHE (EEA) @ 14 »[EHTSH, /NED ADHD Ot TER ST
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

VYVANSE ® (lisdexamfetamine dimesylate) capsules, for oral use, CII
VYVANSE © (lisdexamfetamine dimesylate) chewable tablets, for oral
use, CII

Initial U.S. Approval: 2007

WARNING: ABUSE AND DEPENDENCE
See full prescribing information for complete boxed warning.

e CNS stimulants (amphetamines and methylphenidate-containing
products), including VYVANSE, have a high potential for abuse
and dependence (5.1, 9.2, 9.3)

e Assess the risk of abuse prior to prescribing and monitor for signs
of abuse and dependence while on therapy (5.1, 9.2)

--------------------------- RECENT MAJOR CHANGES

Indications and Usage (1) 10/2016
Dosage and Administration (2.1) 10/2016
Dosage and Administration (2.2) 01/2017
Dosage and Administration (2.3) 10/2016
Dosage and Administration (2.4) 10/2016
Contraindications (4) 01/2017
Warnings and Precautions (5.4) 10/2016
Warnings and Precautions (5.7) 01/2017

INDICATIONS AND USAGE--------------momemeeeee-
VYVANSE is a central nervous system (CNS) stimulant indicated for the
treatment of (1):

e  Attention Deficit Hyperactivity Disorder (ADHD)

. Moderate to Severe Binge Eating Disorder (BED) in adults

Limitation of Use: VYVANSE is not indicated for weight loss. Use of other
sympathomimetic drugs for weight loss has been associated with serious
cardiovascular adverse events. The safety and effectiveness of VYVANSE for
the treatment of obesity have not been established.

Indication Initial Dose | Titration Recommended Maximum
Schedule | Dose Dose

ADHD (Adult | 30 mg 10mgor | 30mgto70mg | 70 mg

and Pediatric | every 20 mg per day per day

patients) (2.2) | morning weekly

BED (Adult 30 mg 20 mg 50mgto70mg | 70 mg

patients) (2.3) | every weekly per day per day
morning

. Prior to treatment, assess for presence of cardiac disease (2.4)
e Severe renal impairment: Maximum dose is 50 mg/day (2.5)
. End stage renal disease (ESRD): Maximum dose is 30 mg/day (2.5)

. Capsules: 10 mg, 20 mg, 30 mg, 40 mg, 50 mg, 60 mg, 70 mg (3)
. Chewable tablets: 10 mg, 20 mg, 30 mg, 40 mg, 50 mg, 60 mg (3)

CONTRAINDICATIONS

e Known hypersensitivity to amphetamine products or other ingredients in
VYVANSE (4)

. Use with monoamine oxidase (MAOQ) inhibitor, or within 14 days of the
last MAO inhibitor dose (4, 7.2)

e Serious Cardiovascular Reactions: Sudden death has been reported in
association with CNS stimulant treatment at recommended doses in
pediatric patients with structural cardiac abnormalities or other serious heart
problems. In adults, sudden death, stroke, and myocardial infarction have
been reported. Avoid use in patients with known structural cardiac
abnormalities, cardiomyopathy, serious heart arrhythmia, or coronary artery
disease (5.2)

e Blood Pressure and Heart Rate Increases: Monitor blood pressure and
pulse. Consider benefits and risks before use in patients for whom blood
pressure increases may be problematic (5.3)

e Psychiatric Adverse Reactions: May cause psychotic or manic symptoms
in patients with no prior history, or exacerbation of symptoms in patients
with pre-existing psychosis. Evaluate for bipolar disorder prior to stimulant
use (5.4)

e Suppression of Growth: Monitor height and weight in pediatric patients
during treatment (5.5)

e Peripheral Vasculopathy, including Raynaud’s phenomenon: Stimulants
are associated with peripheral vasculopathy, including Raynaud’s
phenomenon. Careful observation for digital changes is necessary during
treatment with stimulants (5.6)

e Serotonin Syndrome: Increased risk when co-administered with
serotonergic agents (e.g., SSRIs, SNRIs, triptans), but also during
overdosage situations. If it occurs, discontinue VYVANSE and initiate
supportive treatment (4, 5.7, 10).

ADVERSE REACTIONS
Most common adverse reactions (incidence >5% and at a rate at least twice
placebo) in children, adolescents, and/or adults with ADHD were anorexia,
anxiety, decreased appetite, decreased weight, diarrhea, dizziness, dry mouth,
irritability, insomnia, nausea, upper abdominal pain, and vomiting (6.1)

Most common adverse reactions (incidence > 5% and at a rate at least twice
placebo) in adults with BED were dry mouth, insomnia, decreased appetite,
increased heart rate, constipation, feeling jittery, and anxiety (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Shire US Inc.
at 1-800-828-2088 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch

DRUG INTERACTIONS
Acidifying and Alkalinizing Agents: Agents that alter urinary pH can alter
blood levels of amphetamine. Acidifying agents decrease amphetamine blood
levels, while alkalinizing agents increase amphetamine blood levels. Adjust
VYVANSE dosage accordingly (2.6, 7.1)

e Pregnancy: May cause fetal harm (8.1)
e Lactation: Breastfeeding not recommended (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 07/2017

Reference ID: 4132023
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FULL PRESCRIBING INFORMATION

WARNING: ABUSE AND DEPENDENCE

CNS stimulants (amphetamines and methylphenidate-containing products), including
VYVANSE, have a high potential for abuse and dependence. Assess the risk of abuse prior to
prescribing and monitor for signs of abuse and dependence while on therapy [see Warnings and
Precautions (5.1, 5.2), and Drug Abuse and Dependence (9.2, 9.3)].

1 INDICATIONS AND USAGE
VYVANSE® is indicated for the treatment of:

o Attention Deficit Hyperactivity Disorder (ADHD) [see Clinical Studies (14.1)]
e Moderate to Severe Binge Eating Disorder (BED) in adults [see Clinical Studies (14.2)].

Limitation of Use:

VYVANSE is not indicated or recommended for weight loss. Use of other sympathomimetic
drugs for weight loss has been associated with serious cardiovascular adverse events. The safety
and effectiveness of VYVANSE for the treatment of obesity have not been established [see
Warnings and Precautions (5.2)].

2 DOSAGE AND ADMINISTRATION
2.1 Pre-treatment Screening

Prior to treating children, adolescents, and adults with CNS stimulants, including VYVANSE,
assess for the presence of cardiac disease (e.g., a careful history, family history of sudden death
or ventricular arrhythmia, and physical exam) [see Warnings and Precautions (5.2)].

To reduce the abuse of CNS stimulants including VYVANSE, assess the risk of abuse, prior to
prescribing. After prescribing, keep careful prescription records, educate patients about abuse,
monitor for signs of abuse and overdose, and re-evaluate the need for VYVANSE use [see
Warnings and Precautions (5.1), Drug Abuse and Dependence (9.2, 9.3)].

2.2 General Instructions for Use

Take VYVANSE by mouth in the morning with or without food; avoid afternoon doses because
of the potential for insomnia. VYVANSE may be administered in one of the following ways:

Information for VYVANSE capsules:

e Swallow VYVANSE capsules whole, or
e Open capsules, empty and mix the entire contents with yogurt, water, or orange juice. If
the contents of the capsule include any compacted powder, a spoon may be used to break
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apart the powder. The contents should be mixed until completely dispersed. Consume the
entire mixture immediately. It should not be stored. The active ingredient dissolves
completely once dispersed; however, a film containing the inactive ingredients may
remain in the glass or container once the mixture is consumed.

Information for VYVANSE chewable tablets:

e VYVANSE chewable tablets must be chewed thoroughly before swallowing.
VYVANSE capsules can be substituted with VYVANSE chewable tablets on a unit per unit/ mg
per mg basis (for example, 30 mg capsules for 30 mg chewable tablet) [see Clinical

Pharmacology (12.3)].

Do not take anything less than one capsule or chewable tablet per day. A single dose should not
be divided.

2.3  Dosage for Treatment of ADHD
The recommended starting dose is 30 mg once daily in the morning in patients ages 6 and above.
Dosage may be adjusted in increments of 10 mg or 20 mg at approximately weekly intervals up

to maximum dose of 70 mg/day [see Clinical Studies (14.1)].

2.4  Dosage for Treatment of Moderate to Severe BED in Adults

The recommended starting dose is 30 mg/day to be titrated in increments of 20 mg at
approximately weekly intervals to achieve the recommended target dose of 50 to 70 mg/day. The
maximum dose is 70 mg/day [see Clinical Studies (14.2)]. Discontinue VYVANSE if binge
eating does not improve.

2.5  Dosage in Patients with Renal Impairment

In patients with severe renal impairment (GFR 15 to < 30 mL/min/1.73 m?), the maximum dose
should not exceed 50 mg/day. In patients with end stage renal disease (ESRD, GFR < 15
mL/min/1.73 m?), the maximum recommended dose is 30 mg/day [see Use in Specific
Populations (8.6)].

2.6 Dosage Modifications due to Drug Interactions

Agents that alter urinary pH can impact urinary excretion and alter blood levels of amphetamine.
Acidifying agents (e.g., ascorbic acid) decrease blood levels, while alkalinizing agents (e.qg.,
sodium bicarbonate) increase blood levels. Adjust VYVANSE dosage accordingly [see Drug
Interactions (7.1)].
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3 DOSAGE FORMS AND STRENGTHS
Information for VYVANSE capsules:

Capsules 10 mg: pink body/pink cap (imprinted with S489 and 10 mg)

Capsules 20 mg: ivory body/ivory cap (imprinted with S489 and 20 mg)
Capsules 30 mg: white body/orange cap (imprinted with S489 and 30 mg)
Capsules 40 mg: white body/blue green cap (imprinted with S489 and 40 mg)
Capsules 50 mg: white body/blue cap (imprinted with S489 and 50 mg)
Capsules 60 mg: aqua blue body/aqua blue cap (imprinted with S489 and 60 mg)
Capsules 70 mg: blue body/orange cap (imprinted with S489 and 70 mg)

Information for VYVANSE chewable tablets:

e Chewable tablets 10 mg: White to off-white round shaped tablet debossed with ‘10’ on
one side and ‘S489’ on the other

e Chewable tablets 20 mg: White to off-white hexagonal shaped tablet debossed with ‘20’
on one side and *S489’ on the other

e Chewable tablets 30 mg: White to off-white arc triangular shaped tablet debossed with
30’ on one side and ‘S489’ on the other

e Chewable tablets 40 mg: White to off-white capsule shaped tablet debossed with ‘40’ on
one side and ‘S489’ on the other

e Chewable tablets 50 mg: White to off-white arc square shaped tablet debossed with ‘50’
on one side and ‘S489’ on the other

e Chewable tablets 60 mg: White to off-white arc diamond shaped tablet debossed with
‘60" on one side and ‘S489’ on the other

4 CONTRAINDICATIONS
VYVANSE is contraindicated in patients with:

e Known hypersensitivity to amphetamine products or other ingredients of VYVANSE.
Anaphylactic reactions, Stevens-Johnson Syndrome, angioedema, and urticaria have been
observed in postmarketing reports [see Adverse Reactions (6.2)].

e Patients taking monoamine oxidase inhibitors (MAOIs), or within 14 days of stopping
MAOIs (including MAOISs such as linezolid or intravenous methylene blue), because of
an increased risk of hypertensive crisis [see Warnings and Precautions (5.7) and Drug
Interactions (7.1)].

5 WARNINGS AND PRECAUTIONS

5.1  Potential for Abuse and Dependence

CNS stimulants (amphetamines and methylphenidate-containing products), including
VYVANSE, have a high potential for abuse and dependence. Assess the risk of abuse prior to
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prescribing, and monitor for signs of abuse and dependence while on therapy [see Drug Abuse
and Dependence (9.2, 9.3)].

5.2 Serious Cardiovascular Reactions

Sudden death, stroke and myocardial infarction have been reported in adults with CNS stimulant
treatment at recommended doses. Sudden death has been reported in children and adolescents
with structural cardiac abnormalities and other serious heart problems taking CNS stimulants at
recommended doses for ADHD. Avoid use in patients with known structural cardiac
abnormalities, cardiomyopathy, serious heart arrhythmia, coronary artery disease, and other
serious heart problems. Further evaluate patients who develop exertional chest pain, unexplained
syncope, or arrhythmias during VYVANSE treatment.

53 Blood Pressure and Heart Rate Increases

CNS stimulants cause an increase in blood pressure (mean increase about 2-4 mm Hg) and heart
rate (mean increase about 3-6 bpm). Monitor all patients for potential tachycardia and
hypertension.

5.4  Psychiatric Adverse Reactions

Exacerbation of Pre-existing Psychosis
CNS stimulants may exacerbate symptoms of behavior disturbance and thought disorder in
patients with a pre-existing psychotic disorder.

Induction of a Manic Episode in Patients with Bipolar Disorder

CNS stimulants may induce a mixed/manic episode in patients with bipolar disorder. Prior to
initiating treatment, screen patients for risk factors for developing a manic episode (e.qg.,
comorbid or history of depressive symptoms or a family history of suicide, bipolar disorder, and
depression).

New Psychotic or Manic Symptoms

CNS stimulants, at recommended doses, may cause psychotic or manic symptoms, e.g.
hallucinations, delusional thinking, or mania in children and adolescents without a prior history
of psychotic illness or mania. If such symptoms occur, consider discontinuing VYVANSE. In a
pooled analysis of multiple short-term, placebo-controlled studies of CNS stimulants, psychotic
or manic symptoms occurred in 0.1% of CNS stimulant-treated patients compared to 0% in
placebo-treated patients.

55  Suppression of Growth

CNS stimulants have been associated with weight loss and slowing of growth rate in pediatric
patients. Closely monitor growth (weight and height) in pediatric patients treated with CNS
stimulants, including VYVANSE. In a 4-week, placebo-controlled trial of VYVANSE in
patients ages 6 to 12 years old with ADHD, there was a dose-related decrease in weight in the
VYVANSE groups compared to weight gain in the placebo group. Additionally, in studies of
another stimulant, there was slowing of the increase in height [see Adverse Reactions (6.1)].
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5.6 Peripheral Vasculopathy, including Raynaud’s Phenomenon

Stimulants, including VYVANSE, are associated with peripheral vasculopathy, including
Raynaud’s phenomenon. Signs and symptoms are usually intermittent and mild; however, very
rare sequelae include digital ulceration and/or soft tissue breakdown. Effects of peripheral
vasculopathy, including Raynaud’s phenomenon, were observed in post-marketing reports at
different times and at therapeutic doses in all age groups throughout the course of treatment.
Signs and symptoms generally improve after reduction in dose or discontinuation of drug.
Careful observation for digital changes is necessary during treatment with stimulants. Further
clinical evaluation (e.g., rheumatology referral) may be appropriate for certain patients.

5.7  Serotonin Syndrome

Serotonin syndrome, a potentially life-threatening reaction, may occur when amphetamines are
used in combination with other drugs that affect the serotonergic neurotransmitter systems such
as monoamine oxidase inhibitors (MAOIs), selective serotonin reuptake inhibitors (SSRISs),
serotonin norepinephrine reuptake inhibitors (SNRIs), triptans, tricyclic antidepressants,
fentanyl, lithium, tramadol, tryptophan, buspirone, and St. John’s Wort [see Drug Interactions
(7.1)]. Amphetamines and amphetamine derivatives are known to be metabolized, to some
degree, by cytochrome P450 2D6 (CYP2D6) and display minor inhibition of CYP2D6
metabolism [see Clinical Pharmacology 12.3]. The potential for a pharmacokinetic interaction
exists with the co-administration of CYP2D6 inhibitors which may increase the risk with
increased exposure to the active metabolite of VYVANSE (dextroamphetamine). In these
situations, consider an alternative non-serotonergic drug or an alternative drug that does not
inhibit CYP2D6 [see Drug Interactions (7.1)]. Serotonin syndrome symptoms may include
mental status changes (e.g., agitation, hallucinations, delirium, and coma), autonomic instability
(e.g., tachycardia, labile blood pressure, dizziness, diaphoresis, flushing, hyperthermia),
neuromuscular symptoms (e.g., tremor, rigidity, myoclonus, hyperreflexia, incoordination),
seizures, and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea).

Concomitant use of VYVANSE with MAOI drugs is contraindicated [see Contraindications
(4]

Discontinue treatment with VYVANSE and any concomitant serotonergic agents immediately if
symptoms of serotonin syndrome occur, and initiate supportive symptomatic treatment.
Concomitant use of VYVANSE with other serotonergic drugs or CYP2D6 inhibitors should be
used only if the potential benefit justifies the potential risk. If clinically warranted, consider
initiating VYVANSE with lower doses, monitoring patients for the emergence of serotonin
syndrome during drug initiation or titration, and informing patients of the increased risk for
serotonin syndrome.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections of the labeling:
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e Known hypersensitivity to amphetamine products or other ingredients of VYVANSE
[see Contraindications (4)]

e Hypertensive Crisis When Used Concomitantly with Monoamine Oxidase Inhibitors [see
Contraindications (4) and Drug Interactions (7.1)]

e Drug Dependence [see Boxed Warning, Warnings and Precautions (5.1), and Drug

Abuse and Dependence (9.2, 9.3)]

Serious Cardiovascular Reactions [see Warnings and Precautions (5.2)]

Blood Pressure and Heart Rate Increases [see Warnings and Precautions (5.3)]

Psychiatric Adverse Reactions [see Warnings and Precautions (5.4)]

Suppression of Growth [see Warnings and Precautions (5.5)]

Peripheral Vasculopathy, including Raynaud’s phenomenon [see Warnings and

Precautions (5.6)]

e Serotonin Syndrome [see Warnings and Precautions (5.7)]

6.1  Clinical Trial Experience

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.

Attention Deficit Hyperactivity Disorder

The safety data in this section is based on data from the 4-week parallel-group controlled clinical
studies of VYVANSE in pediatric and adult patients with ADHD [see Clinical Studies (14.1)].

Adverse Reactions Associated with Discontinuation of Treatment in ADHD Clinical Trials

In the controlled trial in patients ages 6 to 12 years (Study 1), 8% (18/218) of VYV ANSE-treated
patients discontinued due to adverse reactions compared to 0% (0/72) of placebo-treated patients.
The most frequently reported adverse reactions (1% or more and twice rate of placebo) were
ECG voltage criteria for ventricular hypertrophy, tic, vomiting, psychomotor hyperactivity,
insomnia, decreased appetite and rash [2 instances for each adverse reaction, i.e., 2/218 (1%)].
Less frequently reported adverse reactions (less than 1% or less than twice rate of placebo)
included abdominal pain upper, dry mouth, weight decreased, dizziness, somnolence, logorrhea,
chest pain, anger and hypertension.

In the controlled trial in patients ages 13 to 17 years (Study 4), 3% (7/233) of VYV ANSE-treated
patients discontinued due to adverse reactions compared to 1% (1/77) of placebo-treated patients.
The most frequently reported adverse reactions (1% or more and twice rate of placebo) were
decreased appetite (2/233; 1%) and insomnia (2/233; 1%). Less frequently reported adverse
reactions (less than 1% or less than twice rate of placebo) included irritability, dermatillomania,
mood swings, and dyspnea.

In the controlled adult trial (Study 7), 6% (21/358) of VYV ANSE-treated patients discontinued
due to adverse reactions compared to 2% (1/62) of placebo-treated patients. The most frequently
reported adverse reactions (1% or more and twice rate of placebo) were insomnia (8/358; 2%),
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tachycardia (3/358; 1%), irritability (2/358; 1%), hypertension (4/358; 1%), headache (2/358;
1%), anxiety (2/358; 1%), and dyspnea (3/358; 1%). Less frequently reported adverse reactions
(less than 1% or less than twice rate of placebo) included palpitations, diarrhea, nausea,
decreased appetite, dizziness, agitation, depression, paranoia and restlessness.

Adverse Reactions Occurring at an Incidence of >5% or More Among VYVANSE Treated
Patients with ADHD in Clinical Trials

The most common adverse reactions (incidence >5% and at a rate at least twice placebo)
reported in children, adolescents, and/or adults were anorexia, anxiety, decreased appetite,
decreased weight, diarrhea, dizziness, dry mouth, irritability, insomnia, nausea, upper abdominal
pain, and vomiting.

Adverse Reactions Occurring at an Incidence of 2% or More Among VYVANSE Treated Patients
with ADHD in Clinical Trials

Adverse reactions reported in the controlled trials in pediatric patients ages 6 to 12 years (Study
1), adolescent patients ages 13 to 17 years (Study 4), and adult patients (Study 7) treated with
VYVANSE or placebo are presented in Tables 1, 2, and 3 below.

Table 1 Adverse Reactions Reported by 2% or More of Children (Ages 6 to 12 Years)
with ADHD Taking VYVANSE and at least Twice the Incidence in Patients
Taking Placebo in a 4-Week Clinical Trial (Study 1)

VYVANSE Placebo

(n=218) (n=72)
Decreased Appetite 39% 4%
Insomnia 22% 3%
Abdominal Pain Upper 12% 6%
Irritability 10% 0%
Vomiting 9% 4%
Weight Decreased 9% 1%
Nausea 6% 3%
Dry Mouth 5% 0%
Dizziness 5% 0%
Affect lability 3% 0%
Rash 3% 0%
Pyrexia 2% 1%
Somnolence 2% 1%
Tic 2% 0%
Anorexia 2% 0%
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Table 2 Adverse Reactions Reported by 2% or More of Adolescent (Ages 13 to 17
Years) Patients with ADHD Taking VYVANSE and at least Twice the
Incidence in Patients Taking Placebo in a 4-Week Clinical Trial (Study 4)

VYVANSE Placebo
(n=233) (n=77)
Decreased Appetite 34% 3%
Insomnia 13% 4%
Weight Decreased 9% 0%
Dry Mouth 4% 1%
Palpitations 2% 1%
Anorexia 2% 0%
Tremor 2% 0%
Table 3 Adverse Reactions Reported by 2% or More of Adult Patients with ADHD

Taking VYVANSE and at least Twice the Incidence in Patients Taking
Placebo in a 4-Week Clinical Trial (Study 7)

VYVANSE Placebo

(n=358) (n=62)
Decreased Appetite 27% 2%
Insomnia 27% 8%
Dry Mouth 26% 3%
Diarrhea 7% 0%
Nausea 7% 0%
Anxiety 6% 0%
Anorexia 5% 0%
Feeling Jittery 4% 0%
Agitation 3% 0%
Increased Blood Pressure 3% 0%
Hyperhidrosis 3% 0%
Restlessness 3% 0%
Decreased Weight 3% 0%
Dyspnea 2% 0%
Increased Heart Rate 2% 0%
Tremor 2% 0%
Palpitations 2% 0%

In addition, in the adult population erectile dysfunction was observed in 2.6% of males on
VYVANSE and 0% on placebo; decreased libido was observed in 1.4% of subjects on
VYVANSE and 0% on placebo.

Weight Loss and Slowing Growth Rate in Pediatric Patients with ADHD
In a controlled trial of VYVANSE in children ages 6 to 12 years (Study 1), mean weight loss
from baseline after 4 weeks of therapy was -0.9, -1.9, and -2.5 pounds, respectively, for patients
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receiving 30 mg, 50 mg, and 70 mg of VYVANSE, compared to a 1 pound weight gain for
patients receiving placebo. Higher doses were associated with greater weight loss with 4 weeks
of treatment. Careful follow-up for weight in children ages 6 to 12 years who received
VYVANSE over 12 months suggests that consistently medicated children (i.e. treatment for 7
days per week throughout the year) have a slowing in growth rate, measured by body weight as
demonstrated by an age- and sex-normalized mean change from baseline in percentile, of -13.4
over 1 year (average percentiles at baseline and 12 months were 60.9 and 47.2, respectively). In
a 4-week controlled trial of VYVANSE in adolescents ages 13 to 17 years, mean weight loss
from baseline to endpoint was -2.7, -4.3, and -4.8 Ibs., respectively, for patients receiving 30 mg,
50 mg, and 70 mg of VYVANSE, compared to a 2.0 pound weight gain for patients receiving
placebo.

Careful follow-up of weight and height in children ages 7 to 10 years who were randomized to
either methylphenidate or non-medication treatment groups over 14 months, as well as in
naturalistic subgroups of newly methylphenidate-treated and non-medication treated children
over 36 months (to the ages of 10 to 13 years), suggests that consistently medicated children (i.e.
treatment for 7 days per week throughout the year) have a temporary slowing in growth rate (on
average, a total of about 2 cm less growth in height and 2.7 kg less growth in weight over 3
years), without evidence of growth rebound during this period of development. In a controlled
trial of amphetamine (d- to I-enantiomer ratio of 3:1) in adolescents, mean weight change from
baseline within the initial 4 weeks of therapy was -1.1 pounds and -2.8 pounds, respectively, for
patients receiving 10 mg and 20 mg of amphetamine. Higher doses were associated with greater
weight loss within the initial 4 weeks of treatment [see Warnings and Precautions (5.5)].

Weight Loss in Adults with ADHD

In the controlled adult trial (Study 7), mean weight loss after 4 weeks of therapy was 2.8 pounds,
3.1 pounds, and 4.3 pounds, for patients receiving final doses of 30 mg, 50 mg, and 70 mg of
VYVANSE, respectively, compared to a mean weight gain of 0.5 pounds for patients receiving
placebo.

Binge Eating Disorder

The safety data in this section is based on data from two 12 week parallel group, flexible-dose,
placebo-controlled studies in adults with BED [see Clinical Studies 14.2]. Patients with
cardiovascular risk factors other than obesity and smoking were excluded.

Adverse Reactions Associated with Discontinuation of Treatment in BED Clinical Trials

In controlled trials of patients ages 18 to 55 years, 5.1% (19/373) of VYVANSE-treated patients
discontinued due to adverse reactions compared to 2.4% (9/372) of placebo-treated patients. No
single adverse reaction led to discontinuation in 1% or more of VYVANSE-treated patients.
Less commonly reported adverse reactions (less than 1% or less than twice rate of placebo)
included increased heart rate, headache, abdominal pain upper, dyspnea, rash, insomnia,
irritability, feeling jittery and anxiety.
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The most common adverse reactions (incidence >5% and at a rate at least twice placebo)
reported in adults were dry mouth, insomnia, decreased appetite, increased heart rate,
constipation, feeling jittery, and anxiety.

Adverse reactions reported in the pooled controlled trials in adult patients (Study 11 and 12)
treated with VYVANSE or placebo are presented in Table 4 below.

Table 4 Adverse Reactions Reported by 2% or More of Adult Patients with BED
Taking VYVANSE and at least Twice the Incidence in Patients Taking
Placebo in 12-Week Clinical Trials (Study 11 and 12)

VYVANSE Placebo
(N=373) (N=372)
Dry Mouth 36% 7%
Insomnia’ 20% 8%
Decreased Appetite 8% 2%
Increased Heart Rate” 7% 1%
Feeling Jittery 6% 1%
Constipation 6% 1%
Anxiety 5% 1%
Diarrhea 4% 2%
Decreased Weight 4% 0%
Hyperhidrosis 4% 0%
Vomiting 2% 1%
Gastroenteritis 2% 1%
Paresthesia 2% 1%
Pruritis 2% 1%
Upper Abdominal Pain 2% 0%
Energy Increased 2% 0%
Urinary Tract Infection 2% 0%
Nightmare 2% 0%
Restlessness 2% 0%
Oropharyngeal Pain 2% 0%

! Includes all preferred terms containing the word “insomnia.”
? Includes the preferred terms “heart rate increased” and “tachycardia.”

6.2  Postmarketing Experience

The following adverse reactions have been identified during post approval use of VYVANSE.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
possible to reliably estimate their frequency or establish a causal relationship to drug exposure.
These events are as follows: cardiomyopathy, mydriasis, diplopia, difficulties with visual
accommodation, blurred vision, eosinophilic hepatitis, anaphylactic reaction, hypersensitivity,
dyskinesia, dysgeusia, tics, bruxism, depression, dermatillomania, alopecia, aggression, Stevens-
Johnson Syndrome, chest pain, angioedema, urticaria, seizures, libido changes, frequent or
prolonged erections, constipation, and rhabdomyolysis.
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7 DRUG INTERACTIONS

7.1

Table 5

Drugs Having Clinically Important Interactions with Amphetamines

Drugs having clinically important interactions with amphetamines.

MAO Inhibitors (MAOI)

Clinical Impact

MAOI antidepressants slow amphetamine metabolism, increasing
amphetamines effect on the release of norepinephrine and other
monoamines from adrenergic nerve endings causing headaches and other
signs of hypertensive crisis. Toxic neurological effects and malignant
hyperpyrexia can occur, sometimes with fatal results.

Intervention

Do not administer VYVANSE during or within 14 days following the
administration of MAOI [see Contraindications (4)].

Examples

selegiline, isocarboxazid, phenelzine, tranylcypromine

Serotonergic Drugs

Clinical Impact

The concomitant use of VYVANSE and serotonergic drugs increases the
risk of serotonin syndrome.

Intervention

Initiate with lower doses and monitor patients for signs and symptoms of
serotonin syndrome, particularly during VYVANSE initiation or dosage
increase. If serotonin syndrome occurs, discontinue VYVANSE and the
concomitant serotonergic drug(s) [see Warnings and Precautions (5.7)].

Examples

selective serotonin reuptake inhibitors (SSRI), serotonin norepinephrine
reuptake inhibitors (SNRI), triptans, tricyclic antidepressants, fentanyl,
lithium, tramadol, tryptophan, buspirone, St. John’s Wort

CYP2D6 Inhibitors

Clinical Impact

The concomitant use of VYVANSE and CYP2D6 inhibitors may increase
the exposure of dextroamphetamine, the active metabolite of VYVANSE
compared to the use of the drug alone and increase the risk of serotonin
syndrome.

Intervention

Initiate with lower doses and monitor patients for signs and symptoms of
serotonin syndrome particularly during VYVANSE initiation and after a
dosage increase. If serotonin syndrome occurs, discontinue VYVANSE
and the CYP2D6 inhibitor [see Warnings and Precautions (5.7) and
Overdosage (10)].

Examples

paroxetine and fluoxetine (also serotonergic drugs), quinidine, ritonavir

Alkalinizing Agents

Clinical Impact

Urinary alkalinizing agents can increase blood levels and potentiate the
action of amphetamine.

Intervention

Co-administration of VYVANSE and urinary alkalinizing agents should
be avoided.

Examples

Urinary alkalinizing agents (e.g. acetazolamide, some thiazides).
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Acidifying Agents

Clinical Impact Urinary acidifying agents can lower blood levels and efficacy of
amphetamines.

Intervention Increase dose based on clinical response.

Examples Urinary acidifying agents (e.g., ammonium chloride, sodium acid

phosphate, methenamine salts).

Tricyclic Antidepressants

Clinical Impact May enhance the activity of tricyclic or sympathomimetic agents causing
striking and sustained increases in the concentration of d-amphetamine in
the brain; cardiovascular effects can be potentiated.

Intervention Monitor frequently and adjust or use alternative therapy based on clinical
response.
Examples desipramine, protriptyline

7.2 Drugs Having No Clinically Important Interactions with VYVANSE

From a pharmacokinetic perspective, no dose adjustment of VYVANSE is necessary when
VYVANSE is co-administered with guanfacine, venlafaxine, or omeprazole. In addition, no dose
adjustment of guanfacine or venlafaxine is needed when VYVANSE is co-administered [see
Clinical Pharmacology (12.3)].

From a pharmacokinetic perspective, no dose adjustment for drugs that are substrates of
CYP1A2 (e.g. theophylline, duloxetine, melatonin), CYP2D6 (e.g. atomoxetine, desipramine,
venlafaxine), CYP2C19 (e.g. omeprazole, lansoprazole, clobazam), and CYP3A4 (e.g.
midazolam, pimozide, simvastatin) is necessary when VYVANSE is co-administered [see
Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary
The limited available data from published literature and postmarketing reports on use of

VYVANSE in pregnant women are not sufficient to inform a drug-associated risk for major birth
defects and miscarriage. Adverse pregnancy outcomes, including premature delivery and low
birth weight, have been seen in infants born to mothers dependent on amphetamines [see
Clinical Considerations]. In animal reproduction studies, lisdexamfetamine dimesylate (a
prodrug of d-amphetamine) had no effects on embryo-fetal morphological development or
survival when administered orally to pregnant rats and rabbits throughout the period of
organogenesis. Pre- and postnatal studies were not conducted with lisdexamfetamine dimesylate.
However, amphetamine (d- to |- ratio of 3:1) administration to pregnant rats during gestation and
lactation caused a decrease in pup survival and a decrease in pup body weight that correlated
with a delay in developmental landmarks at clinically relevant doses of amphetamine. In
addition, adverse effects on reproductive performance were observed in pups whose mothers
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were treated with amphetamine. Long-term neurochemical and behavioral effects have also been
reported in animal developmental studies using clinically relevant doses of amphetamine [see
Data].

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss or other
adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Amphetamines, such as VYVANSE, cause vasoconstriction and thereby may decrease placental
perfusion. In addition, amphetamines can stimulate uterine contractions increasing the risk of
premature delivery. Infants born to amphetamine-dependent mothers have an increased risk of
premature delivery and low birth weight.

Monitor infants born to mothers taking amphetamines for symptoms of withdrawal such as
feeding difficulties, irritability, agitation, and excessive drowsiness.

Data

Animal Data

Lisdexamfetamine dimesylate had no apparent effects on embryo-fetal morphological
development or survival when administered orally to pregnant rats and rabbits throughout the
period of organogenesis at doses of up to 40 and 120 mg/kg/day, respectively. These doses are
approximately 4 and 27 times, respectively, the maximum recommended human dose (MRHD)
of 70 mg/day given to adolescents, on a mg/m? body surface area basis.

A study was conducted with amphetamine (d- to |- enantiomer ratio of 3:1) in which pregnant
rats received daily oral doses of 2, 6, and 10 mg/kg from gestation day 6 to lactation day 20.
These doses are approximately 0.8, 2, and 4 times the MRHD of amphetamine (d- to I- ratio of
3:1) for adolescents of 20 mg/day, on a mg/m? basis. All doses caused hyperactivity and
decreased weight gain in the dams. A decrease in pup survival was seen at all doses. A decrease
in pup body weight was seen at 6 and 10 mg/kg which correlated with delays in developmental
landmarks, such as preputial separation and vaginal opening. Increased pup locomotor activity
was seen at 10 mg/kg on day 22 postpartum but not at 5 weeks postweaning. When pups were
tested for reproductive performance at maturation, gestational weight gain, number of
implantations, and number of delivered pups were decreased in the group whose mothers had
been given 10 mg/kg.

A number of studies from the literature in rodents indicate that prenatal or early postnatal
exposure to amphetamine (d- or d,l-) at doses similar to those used clinically can result in long-
term neurochemical and behavioral alterations. Reported behavioral effects include learning and
memory deficits, altered locomotor activity, and changes in sexual function.
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8.2 Lactation

Risk Summary
Lisdexamfetamine is a pro-drug of dextroamphetamine. Based on limited case reports in

published literature, amphetamine (d-or d, I-) is present in human milk, at relative infant doses of
2% to 13.8% of the maternal weight-adjusted dosage and a milk/plasma ratio ranging between
1.9 and 7.5. There are no reports of adverse effects on the breastfed infant. Long-term
neurodevelopmental effects on infants from amphetamine exposure are unknown. It is possible
that large dosages of dextroamphetamine might interfere with milk production, especially in
women whose lactation is not well established. Because of the potential for serious adverse
reactions in nursing infants, including serious cardiovascular reactions, blood pressure and heart
rate increase, suppression of growth, and peripheral vasculopathy, advise patients that
breastfeeding is not recommended during treatment with VYVANSE.

8.4 Pediatric Use

ADHD

Safety and effectiveness have been established in pediatric patients with ADHD ages 6 to 17
years [see Adverse Reactions (6.1), Clinical Pharmacology (12.3), and Clinical Studies (14.1)].
Safety and efficacy in pediatric patients below the age of 6 years have not been established.

BED
Safety and effectiveness in patients less than 18 years of age have not been established.

Growth Suppression

Growth should be monitored during treatment with stimulants, including VYVANSE, and
children who are not growing or gaining weight as expected may need to have their treatment
interrupted [see Warnings and Precautions (5.5), Adverse Reactions (6.1)].

Juvenile Animal Data

Studies conducted in juvenile rats and dogs at clinically relevant doses showed growth
suppression that partially or fully reversed in dogs and female rats but not in male rats after a
four-week drug-free recovery period.

A study was conducted in which juvenile rats received oral doses of 4, 10, or 40 mg/kg/day of
lisdexamfetamine dimesylate from day 7 to day 63 of age. These doses are approximately 0.3,
0.7, and 3 times the maximum recommended human daily dose of 70 mg on a mg/m? basis for a
child. Dose-related decreases in food consumption, bodyweight gain, and crown-rump length
were seen; after a four-week drug-free recovery period, bodyweights and crown-rump lengths
had significantly recovered in females but were still substantially reduced in males. Time to
vaginal opening was delayed in females at the highest dose, but there were no drug effects on
fertility when the animals were mated beginning on day 85 of age.

In a study in which juvenile dogs received lisdexamfetamine dimesylate for 6 months beginning
at 10 weeks of age, decreased bodyweight gain was seen at all doses tested (2, 5, and 12
mg/kg/day, which are approximately 0.5, 1, and 3 times the maximum recommended human
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daily dose on a mg/m? basis for a child). This effect partially or fully reversed during a four-
week drug-free recovery period.

8.5 Geriatric Use

Clinical studies of VYVANSE did not include sufficient numbers of subjects aged 65 and over to
determine whether they respond differently from younger subjects. Other reported clinical
experience and pharmacokinetic data [see Clinical Pharmacology (12.3)] have not identified
differences in responses between the elderly and younger patients. In general, dose selection for
an elderly patient should start at the low end of the dosing range, reflecting the greater frequency
of decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug
therapy.

8.6 Renal Impairment

Due to reduced clearance in patients with severe renal impairment (GFR 15 to < 30 mL/min/1.73
m?), the maximum dose should not exceed 50 mg/day. The maximum recommended dose in
ESRD (GFR < 15 mL/min/1.73 m?) patients is 30 mg/day [see Clinical Pharmacology (12.3)].

Lisdexamfetamine and d-amphetamine are not dialyzable.
8.7  Gender

No dosage adjustment of VYVANSE is necessary on the basis of gender [see Clinical
Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance

VYVANSE contains lisdexamfetamine, a prodrug of amphetamine, a Schedule 11 controlled
substance.

9.2 Abuse

CNS stimulants, including VYVANSE, other amphetamines, and methylphenidate-containing
products have a high potential for abuse. Abuse is characterized by impaired control over drug
use, compulsive use, continued use despite harm, and craving.

Signs and symptoms of CNS stimulant abuse may include increased heart rate, respiratory rate,
blood pressure, and/or sweating, dilated pupils, hyperactivity, restlessness, insomnia, decreased
appetite, loss of coordination, tremors, flushed skin, vomiting, and/or abdominal pain. Anxiety,
psychosis, hostility, aggression, suicidal or homicidal ideation have also been seen. Abusers of
CNS stimulants may chew, snort, inject, or use other unapproved routes of administration which
can result in overdose and death [see Overdosage (10)].
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To reduce the abuse of CNS stimulants, including VYVANSE, assess the risk of abuse prior to
prescribing. After prescribing, keep careful prescription records, educate patients and their
families about abuse and on proper storage and disposal of CNS stimulants, monitor for signs of
abuse while on therapy, and re-evaluate the need for VYVANSE use.

Studies of VYVANSE in Drug Abusers

A randomized, double-blind, placebo-control, cross-over, abuse liability study in 38 patients with
a history of drug abuse was conducted with single-doses of 50, 100, or 150 mg of VYVANSE,
40 mg of immediate-release d-amphetamine sulphate (a controlled 11 substance), and 200 mg of
diethylpropion hydrochloride (a controlled IV substance). VYVANSE 100 mg produced
significantly less “Drug Liking Effects” as measured by the Drug Rating Questionnaire-Subject
score, compared to d-amphetamine 40 mg; and 150 mg of VYVANSE demonstrated similar
“Drug-Liking Effects” compared to 40 mg of d-amphetamine and 200 mg of diethylpropion.

Intravenous administration of 50 mg lisdexamfetamine dimesylate to individuals with a history
of drug abuse produced positive subjective responses on scales measuring "Drug Liking",
"Euphoria”, "Amphetamine Effects”, and "Benzedrine Effects" that were greater than placebo
but less than those produced by an equivalent dose (20 mg) of intravenous d-amphetamine.

9.3  Dependence

Tolerance

Tolerance (a state of adaptation in which exposure to a drug results in a reduction of the drug’s
desired and/or undesired effects over time) may occur during the chronic therapy of CNS
stimulants including VYVANSE.

Dependence
Physical dependence (a state of adaptation manifested by a withdrawal syndrome produced by

abrupt cessation, rapid dose reduction, or administration of an antagonist) may occur in patients
treated with CNS stimulants including VYVANSE. Withdrawal symptoms after abrupt cessation
following prolonged high-dosage administration of CNS stimulants include extreme fatigue and
depression.

10 OVERDOSAGE

Consult with a Certified Poison Control Center (1-800-222-1222) for up-to-date guidance and
advice for treatment of overdosage. Individual patient response to amphetamines varies widely.
Toxic symptoms may occur idiosyncratically at low doses.

Manifestations of amphetamine overdose include restlessness, tremor, hyperreflexia, rapid
respiration, confusion, assaultiveness, hallucinations, panic states, hyperpyrexia and
rhabdomyolysis. Fatigue and depression usually follow the central nervous system stimulation.
Serotonin syndrome has been reported with amphetamine use, including VYVANSE.
Cardiovascular effects include arrhythmias, hypertension or hypotension and circulatory
collapse. Gastrointestinal symptoms include nausea, vomiting, diarrhea and abdominal cramps.
Fatal poisoning is usually preceded by convulsions and coma.
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Lisdexamfetamine and d-amphetamine are not dialyzable.
11 DESCRIPTION

VYVANSE (lisdexamfetamine dimesylate), a CNS stimulant, is for once-a-day oral
administration. The chemical designation for lisdexamfetamine dimesylate is (2S)-2,6-diamino-
N-[(1S)-1-methyl-2-phenylethyl] hexanamide dimethanesulfonate. The molecular formula is
Ci15H25N30+(CH,405S),, which corresponds to a molecular weight of 455.60. The chemical
structure is:

m“\rrl\/\/\mz . [ c'\\s,?o ]

M, H;C/ \OH s

Lisdexamfetamine dimesylate is a white to off-white powder that is soluble in water (792
mg/mL).

Information for VYVANSE capsules:

VYVANSE capsules contain 10 mg, 20 mg, 30 mg, 40 mg, 50 mg, 60 mg, and 70 mg of
lisdexamfetamine dimesylate (equivalent to 5.8 mg, 11.6 mg, 17.3 mg, 23.1 mg, 28.9 mg, 34.7
mg, and 40.5 mg of lisdexamfetamine).

Inactive ingredients: microcrystalline cellulose, croscarmellose sodium, and magnesium stearate.
The capsule shells contain gelatin, titanium dioxide, and one or more of the following: FD&C
Red #3, FD&C Yellow #6, FD&C Blue #1, Black Iron Oxide, and Yellow Iron Oxide.
Information for VYVANSE chewable tablets:

VYVANSE chewable tablets contain 10 mg, 20 mg, 30 mg, 40 mg, 50 mg, and 60 mg of
lisdexamfetamine dimesylate (equivalent to 5.8 mg, 11.6 mg, 17.3 mg, 23.1 mg, 28.9 mg, and

34.7 mg of lisdexamfetamine).

Inactive ingredients: colloidal silicon dioxide, croscarmellose sodium, guar gum, magnesium
stearate, mannitol, microcrystalline cellulose, sucralose, artificial strawberry flavor.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
Lisdexamfetamine is a prodrug of dextroamphetamine. Amphetamines are non-catecholamine

sympathomimetic amines with CNS stimulant activity. The exact mode of therapeutic action in
ADHD and BED is not known.
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12.2  Pharmacodynamics

Amphetamines block the reuptake of norepinephrine and dopamine into the presynaptic neuron
and increase the release of these monoamines into the extraneuronal space. The parent drug,
lisdexamfetamine, does not bind to the sites responsible for the reuptake of norepinephrine and
dopamine in vitro.

12.3 Pharmacokinetics

Pharmacokinetic studies after oral administration of lisdexamfetamine dimesylate have been
conducted in healthy adult (capsule and chewable tablet formulations) and pediatric (6 to 12
years) patients with ADHD (capsule formulation). After single dose administration of
lisdexamfetamine dimesylate, pharmacokinetics of dextroamphetamine was found to be linear
between 30 mg and 70 mg in a pediatric study, and between 50 mg and 250 mg in an adult study.
Dextroamphetamine pharmacokinetic parameters following administration of lisdexamfetamine
dimesylate in adults exhibited low inter-subject (<25%) and intra-subject (<8%) variability.
There is no accumulation of lisdexamfetamine and dextroamphetamine at steady state in healthy
adults.

Safety and efficacy have not been studied above the maximum recommended dose of 70 mg.

Absorption

Capsule formulation

Following single-dose oral administration of VYVANSE capsule (30 mg, 50 mg, or 70 mg) in
patients ages 6 to 12 years with ADHD under fasted conditions, Tmax Of lisdexamfetamine and
dextroamphetamine was reached at approximately 1 hour and 3.5 hour post dose, respectively.
Weight/Dose normalized AUC and Cpax values were the same in pediatric patients ages 6 to 12
years as the adults following single doses of 30 mg to 70 mg VYVANSE capsule.

Food effect on capsule formulation

Neither food (a high fat meal or yogurt) nor orange juice affects the observed AUC and Cpax Of
dextroamphetamine in healthy adults after single-dose oral administration of 70 mg of
VYVANSE capsules. Food prolongs Tmax by approximately 1 hour (from 3.8 hour at fasted state
to 4.7 hour after a high fat meal or to 4.2 hour with yogurt). After an 8-hour fast, the AUC for
dextroamphetamine following oral administration of lisdexamfetamine dimesylate in solution
and as intact capsules were equivalent.

Chewable Tablet formulation

After a single dose administration of 60 mg VYVANSE chewable tablet in healthy subjects
under fasted conditions, Tnax Of lisdexamfetamine and dextroamphetamine was reached at
approximately 1 hour and 4.4 hour post dose, respectively. Compared to 60 mg VYVANSE
capsule, exposure (Crmax and AUC) to lisdexamfetamine was about 15% lower. The exposure
(Cmax and AUC;y) of dextroamphetamine is similar between VYVANSE chewable tablet and
VYVANSE capsule.
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Food effect on tablet formulation

Administration of 60 mg VYVANSE chewable tablet with food (a high-fat meal) decreases the
exposure (Cmax and AUC;,¢) of dextroamphetamine by about 5% to 7%, and prolongs mean Tmax
by approximately 1 hour (from 3.9 hrs at fasted state to 4.9 hours).

Elimination

Plasma concentrations of unconverted lisdexamfetamine are low and transient, generally
becoming non-quantifiable by 8 hours after administration. The plasma elimination half-life of
lisdexamfetamine typically averaged less than one hour in studies of lisdexamfetamine
dimesylate in volunteers. The mean plasma elimination half- life of dextroamphetamine was
about 12 hours after oral administration of lisdexamfetamine dimesylate.

Metabolism

Lisdexamfetamine is converted to dextroamphetamine and I-lysine primarily in blood due to the
hydrolytic activity of red blood cells after oral administration of lisdexamfetamine dimesylate.
In vitro data demonstrated that red blood cells have a high capacity for metabolism of
lisdexamfetamine; substantial hydrolysis occurred even at low hematocrit levels (33% of
normal). Lisdexamfetamine is not metabolized by cytochrome P450 enzymes.

Excretion

Following oral administration of a 70 mg dose of radiolabeled lisdexamfetamine dimesylate to 6
healthy subjects, approximately 96% of the oral dose radioactivity was recovered in the urine
and only 0.3% recovered in the feces over a period of 120 hours. Of the radioactivity recovered
in the urine, 42% of the dose was related to amphetamine, 25% to hippuric acid, and 2% to intact
lisdexamfetamine.

Specific Populations

Exposures of dextroamphetamine in specific populations are summarized in Figure 1.
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Figure 1: Specific Populations*:

Special Population PK Fold Change and 90% CI
Gender (Male/Female)
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*Figure 1 shows the geometric mean ratios and the 90% confidence limits for C,,,, and AUC of d-amphetamine.
Comparison for gender uses males as the reference. Comparison for age uses 55-64 years as the reference.

Drug Interaction Studies
Effects of other drugs on the exposures of dextroamphetamine are summarized in Figure 2.

Figure 2: Effect of Other Drugs on VYVANSE:

Change due to PK Fold Change and 90% CI

Guanfacine
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Venlafaxine
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Omeprazole
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Change relative to reference

The effects of VYVANSE on the exposures of other drugs are summarized in Figure 3.
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Figure 3: Effect of VYVANSE on Other Drugs:

Interacting drug PK Fold Change and 90% CI
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, and Impairment of Fertility

Carcinogenesis

Carcinogenicity studies of lisdexamfetamine dimesylate have not been performed. No evidence
of carcinogenicity was found in studies in which d-, I-amphetamine (enantiomer ratio of 1:1) was
administered to mice and rats in the diet for 2 years at doses of up to 30 mg/kg/day in male mice,
19 mg/kg/day in female mice, and 5 mg/kg/day in male and female rats.

Mutagenesis
Lisdexamfetamine dimesylate was not clastogenic in the mouse bone marrow micronucleus test

in vivo and was negative when tested in the E. coli and S. typhimurium components of the Ames
test and in the L5178Y/TK" mouse lymphoma assay in vitro.

Impairment of Fertility
Amphetamine (d- to I-enantiomer ratio of 3:1) did not adversely affect fertility or early
embryonic development in the rat at doses of up to 20 mg/kg/day.

13.2  Animal Toxicology and/or Pharmacology

Acute administration of high doses of amphetamine (d- or d,I-) has been shown to produce long-
lasting neurotoxic effects, including irreversible nerve fiber damage, in rodents. The
significance of these findings to humans is unknown.
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14 CLINICAL STUDIES

Efficacy of VYVANSE in the treatment of ADHD has been established in the following trials:
e Three short-term trials in children (6 to 12 years, Studies 1, 2, 3)
e One short-term trial in adolescents (13 to 17 years, Study 4)
e One short-term trial in children and adolescents (6 to 17 years, Study 5)
e Two short-term trials in adults (18 to 55 years, Studies 7, 8)

e Two randomized withdrawal trials in children and adolescents (6 to 17 years, Study 6),
and adults (18 to 55 years, Study 9)

Efficacy of VYVANSE in the treatment of moderate to severe BED in adults has been
established in the following trials:

e One randomized trial in adults (18 to 55 years, Study 10)
e  Two short-term trials in adults (18 to 55 years, Studies 11 and 12)
e  One randomized withdrawal study in adults (18 to 55 years, Study 13)

14.1  Attention Deficit Hyperactivity Disorder (ADHD)

Patients Ages 6 to 12 Years Old with ADHD

A double-blind, randomized, placebo-controlled, parallel-group study (Study 1) was conducted
in children ages 6 to 12 years (N=290) who met DSM-1V criteria for ADHD (either the
combined type or the hyperactive-impulsive type). Patients were randomized to receive final
doses of 30 mg, 50 mg, or 70 mg of VYVANSE or placebo once daily in the morning for a total
of four weeks of treatment. All patients receiving VYVANSE were initiated on 30 mg for the
first week of treatment. Patients assigned to the 50 mg and 70 mg dose groups were titrated by
20 mg per week until they achieved their assigned dose. The primary efficacy outcome was
change in Total Score from baseline to endpoint in investigator ratings on the ADHD Rating
Scale (ADHD-RS), an 18-item questionnaire with a score range of 0-54 points that measures the
core symptoms of ADHD which includes both hyperactive/impulsive and inattentive subscales.
Endpoint was defined as the last post-randomization treatment week (i.e. Weeks 1 through 4) for
which a valid score was obtained. All VYVANSE dose groups were superior to placebo in the
primary efficacy outcome. Mean effects at all doses were similar; however, the highest dose (70
mg/day) was numerically superior to both lower doses (Study 1 in Table 7). The effects were
maintained throughout the day based on parent ratings (Conners’ Parent Rating Scale) in the
morning (approximately 10 am), afternoon (approximately 2 pm), and early evening
(approximately 6 pm).

A double-blind, placebo-controlled, randomized, crossover design, analog classroom study
(Study 2) was conducted in children ages 6 to 12 years (N=52) who met DSM-IV criteria for
ADHD (either the combined type or the hyperactive-impulsive type). Following a 3-week open-
label dose optimization with Adderall XR®, patients were randomly assigned to continue their
optimized dose of Adderall XR (10 mg, 20 mg, or 30 mg), VYVANSE (30 mg, 50 mg, or 70
mg), or placebo once daily in the morning for 1 week each treatment. Efficacy assessments were
conducted at 1, 2, 3, 4.5, 6, 8, 10, and 12 hours post-dose using the Swanson, Kotkin, Agler,
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M.Flynn, and Pelham Deportment scores (SKAMP-DS), a 4-item subscale of the SKAMP with
scores ranging from 0 to 24 points that measures deportment problems leading to classroom
disruptions. A significant difference in patient behavior, based upon the average of investigator
ratings on the SKAMP-DS across the 8 assessments were observed between patients when they
received VYVANSE compared to patients when they received placebo (Study 2 in Table 7). The
drug effect reached statistical significance from hours 2 to 12 post-dose, but was not significant
at 1 hour.

A second double-blind, placebo-controlled, randomized, crossover design, analog classroom
study (Study 3) was conducted in children ages 6 to 12 years (N=129) who met DSM-1V criteria
for ADHD (either the combined type or the hyperactive-impulsive type). Following a 4-week
open-label dose optimization with VYVANSE (30 mg, 50 mg, 70 mg), patients were randomly
assigned to continue their optimized dose of VYVANSE or placebo once daily in the morning
for 1 week each treatment. A significant difference in patient behavior, based upon the average
of investigator ratings on the SKAMP-Deportment scores across all 7 assessments conducted at
1.5,2.5,5.0, 7.5, 10.0, 12.0, and 13.0 hours post-dose, were observed between patients when
they received VYVANSE compared to patients when they received placebo (Study 3 in Table 7,
Figure 4).

Patients Ages 13 to 17 Years Old with ADHD

A double-blind, randomized, placebo-controlled, parallel-group study (Study 4) was conducted
in adolescents ages 13 to 17 years (N=314) who met DSM-IV criteria for ADHD. In this study,
patients were randomized in a 1:1:1:1 ratio to a daily morning dose of VYVANSE (30 mg/day,
50 mg/day or 70 mg/day) or placebo for a total of four weeks of treatment. All patients receiving
VYVANSE were initiated on 30 mg for the first week of treatment. Patients assigned to the 50
mg and 70 mg dose groups were titrated by 20 mg per week until they achieved their assigned
dose. The primary efficacy outcome was change in Total Score from baseline to endpoint in
investigator ratings on the ADHD Rating Scale (ADHD-RS). Endpoint was defined as the last
post-randomization treatment week (i.e. Weeks 1 through 4) for which a valid score was
obtained. All VYVANSE dose groups were superior to placebo in the primary efficacy outcome
(Study 4 in Table 7).

Patients Ages 6 to 17 Years Old: Short-Term Treatment in ADHD

A double-blind, randomized, placebo- and active-controlled parallel-group, dose-optimization
study (Study 5) was conducted in children and adolescents ages 6 to 17 years (n=336) who met
DSM-1V criteria for ADHD. In this eight-week study, patients were randomized to a daily
morning dose of VYVANSE (30, 50 or 70mg/day), an active control, or placebo (1:1:1). The
study consisted of a Screening and Washout Period (up to 42 days), a 7-week Double-blind
Evaluation Period (consisting of a 4-week Dose-Optimization Period followed by a 3-week
Dose-Maintenance Period), and a 1-week Washout and Follow-up Period. During the Dose
Optimization Period, subjects were titrated until an optimal dose, based on tolerability and
investigator’s judgment, was reached. VYVANSE showed significantly greater efficacy than
placebo. The placebo-adjusted mean reduction from baseline in the ADHD-RS-1V total score
was 18.6. Subjects on VYVANSE also showed greater improvement on the Clinical Global
Impression-Improvement (CGI-1) rating scale compared to subjects on placebo (Study 5 in
Table 7).
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Patients Ages 6 to 17 Years Old: Maintenance Treatment in ADHD

Maintenance of Efficacy Study (Study 6) - A double-blind, placebo-controlled, randomized
withdrawal study was conducted in children and adolescents ages 6 to 17 (N=276) who met the
diagnosis of ADHD (DSM-1V criteria). A total of 276 patients were enrolled into the study, 236
patients participated in Study 5 and 40 subjects directly enrolled. Subjects were treated with
open-label VYVANSE for at least 26 weeks prior to being assessed for entry into the
randomized withdrawal period. Eligible patients had to demonstrate treatment response as
defined by CGI-S <3 and Total Score on the ADHD-RS <22. Patients that maintained treatment
response for 2 weeks at the end of the open label treatment period were eligible to be randomized
to ongoing treatment with the same dose of VYVANSE (N=78) or switched to placebo (N=79)
during the double-blind phase. Patients were observed for relapse (treatment failure) during the
6 week double blind phase. A significantly lower proportion of treatment failures occurred
among VY VANSE subjects (15.8%) compared to placebo (67.5%) at endpoint of the
randomized withdrawal period. The endpoint measurement was defined as the last post-
randomization treatment week at which a valid ADHD-RS Total Score and CGI-S were
observed. Treatment failure was defined as a >50% increase (worsening) in the ADHD-RS Total
Score and a >2-point increase in the CGI-S score compared to scores at entry into the double-
blind randomized withdrawal phase. Subjects who withdrew from the randomized withdrawal
period and who did not provide efficacy data at their last on-treatment visit were classified as
treatment failures (Study 6, Figure 5).

Adults:Short-Term Treatment in ADHD

A double-blind, randomized, placebo-controlled, parallel-group study (Study 7) was conducted
in adults ages 18 to 55 (N=420) who met DSM-IV criteria for ADHD. In this study, patients
were randomized to receive final doses of 30 mg, 50 mg, or 70 mg of VYVANSE or placebo for
a total of four weeks of treatment. All patients receiving VYVANSE were initiated on 30 mg for
the first week of treatment. Patients assigned to the 50 mg and 70 mg dose groups were titrated
by 20 mg per week until they achieved their assigned dose. The primary efficacy outcome was
change in Total Score from baseline to endpoint in investigator ratings on the ADHD Rating
Scale (ADHD-RS). Endpoint was defined as the last post-randomization treatment week (i.e.
Weeks 1 through 4) for which a valid score was obtained. All VYVANSE dose groups were
superior to placebo in the primary efficacy outcome (Study 7 in Table 7).

The second study was a multi-center, randomized, double-blind, placebo-controlled, cross-over,
modified analog classroom study (Study 8) of VYVANSE to simulate a workplace environment
in 142 adults ages 18 to 55 who met DSM-IV-TR criteria for ADHD. There was a 4-week open-
label, dose optimization phase with VYVANSE (30 mg/day, 50 mg/day, or 70 mg/day in the
morning). Patients were then randomized to one of two treatment sequences: 1) VYVANSE
(optimized dose) followed by placebo, each for one week, or 2) placebo followed by
VYVANSE, each for one week. Efficacy assessments occurred at the end of each week, using
the Permanent Product Measure of Performance (PERMP), a skill-adjusted math test that
measures attention in ADHD. PERMP total score results from the sum of the number of math
problems attempted plus the number of math problems answered correctly. VYVANSE
treatment, compared to placebo, resulted in a statistically significant improvement in attention
across all post-dose time points, as measured by average PERMP total scores over the course of
one assessment day, as well as at each time point measured. The PERMP assessments were
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administered at pre-dose (-0.5 hours) and at 2, 4, 8, 10, 12, and 14 hours post-dose (Study 8 in
Table 7, Figure 6).

Adults:Maintenance Treatment in ADHD

A double-blind, placebo-controlled, randomized withdrawal design study (Study 9) was
conducted in adults ages 18 to 55 (N=123) who had a documented diagnosis of ADHD or met
DSM-1V criteria for ADHD. At study entry, patients must have had documentation of treatment
with VYVANSE for a minimum of 6 months and had to demonstrate treatment response as
defined by Clinical Global Impression Severity (CGI-S) <3 and Total Score on the ADHD-RS
<22. ADHD-RS Total Score is a measure of core symptoms of ADHD. The CGI-S score
assesses the clinician’s impression of the patient’s current illness state and ranges from 1 (not at
all ill) to 7 (extremely ill). Patients that maintained treatment response at week 3 of the open
label treatment phase (N=116) were eligible to be randomized to ongoing treatment with the
same dose of VYVANSE (N=56) or switched to placebo (N=60) during the double-blind phase.
Patients were observed for relapse (treatment failure) during the 6-week double-blind phase. The
efficacy endpoint was the proportion of patients with treatment failure during the double-blind
phase. Treatment failure was defined as a >50% increase (worsening) in the ADHD-RS Total
Score and >2-point increase in the CGI-S score compared to scores at entry into the double-blind
phase. Maintenance of efficacy for patients treated with VYVANSE was demonstrated by the
significantly lower proportion of patients with treatment failure (9%) compared to patients
receiving placebo (75%) at endpoint during the double-blind phase (Study 9, Figure 7).

Table 7: Summary of Primary Efficacy Results from Short-term Studies of VYVANSE in
Children, Adolescents, and Adults with ADHD

Study Primary Treatment Group Mean Baseline Score LS Mean Change Placebo-subtracted

Number  Endpoint (SD) from Baseline (SE) Difference® (95% CI)
(Age
range)
(Sé“_di’zl ﬁ/DHD'RS' VYVANSE (30 mg/day)* 43.2 (6.7) -21.8 (1.6) -15.6 (-19.9, -11.2)
years) VYVANSE (50 mg/day)* 43.3(6.7) -23.4 (1.6) -17.2 (-21.5, -12.9)
VYVANSE (70 mg/day)* 45.1(6.8) -26.7 (1.5) -20.5 (-24.8,-16.2)
Placebo 42.4(7.1) -6.2 (1.6)
Study 2 Average b d
- * _— - - -
(6-12 SKAMP-DS  VYVANSE (30, 50 or 70 mg/day) 0.8 (0.1) 0.9 (-1.1,-0.7)
years)
Placebo -0 1.7 (0.1)¢

Study 3 Average

Gty Skampps  VYVANSE (30,50 0r 70 myiday)* 0.9 (1.0)° 0.7 (0.1)° -0.7 (-0.9, 0.6)

years) Placebo 0.7 (0.9)° 1.4 (0.1)

(Sltgd_yl‘; QDHD'RS' VYVANSE (30 mg/day)* 383 (6.7) 183 (1.2) 5.5 (-9.0,-2.0)

years) VYVANSE (50 mg/day)* 37.3(6.3) 211 (13) 8.3 (-11.8, -4.8)
VYVANSE (70 mg/day)* 37.0(7.3) 207 (13) 7.9 (-114, -4.5)
Placebo 38.5 (7.1) 128 (1.2)

(Sé“_dlyf ﬁ/DHD'RS' VYVANSE (30, 50 or 70 mg/day)* 407 (73) 243 (1.2) -18.6 (-21.5, -15.7)

years) Placebo 41.0(7.1) -5.7(1.1)

(Sltgdy% ADHD-RS: vy VANSE (30 mgday)* 405 (6.2) 4162 (1.1) 8.0 (-115, -4.6)
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years) VYVANSE (50 mg/day)* 40.8 (7.3) -17.4 (1.0) -9.2 (-12.6, -5.7)
VYVANSE (70 mg/day)* 41.0 (6.0) -18.6 (1.0) -10.4 (-13.9, -6.9)
Placebo 39.4 (6.4) -8.2(1.4) -

Study 8 Average * c d

(18-55 PERMP VYVANSE (30, 50 or 70 mg/day) 260.1 (86.2) 312.9 (8.6) 23.4(15.6,31.2)

years) Placebo 261.4 (75.0)° 289.5 (8.6)" -

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: confidence interval.

2 Difference (drug minus placebo) in least-squares mean change from baseline.
® pre-dose SKAMP-DS was not collected.

°Pre-dose SKAMP-DS (Study 3) or PERMP (Study 8) total score, averaged over both periods.

LS Mean for SKAMP-DS (Study 2 and 3) or PERMP (Study 8) is post-dose average score over all sessions of the treatment day, rather than

change from baseline.
* Doses statistically significantly superior to placebo.
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Figure 4 LS Mean SKAMP Deportment Subscale Score by Treatment and Time-point
for Children Ages 6 to 12 with ADHD after 1 Week of Double Blind
Treatment (Study 3)
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Higher score on the SKAMP-Deportment scale indicates more severe symptoms
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Figure 5

Kaplan-Meier Estimated Proportion of Patients with Treatment Failure for

Children and Adolescent Ages 6-17 (Study 6)
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Figure 6 LS Mean (SE) PERMP Total Score by Treatment and Time-point for Adults
Ages 18 to 55 with ADHD after 1 Week of Double Blind Treatment (Study 8)
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Figure 7 Kaplan-Meier Estimated Proportion of Subjects with Relapse in Adults with
ADHD (Study 9)
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14.2  Binge Eating Disorder (BED)

A phase 2 study evaluated the efficacy of VYVANSE 30, 50 and 70 mg/day compared to
placebo in reducing the number of binge days/week in adults with at least moderate to severe
BED. This randomized, double-blind, parallel-group, placebo-controlled, forced-dose titration
study (Study 10) consisted of an 11-week double-blind treatment period (3 weeks of forced-dose
titration followed by 8 weeks of dose maintenance). VYVANSE 30 mg/day was not statistically
different from placebo on the primary endpoint. The 50 and 70 mg/day doses were statistically
superior to placebo on the primary endpoint.

The efficacy of VYVANSE in the treatment of BED was demonstrated in two 12-week
randomized, double-blind, multi-center, parallel-group, placebo-controlled, dose-optimization
studies (Study 11 and Study 12) in adults aged 18-55 years (Study 11: N=374, Study 12: N=350)
with moderate to severe BED. A diagnosis of BED was confirmed using DSM-1V criteria for
BED. Severity of BED was determined based on having at least 3 binge days per week for 2
weeks prior to the baseline visit and on having a Clinical Global Impression Severity (CGI-S)
score of >4 at the baseline visit. For both studies, a binge day was defined as a day with at least 1
binge episode, as determined from the subject’s daily binge diary.

Both 12-week studies consisted of a 4-week dose-optimization period and an 8-week dose-
maintenance period. During dose-optimization, subjects assigned to VYVANSE began treatment
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at the titration dose of 30 mg/day and, after 1 week of treatment, were subsequently titrated to
50mg/day. Additional increases to 70 mg/day were made as tolerated and clinically indicated.
Following the dose-optimization period, subjects continued on their optimized dose for the
duration of the dose-maintenance period.

The primary efficacy outcome for the two studies was defined as the change from baseline at
Week 12 in the number of binge days per week. Baseline is defined as the weekly average of the
number of binge days per week for the 14 days prior to the baseline visit. Subjects from both
studies on VYVANSE had a statistically significantly greater reduction from baseline in mean
number of binge days per week at Week 12. In addition, subjects on VYVANSE showed greater
improvement as compared to placebo across key secondary outcomes with higher proportion of
subjects rated improved on the CGI-I rating scale, higher proportion of subjects with 4-week
binge cessation, and greater reduction in the Yale-Brown Obsessive Compulsive Scale Modified
for Binge Eating (Y-BOCS-BE) total score.

Table 8: Summary of Primary Efficacy Results in BED
Study

Number Treatment Group Primary Efficacy Measure: Binge Days per Week at Week 12
wean s score D)L Mem Chrerom—— Pcebo s ecied
Study 11 VYVANSE (50 or 70 mg/day)* 4.79 (1.27) -3.87 (0.12) -1.35(-1.70, -1.01)
Placebo 4.60 (1.21) -2.51 (0.13)
Study 12 VYVANSE (50 or 70 mg/day)* 4.66 (1.27) -3.92 (0.14) -1.66 (-2.04, -1.28)
Placebo 4.82 (1.42) -2.26 (0.14)

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: confidence interval.
? Difference (drug minus placebo) in least-squares mean change from baseline.
* Doses statistically significantly superior to placebo.

A double-blind, placebo controlled, randomized withdrawal design study (Study 13) was
conducted to evaluate maintenance of efficacy based on time to relapse between VYVANSE and
placebo in adults aged 18 to 55 (N=267) with moderate to severe BED. In this longer-term study
patients who had responded to VYVANSE in the preceding 12-week open-label treatment phase
were randomized to continuation of VYVANSE or placebo for up to 26 weeks of observation for
relapse. Response in the open-label phase was defined as 1 or fewer binge days each week for
four consecutive weeks prior to the last visit at the end of the 12-week open-label phase and a
CGI-S score of 2 or less at the same visit. Relapse during the double-blind phase was defined as
having 2 or more binge days each week for two consecutive weeks (14 days) prior to any visit
and having an increase in CGI-S score of 2 or more points compared to the randomized-
withdrawal baseline. Maintenance of efficacy for patients who had an initial response during the
open-label period and then continued on VYVANSE during the 26-week double-blind
randomized-withdrawal phase was demonstrated with VYVANSE being superior over placebo
as measured by time to relapse.

Page 33 of 40

Reference ID: 4132023



Figure 8 Kaplan-Meier Estimated Proportion of Subjects with Relapse in Adults with
BED (Study 13)
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Examination of population subgroups based on age (there were no patients over 65), gender, and
race did not reveal any clear evidence of differential responsiveness in the treatment of BED.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Information for VYVANSE capsules:

e VYVANSE capsules 10 mg: pink body/pink cap (imprinted with S489 and 10 mg),
bottles of 100, NDC 59417-101-10

e VYVANSE capsules 20 mg: ivory body/ivory cap (imprinted with S489 and 20 mg),
bottles of 100, NDC 59417-102-10

e VYVANSE capsules 30 mg: white body/orange cap (imprinted with S489 and 30 mg),
bottles of 100, NDC 59417-103-10

¢ VYVANSE capsules 40 mg: white body/blue green cap (imprinted with S489 and 40
mg), bottles of 100, NDC 59417-104-10

e VYVANSE capsules 50 mg: white body/blue cap (imprinted with S489 and 50 mg),
bottles of 100, NDC 59417-105-10

e VYVANSE capsules 60 mg: aqua blue body/aqua blue cap (imprinted with S489 and 60
mg), bottles of 100, NDC 59417-106-10
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e VYVANSE capsules 70 mg: blue body/orange cap (imprinted with S489 and 70 mg),
bottles of 100, NDC 59417-107-10

Information for VYVANSE chewable tablets:

e VYVANSE chewable tablets 10 mg: White to off-white round shaped tablet debossed
with ‘10’ on one side and ‘S489’ on the other, bottles of 100, NDC 59417-115-01

e VYVANSE chewable tablets 20 mg: White to off-white hexagonal shaped tablet
debossed with 20’ on one side and ‘S489’ on the other, bottles of 100, NDC 59417-116-
01

e VYVANSE chewable tablets 30 mg: White to off-white arc triangular shaped tablet
debossed with 30’ on one side and ‘S489’ on the other, bottles of 100, NDC 59417-117-
01

e VYVANSE chewable tablets 40 mg: White to off-white capsule shaped tablet debossed
with “‘40° on one side and ‘S489’ on the other, bottles of 100, NDC 59417-118-01

e VYVANSE chewable tablets 50 mg: White to off-white arc square shaped tablet
debossed with ‘50’ on one side and ‘S489’ on the other, bottles of 100, NDC 59417-119-
01

e VYVANSE chewable tablets 60 mg: White to off-white arc diamond shaped tablet
debossed with ‘60’ on one side and ‘S489’ on the other, bottles of 100, NDC 59417-120-
01

16.2 Storage and Handling
Dispense in a tight, light-resistant container as defined in the USP.

Store at room temperature, 20°C to 25° C (68°F to 77° F). Excursions permitted between 15°C
and 30° C (59 to 86° F) [see USP Controlled Room Temperature].

Disposal
Comply with local laws and regulations on drug disposal of CNS stimulants. Dispose of

remaining, unused, or expired VYVANSE by a medicine take-back program.
17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Controlled Substance Status/High Potential for Abuse and Dependence

Advise patients that VYVANSE is a controlled substance and it can be abused and lead to
dependence and not to give VYVANSE to anyone else [see Drug Abuse and Dependence (9.1,
9.2, and 9.3)]. Advise patients to store VYVANSE in a safe place, preferably locked, to prevent
abuse. Advise patients to dispose of remaining, unused, or expired VYVANSE by a medicine
take-back program.

Serious Cardiovascular Risks
Advise patients that there is a potential serious cardiovascular risk including sudden death,
myocardial infarction, stroke, and hypertension with VYVANSE use. Instruct patients to contact

Page 35 of 40

Reference ID: 4132023



a healthcare provider immediately if they develop symptoms such as exertional chest pain,
unexplained syncope, or other symptoms suggestive of cardiac disease [see Warnings and
Precautions (5.2)].

Hypertension and Tachycardia
Instruct patients that VYVANSE can cause elevations of their blood pressure and pulse rate and
they should be monitored for such effects.

Psychiatric Risks

Advise patients that VYVANSE at recommended doses may cause psychotic or manic symptoms
even in patients without prior history of psychotic symptoms or mania [see Warnings and
Precautions (5.4)].

Suppression of Growth
Advise patients that VYVANSE may cause slowing of growth including weight loss [see
Warnings and Precautions (5.5)].

Impairment in Ability to Operate Machinery or Vehicles

Advise patients that VYVANSE may impair their ability to engage in potentially dangerous
activities such as operating machinery or vehicles. Instruct patients to find out how VYVANSE
will affect them before engaging in potentially dangerous activities [see Adverse Reactions (6.1,
6.2)].

Circulation problems in fingers and toes [Peripheral vasculopathy, including Raynaud’s
phenomenon]

Instruct patients beginning treatment with VYVANSE about the risk of peripheral vasculopathy,
including Raynaud’s phenomenon, and associated signs and symptoms: fingers or toes may feel
numb, cool, painful, and/or may change from pale, to blue, to red. Instruct patients to report to
their physician any new numbness, pain, skin color change, or sensitivity to temperature in
fingers or toes. Instruct patients to call their physician immediately with any signs of
unexplained wounds appearing on fingers or toes while taking VYVANSE. Further clinical
evaluation (e.g. rheumatology referral) may be appropriate for certain patients [see Warnings
and Precautions (5.6)].

Serotonin Syndrome

Caution patients about the risk of serotonin syndrome with concomitant use of VYVANSE and
other serotonergic drugs including SSRIs, SNRIs, triptans, tricyclic antidepressants, fentanyl,
lithium, tramadol, tryptophan, buspirone, St. John’s Wort, and with drugs that impair metabolism
of serotonin (in particular MAOIs, both those intended to treat psychiatric disorders and also
others such as linezolid [see Contraindications (4), Warnings and Precautions (5.7) and Drug
Interactions (7.1)]. Advise patients to contact their healthcare provider or report to the
emergency room if they experience signs or symptoms of serotonin syndrome.

Concomitant Medications
Advise patients to notify their physicians if they are taking, or plan to take, any prescription or
over-the-counter drugs because there is a potential for interactions [see Drug Interactions (7.1)].
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Pregnancy
Advise patients of the potential fetal effects from the use of VYVANSE during pregnancy.

Advise patients to notify their healthcare provider if they become pregnant or intend to become
pregnant during treatment with VYVANSE [see Use in Specific Populations (8.1)].

Lactation
Advise women not to breastfeed if they are taking VYVANSE [see Use in Specific Populations

(8.2)].

Manufactured for: Shire US Inc., 300 Shire Way, Lexington, MA 02421

Made in USA

For more information call 1-800-828-2088

VYVANSE® is a registered trademark of Shire LLC

©2017 Shire US Inc.

US Pat No. 7,105,486, 7,223,735, 7,655,630, 7,659,253, 7,659,254, 7,662,787, 7,662,788,

7,671,030, 7,671,031, 7,674,774, 7,678,770, 7,678,771, 7,687,466, 7,687,467, 7,713,936,
7,718,619, 7,723,305
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Zz=F—FEEHA) (X, AR VEKEHOBNLH
% (5.1, 9.2, 9.3) ,

o REIZEMET BHEN, EBADOYRSEFML., HEPIFE
ARVEKEOBMRISEETS2E (5.1, 9.2) ,

BEDERGERR
Zhee - R (1) 2016 % 10 A
Ri% - HE (21) 2016 F 10 A
Ri% - HE (22) 2017 %1 A
Ri% - AE (23) 2016 % 10 A
Ri% - RE (24) 2016 % 10 A

g3 2017% 1R

ZERVFEREDIEE (54) 2016 £ 10 A

ZERVEREDZEE (5.7) 2017418
Shek - ZhE

AFlE, UTOREZEGE T SHBEHEE (CNS) RIBETH

5 (M,

< FBRM - 2EEEE (ADHD)

c BADFEENMEEOLS vRMEE (BED)

EAIER : XFIE., AEREOE TG, HORBMEESHE
EREREICERLECEICEY., EEGLDNERDATERN
RELTLD, BEDORRIZE T 2FFOE2ER VA MELHE
IENTLEL,

A% - A=
ST HFE | BERYS | #HERAE mEAE
Ca—)L
ADHD ( fX| B8 158%(Z | 30~70mg/H | 70 mg/H
A K U/ IR 30 mg 10 mg X
g2 F ) 1% 20 mg
(2.2)
BED (EIA | &8H 18%&(= | 50~70 mg/H | 70 mg/H
BE) 30 mg 20 mg
(2.3)

s BERICMVEBEOBEETETHIL (24) .

s BEDBEEZ2EHTIEE~ADERS . REHAEIX 50mg/HT
»H5d (25) ,

 REIBELR 2 (ESRD) EHE~ANKRE : REAEE 30mg/BET
»H5d (25) ,

FRRUVES
H 7EILE 10 mg. 20 mg. 30 mg. 40 mg. 50 mg. 60 mg.
70 mg (3)

F a7 JILEE : 10 mg. 20 mg. 30 mg. 40 mg. 50 mg. 60 mg.
70 mg (3)

RIEBEREBEET 2EE~NDERBDZREILETEI L
(5.2)

o MEEZRDFEHEN : BEOMERVIRAZEERT 52 &,
MELEIEBEELELLTAEEMEDH ZEETIL, BERIZEFID
RATA4YLEVRYEEETDHE (5.3) &

o BHREIEA  REL. BEBCEREBEOBREOLES TR
SRIERCIRIERZSIERILEY. BHFEEET IEEDER
FEESERYTIETALH S, DIREBHHEDIRSRIIC
PIBEEEZEOTMETS S &(5.4)

o BRAF INREEADEREDF., BRERVAKEZHERT S
& (5.5)

o L/ —BRFSOFHEMEE  PIRHBBRIBEE, LA/ —
BREEDKRBEMEELEELTWNS, ABRDEHEOELEIE
BICHETILELNHD (56) .

o EOFZFEMRE €O M= EEZE (SSRI. SNRI, FU T
AU%F) LOHA. RUBEBREDHAEICYRINEMT S,
O VERBENKBELEZESIE. AFOFEREFLEL, xt
EEELBIT A& (4, 5.7, 10) ,

El{ER
RE, HOF. RU/XITMAADHD BFICE K H LN BEIE
A REEES%ULRUTI RO 265LE) . ERTR, T
T, BHRBGR. ARERD. TH. FHEOFEL. ORE. ZF
Bt FERE. B, LESE. RUEBHTH = (6.1)
A BED BEICL K HLNZEER (RRESWULRVTS
BARD 2{LUL) X, OREZE, TRE. BREGR., DHEHEMD.
B, V<UL, RUFRTH7= (6.1) &

BElMEANEDHNBIHE (L. Shire US Inc. (1-800-828-2088) X
[ FDA (1-800-FDA-1088 X (& www.fda.gov/medwatch) [ZiE
WLTHRET D L,

EWMHEEER
BIEEFIROT/ING UEF - RO pH #EL S 5EHIE. 7o
TIRIVOMPEEZELIELIEFANH D, BELCHITT
VIIRIVOMBREFBERTSE. ZIAVREIIE7Z T4
SUOMHPEEELERSES, AFOREFEYICHATTLIL
(26, 7.1)

------------------------ HAGER~DHRS

s HIEADRE - BRICATLEEERZITEENLNHS
(8.1) ,

o BEBADRE : KFZESPOBIFHRESI AL (82)

BEAVURY VBB RUBEREES A FIZDOWTIX 17

BHEERBTHL,

2017 5 7 AHET
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1 308k - BB
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21 BEHORY Y—=24

22 HRALDIEEE

2.3 ADHD OBEIZEITHHAE

24 RADPEENLSED BED DARIZEITI2HE
25 BEEHIT HEEBIETIHE
2.6 EMHEEMEAICL Z2HERE
3HERUVEE

4 2=

5 BEERUERALOER

5.1 ELAE MKEDATAEME

5.2 EELDME RIG

53 MELEF R UDAEEEM

5.4 FEHREER

5.5 EEHNH

56 LA/ —BEEFECKRENERE
57 O b= UfEGER

6 BI{EFA

6.1 BRERSAEBRDERE

6.2 MERZEDERE
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7.2 AF & DBERMIZCEELBEER DA OES
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8.1 IR~ DIRE
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8.4 INR~ADEZE

8.5 B E~NDIRS

8.6 BEE#HIT HEBE~DERE
87 B&E

9 EME AR TR
9.1 JBHME
9.2 ELHA
9.3 k#%E
10 BERS
11 R
12 EREREEE
12.1 e ¥
122 FHE
12.3 WA
13 JEEERREM
131 DBARME. TERME. RUEREET
132 HMEERV  XITERE
14 EEERRER
141 FERM - 2E1EEE (ADHD)
14285 vEBLEE (BED)
16 Bt/ RERUIMRLVEE
16.1 fit#8 5 3%
16.2 RER VEIR LA X
17 BEFEHI Y VTER

ERFFERTER SN TOSERWMAKEEH L TLELY,




VRt

2L ILARVIKRE
AR ZECHEBEREE (P I 4IVERUAFILIZ
F—rEERA) X, AARVKEOBALH S,
EHZRFET B, ELAOUY RS 25HEL., BE5DFEARY
REOBEIZER TS L [BERUEHFLDEE (51,
52) . RUEWIARUMEE (9.2, 9.3) BfE]

1 e - HE
‘ AFlE, UTOREZEGET 5,
GIERME - LEEEE (ADHD) [EFHE (14.1) 6],
TBRADHEENISBENL L B WEE (BED) /[FFkaA5
(14.2) 5] .
= AR :
A¥E., RERBICERLAEVIE, ZOLS HFEAHES
NGV, HORBEHREBELZAREFEICEALEILIZKS.
FELRDMERODEZTEZNAFREL TS, BEOARKRIZET
AEABFNDRLUERUVENDEFEISATOE L [BERURSE
LDEE (5.2) M .
2 Hi&-HBH=
21 BEHORY V—=2F
AFE=EOCHRABRABEEZRE. FLUF. RUBRAICEST
BETIC. WMEEDEHEFITMIT 2L (Bl BEELREESR.
EREXILDEMTREROREEOHE. RUBZEHNRE)
[BERUREFLDZIE (5.2) ],
AFE=EOCHRARRBZEOILAZH S T=OICIX, LARTIC
EIADVRYEFEMIT S &, WARIE. WEZASICEHL.
EAICODVWTEEZEE L. ALARVAEREOHIZITEEL
T, AFOERAOLER#BIMI S [(BERURFHLD
2E (5.1) . EYIFRU®E 9.2, 9.3) 6] .
22 FARALOFESEE
AHIE., BEOAEICHARGCHICRATS 2L, FRIEZSI
FRITEENLH DO, FROBRAZHMITDII &, AFI
LUTOWTFIhIDAETRATAZENTES,
AFH T/ DIER -
AFHTEILEZTDEERAT S
cHTEILERFTREMZETRYBEL, 3—5IL . K,
RIFFLUOC1—RERBED, DT EILODAETYIZEHES
NEBMESEEATVAIEBEIF. RT—UTIELIESIZILT
L&, NEYATRICHHTIETREED L, EAYIE
TCIZLTRAL, BRELABEWVWI L, BRI —ESHT
PEREBITHEMBTEN. RABICF IR ZEET ST«
WL T S AOBERICEDIZELDH S,
AFF 2 7 TINEEDIEH -
| « REIF 27 INEEE. LohY EBATHSRAZEI &,
KEATEILORDLYIZRABEOREDARKF L7 IILiEEERA
TE% Bl :30mgh T30 mgDFa7TIVEE) [BEE
FEHE (12.3) 4] ,
1RB1AWTELRIE 1 TELIAETCORAIIES. 1 HEE
SHTRALEWNI &,
2.3 ADHD OARRIZHITHRA=E
6RULDBETCHREINIMAKBAZIE. 30mg®d 1 8 1 EEH
5Thd, AEIX. REAED 7T0mg/BETT, 1 EMRET
10mg XIF 20mg $D5RET R & [EFkatEE (14.1) SMHE]
24 BAODEENSEED BED DARICHITIRAE
WEIWIFBAEE 30mgBTHY ., HEBERED 50~
70mg/BICETSHFETH 1 BT 20mg 3§ 2EET 5L,
REAEIE 7TO0mg/BTHD (A& (14.2) 6] . BED
WEINZMFAEERFIDERSZHIET S &,
25 BEEEITIEAEICSITHA=
EENEEEEZHEITSIESE (LHKAKEBE [GFR] 15~<
30 mU/min/1.73 m?) Tl&. REHEEIZ 50mgB B TIZAD
U, RKEMBARL (ESRD) £#F (GFR < 15 mL/min/1.73 m?)
T, EESHEBERASL 30mgBATHD [BHLEF~DRE
(8.6) 4] ,
2.6 EVHREERICKZRAEHRTS
RO pH 2L SEZEHF|F, 774 I U0ORDHMREUM
TERECEEZRIEFIETAAH D, BEMEEE (B 7RaL

EVE) 7743 V0ONMHBBEFETSE. 7ILHh UL

O EREFFUDL) FTUIIAIOOmMBERESLE

SEEd, XFNORELENICHAHT DL [EYIHTHEF
(7.1) 5] ,

3 FHEBRUEE

ZEEH T DIER -

10mg h 7L RABRT«  RAEFv v T (18489
RO M0Omgl &M=F)

20mg h 7L KREBBRRT s HREEBTY VTS
( TS489] BT 20 mgl &ENE)

«30mg h7E)IL : BERT s BEFXyv T (8489 RV
30 mgl &HIF)

40mg W 7EIL : BEBRT 4 FHEBEFvv T (15489 &
U T40 mgl &L EIER)

50mg W 7E)I : BBEBRT s HFRFyYv T (8489 RV
50 mgl &HIF)

60mg h 7L : KBRT 1 KEXvrvT (7S489 RV
60 mgl &HIF)

70mg h 7t FBRT 4 BEFXYyv T (8489 RV
70 mgl &HIF)

ZAFF 2 F TINLEDIER

10mg Fa7 ) : AN LRBFHBOAVLERIOFEAEIS
Mo . £ 5 KmEIC 7S489 MZIEN

20mg FaT7IIIE: AR LRBHBOANAKOESIDR
mic 1201 . 35 HM@EIC [S489) MZIEN

30mg Fa7IIIE: ABLLRBHBOAAEHU=A
FofERIOREIZ T30mgl . 35 FEIC S4891 DZIEN
40mg FaTF7IIIE: AL LREBFHBDH TEILE O KA
DHEIZ T40mgl . 3 5 KEIZ [S4891 DI

50mg FaT7IIE: AR LRBHRBOAAEHU A
FofERIOREIZ T50mgl . 5 FEIC S4891 DZIEN
60mg Fa7JIiE: BENOCRBABROAAZHUOER
OfEFIOFEIZ T60mgl . 5 FEIC [S4891 DZIEN

4 BB

ROBEIZITAFEZZRE LGN &,
TFTUITAIVHEREIARBICEENZZTDOMOESITHT
PBBEEZETSHEER, TREDRET, 771 5F 31—
Rit. AF74—T VR - Pavy VEGR,. EZE. RV
ERBHEDONTIND [FIFF (6.2) BT ,

CE/ T IUBIEERAEE (MAO) %2%B5HX(E MAOI D&
#Big5% 14 BUADEE (VRV Y FREAFLYTIL—#
fRESZED MAOI 288) . elEY ) —EDRBEDOURY
NEMT 28 ThNHD [EERVIREFALDEIE 5.7) . E
YEFERE (1.1) ST

5 ELHRUEALOZEE

51 EARUEEOTEENE

AFEEOCHRABRRBE (FUIFIVERUAFILIT

ZTF—FEBHA) F. AARVKEOERANSH D, KFIEL

AT BENZ. ELADYRY E5FE L. BE5DFEARTIKED

BIRIERET B L [EYEARVIEF (9.2, 9.3) 5] .

52 BEEREGOMLERE

HREAZODRERIBEOREEZZFTEZRAIIENT, BR

k., BER, RELDHEENRESA TV, DEEEERY

FRMDEELDKREEZAL. ADHD [Cx L THEREDHIR

HRABEOREEZTRERVELEICSEVT, BREN

HMESNTWE, DEEEE. DHE. EELARIRK. SR

KE, RUZTOMOEELLDEREZET IEE~DKEDOERE

X8 1T52 &, ABDZREDRICHEERE. RETBAD KM,

XIFFERERR L -BEHEFICFHET 52 &,

5.3 mFE_EFRUDaEEM

FRARABELOE LS FHH 2~4mmHg D L]) RV

REIEI (Fi9% 3~6 bpm D) #3IEEIT, HREUVS

MEDAREMICDONT, ETHEEEZHET LI L,

54 HWMREMER

BREOHMFEDEL

PIRMERIMEL, FHREEESZRIIBEOTYEERY
BEBEDEREBLIELIETALAH D,

BiBEEEEHET SEREICETIRBEIEY — FDEFE
PIRAERMEL. WBEEEEETHEBICEVWTESES




BEIEY—RFEERTI26TNNH D, RERKBIC. BR
IEY—FEBEDIVRII77945%— (il {15 DERDLEFEX
XEEE. HDHVIXHEER. WEHEES. RUS DHEORERE) I
DWTEBDRY YU—=0T%T52 ¢,

- L BRI R UL R IR
PIRHETSEOHERAETORSICEY., BEHRLBRHBEOR
FOHLWRERUFELETIK., 8. TEHEE, XEBREFEL
EDRHRMFERCBRIERPELDIEETNLEH D, ZDELSHIE
RKHBELCEHEIE, KFOH/REPLEEZRHAT S L, hRHRE
FIMECEROEHR TS RN BRBORESET TIL, DiEH
BRSZEEBREL-E2ED 0.1% THEMBER X ZREKXNARE
LIz lL., 7S5tRERELEBETIEI % THo =,

5.5 RN

INREETIE., PRBBIEEOREFIFRERY. AREEE
TEEAELTWS, AFZEOHEABRBEZES LIMR
EBETIE. BE ARERUVUEER) 23BECERTDH L, 6~
125% M ADHD EE 1R & LE=-AFD 4 BREO TS5 wRIER
BT, 7S5tRETHREENAAONT-DICRL, FFHZK
ELEETRECHEBTIRERIAH# LN, T, FloF
BRERNBENRETIL. BRENEZFEDRERTA&# Nz /5
1E/H (6.1) SH] ,

56 LM/ —BREESLRBOEE
AENEEOHRARRBEE, L4/ —BEREEORENEE
CEELTWS, MIREVERKET. BEIBMRUTEETHD
N, FRBICENLBEEELE LT, EDBEERV/ XITEERHE L
DEENH D, THREORETIE. EEHBECAVT., B5H
MEBELTELIBYPRVABRAETL,/ —REFETLERMH
mMEFEDZENRO SNz, BIERVERIEZ. —RICAZEDHE

ENFRESHERICHET 5, PRAERIMEICE SBEBIE,

EDOELEEEICHRETINELNHD, BEDEEFICEELS
SEREEME (Bl - )R FOERE) NEYELLIEANH D,
57 O FZUERE

FUvI7z8 3V, EO M UHBREENERICREESRS.

MAO FAEZE (MAOI) . BRIt F—UBERYAABEEE
(SSRI) ., tO = -/ ILFZELFTYUERYAABEEE
(SNRI) . FUTFEY, ZBRARSDE, 72z 4=, UF
DL, ST K=, FUTrT7Y, TREOY, £V D
EIJXU—I\%O);iﬁ'J&H‘Fﬁ?’%) EIZ&>T, A@EEML
MWD FZUEREFSISEITETINAD D [EYHE
BEF (71) ] . TV IR IVRUT7UI R IVEE
KX, ¥+ 0L P450 2D6 (CYP2D6) IZ& - T3 HEEKH
INnBZE. B CYP2D6 HEEAZIFE DI EAMOATILNS
[BEFERE (12.3) $/] ., CYP2D6 FHEHK L DHFRAIZK Y.
AKOZFHEREY (FFERAOT7UITIILAIY) ~AOBREHIE
medEEnhHdizH. EMHEEEREZSI SR I RIEEHEN
Hd, COESHIGEICIE, DO b= U EEEXIL CYP2D6
FHRELLVWEROEREZ®RF TS L [(EYHER (71) &
], 2O VERBEOERKICIE, BHRKEEE G, ﬂ
B, Ex. PEYS) . BE#HETRE Ek. FTREMLE.
i FE L., T, B, SR%) |
SAYO—X R, RETTHE. Mﬁéﬁﬁi) EERUV/XI(E
BEER (B, 1B, Tr%)%wr&b FThd,
AElE MAOI DBRIZERTHD [EE 4) SH] .
+Ook= /r&ﬁwr&b%ﬁLt%A@ AERUHRABD
O UEBEQOFERELELICHIE L, SEREZBEAT
52 &, AFlE. EO FZUEBEX(E CYP2D6 FHEK & DO#
AlE. StAOBENARR T4y FABENY RV ZLESZBE
IZOAFFEALTRL, BERMUICELTHIEE. RXFZEAE
MNoRBL. BRERMBBEXXIBREEATPICED F = UEERE
DEREERT DL, £, BEFICEO L VEEHEOUR
SEMIZDONTHET S &,
6 ElERA
UTOEMERIZOWNTIX., AZEDMOIEBEICEMANTH A TL
%,
e FUI7IHIVHARIAFIZEETNDZTOMDOESICHT
LBBUE [Z5 (4) ST
- E/ 7 VEMtBREATELALEZGEEOS0EY ) —FE
25 (4) RUEYHEEEE (7.1) SHE]
o BEWMKRT [(HHAZEL, ZERUVEHFLDZEE (6.1) . BRU

MEHER (RE. Iﬁlﬁﬁ\

EYFBR UM (9.2, 9.3) HHE]

s BEELQLDMERIS [(BERURHFLDZIE (5.2) HHE]

- MEEFROLIASIEN [BLERVEHLDZEE (5.3) ]
o BEHREVMER [BEERURHLDZIE (5.4) ]

. BRI [BERUREHFLDZEE (5.5) HHE]

c LA/ —BREEOCKRMOEE [BERUEHFLDIE (5.6)

;eﬁé’]

+0O bz UERE [Z
61%&1&@%&
BERABRIIEFIFLESETERIATLSE=H. HEHEHD
BERABRTHRIW-EEROERREIL. JOEFOBEKRR
THREIN-RRELIEELEEKTET., T, BRERETO
EMERDHRIEEREZ R L TLVEWATEESELH S,
EEXRM - 2HHEEE
AEOREET—42E. MNERUBRA ADHD EEExRE LS
AEO 4 BROLTHENEBRBENASBOAET—FICE DL
TW5 [BEERE (14.1) SHE]
ADHD DEGFRERIZH T ERE AU IZE o /- FIEH
6~12 BMOBEENRE L-BRE (RE& 1) TIE. XF =K
SL-EED 8% (18/218 #5l) TEMEAD OG5 EHhIEL-D
IZxL., 5 ERERSLIZEETIE 0% (0/72 ffl) TH-T1=,
B1EHEDOEMER (REE 1%L, RUTSEHRORRED
2 fELE) &, DERBXEZRILDEROEMEE, Fyv., B,
BEEITE. TRE. BYHE. RUKS [REEA 246, §
Hhb 2218 6l (1%) 1 THo1-, EEETHRESN-EER
(RIER 1%EKF. XETTSERORERD 2 X)) 1. £BE
HiE. ORERE. KERD. FEHEOEL., ER. EEth. 8
. BY, RUSMETH 1=,
1B~1THEDEEENERE LE-EBRER GIBR 4) TlE., FH%EE
SLEEHD 3% (7233 #5l) TEIEADI-HE5EHIELE-D
L. 75ERERELEEETIE 1% (/77 ) TH-o 1=,
B1EHENEMER (REE 1%L, RUTSEHRORRED
2 fB5Lb) (X, BAUER (2/233 I, 1%) . RUTREE (2/233
wu %)r&otoﬁﬁﬁrﬁiéhtﬂﬁm(%ﬁ$1%*ﬁs
XIFTSEROFERED 2 £R7E) (. SFEE. BIESERSE.
[OHE. RUTER#ETH 1=,
BAERRE LI-BHER (B 7) TlE, AXF#RS LEE
D 6% (21/358 f) TEIEREDE=HHFEEZERIELE=DIZHL, 7
SERERELEEBTIE 2% (1/62 ) Th-ot-. RLEHEE
DEMER (REXR 1%L, RUTSEROERED 2 f£LIL)
I&. FERGE (8/358 fil. 2%) . #EAR (3/358 f5l. 1%) . SZFIHK
4 (2/358 5. 1%) . =IME (4/358 I, 1%) . BB (2/358 4.
1%) . A& (2/358 . 1%) . RUMFREH (3/358 fl. 1%)
f&otoﬁﬁﬁrﬁiéhtﬂﬁm(%ﬁ$1%*ﬁ XIE7
SEROFEBRED 2 FRE) L. BE. TH. BD. B8ED.
FEEOEL. B, 50K, EEE. RUZELBEEDHITH
271,
ADHD DEGEKRERIZH VT, RFIFRESIAEEEIZ 5% LULD
ZIE TRE L =5I1EHF
RE, FVE, RU/ XEBATHRESNE-RILEHEEDEER
%ﬁ$5%ui&077tﬁwzﬁu¢)usﬁ&$ﬁ~$§~
BMEE., AERD. . FEMHEL., ORNER. SRR,
RERIE. Biby. J:HE“BJ“ zwucuir&mr:
LFHFBRTABFIRE L/~ ADHD EBZ(ZH 1) T 2% Ll L DEEFE
TEE L /-5I1E/H
6~12 BRORERE HE 1) . 13~17 BOFLERE HEK
4) . RUBRAEE B 7) ITXFRXE TS EREHRELEx
BHABTHRE SN FEREZ. TX 1. 2. RU3IZFRT,

ERUVEHFLDEE (5.7) £H]

=& 14 BHOBKSER (RE 1) ICBVTAFERELERE

ADHD B%& (6~12 &) D 2% LTHRESHh, EBREN TS5+

REZBELEEED 2{ELLETH - -EIER
VYVANSE (218 ll)

TR (7240

BAUER 39% 4%
RIRFE 22% 3%
LHEERE 12% 6%
SR 10% 0%
&t 9% 4%
RER D 9% 1%




Eib 6% 3%
mSEA 5% 0%
FHMEHEN| 5% 0%
BERRE 3% 0%
K5 3% 0%
FE 2% 1%
{ERR 2% 1%
Fyb 2% 0%
BTk 2% 0%

% 2 4 BROEKRRER (RE 4 I2BVLWTEARZERELEFVE
ADHD £E (13~17 &) O 2% ETHRESh, REENRSS
REZRELEEED 2{EL L ETH--EIER

VYVANSE (233 ) T5HR (77 61)

BAHE 34% 3%
TIRRE 13% 4%,
RER D 9% 0%
mSEA 4% 1%
gz 2% 1%
BHRTRIR 2% 0%
i34 2% 0%

= 34 BHEIOBESRER (BB 7) ITBLWTEAHAZRELERA
ADHD BE&®D 2% L THRESh, REER TS REB/ELE
BED 2ELETHH--EHERA

VYVANSE (358 f§i) T5ER (62451)

BETIEEIBELAVEOWTANICEESICE YT, &
FICAFLIz=T— b EHRELENMNREERE LGNS /NRED
BREYIFTIL—TERLESIC. RELEEZ 36 1 AR (F
BHb 10~13 HET) . TERCEHLIEEE,IS, KFIEE
HRE (Tahbb 1 EMEEBLTE7BEE) LENMNETIE, K
EEEN—BMIZETL (FHLT 3 FMTHRARH 2cm,
HREESH 27kgDEEET) . COBRITICHEEDREZTTIR
HIFZEHOSNIENZ ENRE I, BLEEEEREELEET
VITAIY (dKE HADH 3:1) HBHEBRTIE. 4 AREO®R
SHENOKREDON—RASA UMb DTEHELREIX. 7Tz 4
S 10mg R 20mg #HRE5LEEETEREFNAL—1.1bs RV
—281lbs TH-o1= 4 BEIDOEFRELHMG. AENELZEREN
RECPO L [BERURHLDZE. (5.5) ] .

EA ADHD ZZ& (=5 113 1KEjL

BAERFRE LTS EARGERE GREBR 7) TE. 4 BAM0A
BEOARET., XHZKEZEE5EHN 30mg. 50mg. BV 70mg T
Hot-BETENEFNLEY 28Ibs. 3.11bs. RV 4.31bs JFHL
oIz L, 75tERE/RELEEETILTEY 05I1bs ML=,
THEPBULEE
AEOLRLMT—42I%, BABED 2F 3% & L= 12 8RO
TREMUZAE Tt ARABRE 2 HBROT—42I12EDLW\TWS
[BEEEE (14.2) ST . BERUVRELSADDOERD Y R
DI7OE—EETHEEERN L1z,

BED DB EFRERIZH 118 XBIDRE FIEIZE o =5IEH
18~55 BNDBEEHNRE LEHMBRERTE., XFEH/RELIZE
HD 51% (19/373 ) TERMERDF-H{/EZEZFIELI-DIZRL.
TS5eRERELE-EBETIE 24% (9/37261) TH-o1-. AFIZE

BARRE 21% 2% BELEBED 1% ETHREDIECE>FEER (BR) 474
RIRFE 27% 8% Mot
O RgzIR 26% 3% EEETRE SN-EER (RBE 1%KE. XETS5 RO
T 7% 0% BWED 2 fERH) [LOAKEMN, EE. LENE. TREE.
B 7% 0% 5. FRE. SHEE, UV, RURRTH 1=,
F& 6% 0% RATHRESNE-BLEHEORER (RRE 5%ULRUVTS
BRTIE 5% 0% RO 2 L) (. ONEER, FEE. SRR, LingkiEm,
ULULKRE | 4% 0% i, UCULE. RUFRRTH o7,
B 3% 0% BMABECAFIRE TS REHRE LEABRE (RB 1 RS
mEEF 3% 0% 12) THESLEEMERZEEHETTR4ITTRT,
% 3% 0%
ELEED | 3% 0% &£ 4 12 BFOBEKRER (BB 11 RU 12) IT8LWTEHEERS
x Lt=RtA BED BED 2%t THESMRERENR TS HEER
RERLD 3% 0% SLEBED 250l ETH o LEIER
I Of; bR & 2% 0% VYVANSE (373 1) TS5t R (372 41)
D3R E N 2% 0% ARNEztE 36% 7%
R 2% 0% TEESE ' 20% 8%
HIE 2% 0% BAUER 8% 2%

D aEk i 7% 1%
Ff. RALEETE., XFEHRELEZBED 26%k VTSR VLU B 6% 1%
ERELEBHD 0% THRFLABRRIN, AFEEELEH @k 6% 1%
BED 14%RVTSERERE LI-HEBED 0%T Y E R—HiE P 5% %
NEREINT, TH 4% 2%
/N2 ADHD ZZ (517 S M ERLR VEREEDET KERD 4% 0%
6~12 BOREBEEHRE LTS RABRR B 1) T P I 0%
X, 4 BREOABREDREDA—R 51 UhbDOEHEILEIL. B A %
A#l 30mg. 50mg. RV 70mg #&{¥ 5 LE=B&ETIXENEFN— =E% 2% 1%
0.9. —1.9. RU—25Ilbs THoF=DIZxL. T5EHRZHEESL ERE > 1%
FEETIE+11bs Thot-. 4 BROBETIX. AEABNEE ;Tgr % o
HREANKRE CHD LTz, ARIZBRSE LT 6~12 ROREEEDHK ié%ﬁ - 7
% 12 p AMEEREH LREA D, AFEERERE (F —ete > >
mbb 1 EMEBL AT BRS) LERETE, FRRUE:  |[L0EE 2% 0%
CEEE L 1 EOBADKEDR—R S/ Uh>OTERTLE  |REER 2% 0%
REMIMT—134 (R—R51 VR 12 » BEAOTFHES  |BF 2% 0%
BMIEZTNEN 609 RU 47.2) ERahf-&5(c, KhETHEE | BOBEDLEE 2% 0%
LEREEEMETTZENTEREINS, 13~17 BOBLE O e BE 7 2% 0%

BEEZRRE L 4 BREAO TSt RABHR T, FHRTER

DEEDR—RSA4 o DFEHELEIX. &F 30 mg. 50 mg,

RU 70mg 2R ELIEZEETETRETN—27, —43. RU—
48Ilbs THo=DIZL. TS5 tRZE/ELF-EFETIL+2.01bs
THho1=,

7~10 MO/NREEZE 14 A BREICHEZYAFILIZI=ZT—+%F

TIFRRE) ORBESLETORABESD,

PHAE NbEMIEM RU THER) 28T,

6.2 TR % O Bk

AROEDHE, UTFORERNSERSATNS, hbOEHER
FERMICRES N, BHIEHH DAV, TOEEIZONT
EEMOS MEE AR & DR REROWEILERTETH D, B



TOEZLAERIATINS
BH. FEBEERFX. 7FI7 143X P—RIE. BEE. DXF2
CT. REERE, Fy/. . ®ELY., 5O/, BBEREEE. B
EE. WEME, RT4—T VR - PavyY U EEE. BE. IE

FE. ER5. %F. VEF—0OZL. HEOHEXEIHELER.

fEib. RUBSERMRIE.

7 EWREEAR

71 FU 78S VUEENOBRNICEEGREEREZET 2EH
K57V I VELEOBKNICEESHAERREZET H3EH

CDEEE. RREE. B, BERETRH.

MAO [AZF (MAOI)

EEERBIVER |MAOI i35 DEix., PV 7z 2 IV DORBEEE
SH. TRLFY VEEHERBRRALSD/ LT
EXTYVRUZFDOMDE/ 7IUORBIZHT
BTUIIRAIUNERAEEBL, BRERUZD
thoBMmMES ) —EDOHIEES ISR T, HEH
HEPHNERARUVESESEANELIETALDH
YU, B aHEREERI L1 H D,

HE MAOI DS HRIFHRS5H# 14 BURIZAF Zi%
SELWC & [EE 4) SF] .

451 LX), AVALKRFYDE, JzRILD
v, Sy oz y

0 = (EBE

BREREVER | XFlEEO FZUEBEOGHRAIFK. £R M UIE
REDURY EEMEE 5,

HE EFAETHEL. €A P UEEEOK LOERK
. BITXFORSHBERRVEERICERET S
C&. EOMZVERBNEESLES. FFRY
AP P EBEOERZEHRLET S L
[(BEERVUEBEFLDEE (5.7) 5]

151 BIRMWED FZ UMY AHBEEE (SSRI) .

taOr=ZY - JULTRLFY UBERYAHBEER
(SNRI) . FUTE Y, ZIREZMSDE, 7z
VRZN, DF 9L, SR E—=L, FUT T
7o, JREAY, £ Y3 XT—F

CYP2D6 [HZF

BRERRIER | ABlOAERALI-EE LT, AHl& CYP2D6
EEZEOHAIERFOFERBMTHS TR+
A7V I U0ANDBEEFEMIELIEEAN
HBzH, EA N UEEFEEOY R EENSE
BETNhLH 5,

BB EAZETHEIBL. HCAXFORSHBHRVIESE
B0 b= EERFORIECEREZHRT S
& O P UEBRBARKRLEGA. RERUV
CYP2D6 [HEEDFERAEHhILT D& [EERY
@#HLDIE (5.7) . BERE (10) SHE] ,

151 NAFEFUORVINLAFEFY (UE, A F
—EBETHLHD) . F=PU. ULFEL

FILH YA

BRERRIMER |R7ZILAVERIEX, Fr7z 230N BEES
FREE, XFOEAISERT DETIALH S,

HE AENERTILAVALFIOBHRAITETSZ L,

151 RZILAVIEEH (Bl : PEEYSIFE, F7UFR
Hn—EB) .

B

BEERAI/ER | FREAMEIERIE. 7o 7z 2 I o OMBEELZET
S, AFOEAERBIE285ThLH 5,

BB BRRGICEDWNCREZBET S L,

151 FREZIEIEH] (I : BIEFoEZ DL, YUEEF
9L, ATFIE)

EERM S oF

BRERRMER | SBRREXIXEARFBEDEEZHE®RL. XN

N d7oI7x3IVEEFRNNDERMICLER
SEIETNLH D, DOERITHT HERALIE

BISETNADH S,

HE BEICHEL, BRRRISICESWCHEZRAET
5h., RELEEZERT S &,

£l TVISsv. FaryIFYY

7.2 REEDOBENICEEGHAEERO L UVEH

EUMEEOBE AN LIE, KBETT7UoI7o0 RUTT7xD
V. REFATSY—IEHRTIRIE. AFORERAFIFE
THd. T, KFEHAT BT 777 0XIFERVST
FEXVUORERAFIRETHD [BFEEE (12.3) HHE] .
EMBEOB NS L. REEHAT D, CYP1A2 (I : T
749Uy, TaoxtEFo, AS5+=Y) . CYP2D6 (] : 7
FEFEFY, TVTFI0, RUFT7XP V) | CYP2C19
Bl : AATFST—=IL, SUVYTSI—IL, O1FL) | RVY
CYP3A4 (5l : SHYS L, EECK, YUNREFY) ORE
ERDERNORERAFTIITETH D [BFEE (12.3) HHE] ,
8 HWHLGEA~DESE

8.1 FER~ADERS

R DEBE
AEDIEFADERESICHAT I HERNMEUVUTREREN LB/ ON
=T7—%FRonhTHY. EFICEET I2ELERERIBERUR
EDYRVEHRAT BIZERTHRTHD, 7V I 4 I UEKED
BEMASEENIARICEK., RBASBRUVEEEREZELHEE
EIERERIRAS RO DN T WD [BFEHEESE] . BDETER
EBRTIE, BIRS Y FRUDYXOREBBBIVRTES 2D
BIUAVIIEE (70724320070 FR5yY) 280K
5LTH. FRFOBERXBEXIEFIZEIH OGN,
JDAFXFHUITIRIVAVIIEBEORARMRUHEBRRRGE
BEhihot=, LHAL. Sy FOIERDRUEBIFIZTLD
TARIY (dKkE HADE 3:1) 2% 53 D&, FOEFEEMNE
TL. EERAEHNUEDT U748 IV EHROKERIZDER
BESBETIFORERINE L, T, PVvI71483I0%
BEL-BHROFCIIREHEE~NDAERANEOONT-, BEKA
EHYEOT7 VIS IVERAVE-EDORESARTIE. REM
BRABEEMRVCTEEMERLRESNATWNDS [FT—285H] .
COEFIZTET2ELERERBRUFREDHEES ) RV IEF
BHTHd, ETHOEIRIE. ERERB., FIRBEAXIEZOMHMOE
ZEHRROERVRIEES ., XEO—REFATE, BRRMIZHESR
SNEIRICETI2ELARERBLEREDOHTEER Y RV L.
FNEN 2~4%& 15~20%TdH 5.

ERERR B

B IE - B SEADEIEF
AEDESHTFYIT 2 IVEE. MENMEEZSIZRIL. Ch
IC&E>THBERNBLITIETAND S, T, 7V I 4=
VHEIFERBEFEL. KBS BOURVEEMSEDLIETH
NHd, TUoIT I UREOBREMEETALIARE. X3S
BREUBEHEKRED ) RIHELY,

FUoI7TRIUEERS LEBEMNCETN-ARDZIEEE,
SR, B, RCBEOERKEL EOBBRERISEET S
Z&,

T—4

BYr—%

HIRS Y PRIV XOBREBREIC. VATFHL T2
AULEIEE, ThEH 40 RV 120 mgkg/ B E TORETRO
BELzECH, BMBIFOREREXIIERFICHLHEZELH
Shimof-, CALDEER. mgm’ AREEBRET. FLF
~DOREHREKEREAE (MRHD) THD 70 mg/BDZhEThni 4
BERU2TETH,

EIRS w M2, ER 6 HEMGIEE 20 BEHIC7 723 Y
(k& HADLE 3:1) 2, 6. RU 10 mgkg/B #0595
HEBREEMLE, CAOOBEEE. mym* BETELE~DT Y
783y (dfKkE HEDEE 3:1) ® MRHD TH% 20 mg/AD
08, 2. RV 4ETH D, ETORETHRIEFLER VK
EENOEBETHECE, ETORAETHFOEREBTAA# LRI,
6 U 10 mgkg THROKREFRLA#H SN, ThIEEE SO
O EDREREOERELEEMEEAL TV, 10 mg/kg TIXfF
DEXEFOTENEER 22 BRICHONT=H, BIA% 588
IZIE&HF OG>z, FORBBOERERERELIZEZ S,
10mgkg 2R 5 LIE-BEMSEFTN-FOHTIIITIRBFOKE
B, BFERE. RUCFOEEARED LI,

(FolEICET 2NN EHOMETIL., HEMXITHERELY
ICERBAEERZEND7U 7423y (d-XIK dl-) IZBET D L.
EHMLAREEMRVTERENELERTEIALIHD LN
REINTWD, ESITEEMNERE. 2ERUREREE.



BREHOLE L., MHENEILEETH S,

8.2 BRG~DEKRE

R DEBE
JRTFEHUIIAIVE, TFRAMAT7Y 74300 7OF
ST THD, ERXBOBON-EFHRSEICLDE, ooz
A2y (d-XI& dlF) [FE FOBAICHBITL. BREOKETHE
LE-REIcNT 23 RDERENEISIE 2~13.8%T. #I.~ M
BHIE 1905 75 DEEATHD, BILSNILR~DODEEER
FHREShTWAEL, P74 3 VBENLRORSMAHE
HEICRFIEZEEITHATH D, SREOTXFRA AT T 4H
IV, BIZBASBATRICHEISA T E VLWL ETIE, 2t
EEEHITF28TNDH 5. BAFOIRIZELT, EELOM
ERIG. MEEFRCOASEMN, RN, REMEELED
EERBERIRBT 28T H D=0, RFIZLDEBEDD
BIISEEShGWEBECBHET S L,

8.4 INR~DHE

ADHD

6~17 ED/NR ADHD BETIE, AFORLMERUVEMMEIFEL
ENTWD [FIfEA (6.1) . BEEE (123) . RUEBGEKHHE
(14.1) ] . 6 BRBDNRBEICE T 2AFDRLERY
BHMEIIHEIL SN TLELY,

BED

18 BABDEEZICE T H2XFNOREERVEMMERIHEIEAT
AT YA

R R AN

AEZEOPRAEBRBEEICLZABEDI. BFEORRISEET
52 ¢, BRIIIAENFREY ICEML TLEIVNETIRERE
HERABRE L BIGEEN DS [EERUEFLDEE (5.5)
EVfERE (6.1) M) .

YEHYWT—4F

MESY FRUA XICERAZEHLETAREZHRE5 LB THE.
BEIHIE 4 BEOKREREHEEZICA XRUVMS v F THOH
XIFFZLICEELEN., S5y FTIREEBLAEMN 1=,

MESY FZIYURTEHU T A I AL ILEEE 4. 10, XiE
40mgkg/BZE% 7 HEMS 63 BREICEROKRET 2HBEER
Lfce CNOOARE., mym’ BETE FOINRADREERKHE
REAETHD 7T0mg/HNH 03, 0.7, RV 3 &ETH5D., EEE.
AKEHEM, RUBERERIC. AECEETIEINAONT, 4 8
HORERNEHEZ. AERVEREREX. TEEEICEREL:
M. ETIHKRAE L TKRIBIZEAD LTV, REAETIHEEOR
AETOBEAEELRA, £#% 85 ABLYREEIEFELIA,
BEEADERFDOHZETHONEN D=,
MEBEARICYRTEH U I AIVAVIIEEEFSER 10 B&Y
6 n AEEE LEHEBRTIE. REFLz-2TOAE (2. 5. RV
12 mglkg/H. mgm?> ETE FOINEAD 1 BH1-Y DEEEE
RHEZAZENH 05, 1. RU 3% THREEMOETIAA#SNT-,
COEET. 4 ARMOKREREHBPICHIMIIITLICEEL
1=

8.5 BEEE~DERE
AFEIDEKRAEBRTIE, 65 BLULEDHWEREYMN., ESRHBERE L
BEROARNERTINE S HHERT HICIEFR+HTHoTz, TDith
DERBERUVEMBET —2 OWME [GFEE (12.3) £H]
T, BREELEERBEELOREDEFTEINTULEL, —
kI, SHBEE~OHAERTX. AEEEOREENSEHIEL.
Friae. BHeE, XIXDHEERERTOHEENE S, RUHEREY
MOEYEBEOHARHDLIEEEEITRETHD,

8.6 BEEX*HTIEE~DES
EEOEEELETAEE (GFR 15~ < 30 mL/min/1.73m?) T
. JUTSUANETLTWSEH, REHEE 50mg/B %
HATIEHE S, ESRD 2% (GFR < 15mLU/min/1.73 m?) [
BIT3EE#HREAEIL30mg/BTHS [BEFEEE (12.3) £H] .
JRATIXFHUIIEAIVRV -7V IR I VEBERIZ&E->TR
EIniLy,

8.7 Bk=E

HRICKERFORERGTEIFAETCHD [BFEEE (12.3) &
#Z],

9 EMIRRUVEKE

9.1 REIME

AEE, P72z 430070 RSYITHIIARATEH VI

BIVEEEHL, RTTa—IILIDOEEYETHB,

9.2 ELA
AECZDOMMDT T H IV, RUAFILIZ=T—FEFH
HENZETPRHBRIBRE. ELADYRILNFEL, ELAK, E
WEMRZI> FO—LTERL, BREBREICLODN-ER. %
THAHCEMDIDHLTHGELEER. RUBEZEHMET S,
AR RN I AOMIER AR E L TIE, DIBH. MR,
mME. RO/ RIEFETFOEM. &HE, ESHaL, FLBFEOHS,
TERE. BYHE. BIMESES. k. REBL. B, RY
SRIFERLEENH D, TR, BHE. BE. XEE. BRSE
XIEBAZTELROLN TS, PIREBFBEOILAEIL. X
FlEhAHEREWEZY, 8h5RSILEZY. FALEZY L, FB2
BERURTICEDAEEEDH D ZDMORKEOERERKEME
RATd8ThbHd [BAERE (10) 5] .
AEEECPRHBRBEOIAEEDS T =HIZ&. LARTIZEL
ADYRIZEFETH L, WAKE. LAEARZICEEL, £
RABRFFHEOIA. RUBULARERVEEAZICOVWTESE
CZTDOREERBEL. HEDFEAOHIRIEEL T, AFlIRS
DREEEZBIFET L&,

EMELRAEE XK E L FHER

EWELRARED & 5 HERE 38 fHlICAHK| 50, 100, X(& 150 mg. HN
W 7oAy (R Pa—IL | ORFIYE) 40mg. &
VSIFILTOELY (RTPa—IL IVOREEHHE) 200mg %
HRABOKETIEELIELZEER TS EARARBI O A —/1—
EYREITEARBREEBE LIz, AF 100mg &, -7V T2 IV
40 mg & LEE L T. Drug Rating Questionnaire-Subject X 27 T
STAE L f= TEEMRELTHE ] A EICEMN o f=HY. AF 150 mg (L d-
FUIIRIA0mg RUSIFILTOEA Y 200 mg & RHD
TEMEELTE] 2R LT,

EMIABRDOHDIWEBREBICYRTIH U I A I ADERIE
50 mg #EARNI S L&A, TEMEFME] . TZFER]
P72z IRl RU TRUERY UERAL #5195
AAF7TlH., 753 ERBELIYEVEDETHBURIGATRSNI=A,
NSDORIGIEIAEED 77532 (20 mg) DFIRAE
5&XYEMT=,

9.3 K¥#&E

mtE
AEZEOCHBHBTBELZRARET S L. THE (EH~OE
BICKUEYMOEELL., R/ XIFEFELLBEIMEALIREREN
ISR T BIERIREE) BELDBENLH D,

&%=
AEZEOCHBHBTBECLIAEEZZTLEETIE. BRHIK
7 (RAOKEDLE, 2ELAEOREE. XIFERFOKZEIZEL
STHLDBBRERICEYTREINDIBRIKRE) NELDBEZTAN
H5, GHEOTRABIEEORPELEZDEARADZS R IEIC
K BBEFRERICIE. BEDERFTPLI DFREELH S,

10 BEHS

BEESHEOLEIZOVWTIE., XKEORETEEREEL V4 —
(1-800-222-1222) IZEIVWVEDHLETEHFOHAF U ARVEBE SR
BEIE, TUIIRAIVEANDBARDEEORMIISEITET
H5., BEAECHENLGDFERIRKERTE2ETNLH S,
FUITRAIUDBERSICKDERELTIE. EEBEZTDHS.
REL. RETTTH. MIREE. $#HiE. WEBH. 8. N2y U KEE.
EESH. BUGRMBELENHS, BEFRUSDEIETEE. &b
BREBROFBRICEL D, AFEETCTo 72 UFEAICHE
S50 UEBRBENRESATNS, DIMER~ADEELLT,
TER, SOEXIFELERVRRERGTELNHD, BBREKE
LT, BD, B, TARVESBWEGZENSH D, BaMETE
I2IE. BEIIEERUVEENEITT S,
DRATHFHUITIIRAIVRY d-TUI7x 3 I UIEERICKYBRE
SN,

11 R

AE (YRATIXHU I EIVAVIEE) THESBREET
HY. 18 1EEARET D, VRATHEFYU IR I VA DILER
EDIEFE R, (2S)-2,6-diamino-N-[(1S)-1-methyl-2-phenylethyl]
hexanamide dimethanesulfonate T &% % . % F+ = [&
C15HsN30+(CH,058),. B FEIL 455.60 TH D, LFHEER FLL
TOBEYTHD,



NH,

!

H
N
I NH,
/N
CHy o HC OH
2

JRTEHUIZHAIVAVLEBRIEL, HENLREHBOYMRE
THY. KIZTOWPBEIFOTL (792 mg/mL)
ZEIA T DIER -
AEIATEILIE. VRTEFHU Tz HIDAYILEEE 10 mg.
20 mg. 30 mg. 40 mg. 50 mg, 60 mg. B 70mg () XFF
Hr27xH# 32 58mg. 11.6 mg. 17.3mg. 23.1 mg. 28.9 mg.
34.7mg. RU40.5mgIcfY) 25HT 5.

RMF  HEREILO—X, JORANLAO—RF )DL, BRY
RTFTVUEBRITXR VDL, hTEILRIZESF Y., BIEFE .
RULTOS5512LLEEETSH - FB 35, HABESS, HE
15, BERBIES. RUBRB=_BRLE.
AFF 2T TINEEDIER :

AEF 1T ITILEIF. YRTERHU TR I UADILEEIE 10 mg.
20 mg. 30 mg. 40mg. 50mg. RU 60mg (VRTHH T
243y 58mg. 11.6mg. 17.3mg. 23.1mg. 28.9mg. R U
34.7mg L) #EEFT 5,

wmF : oRA4 FRZBIEZA4FR, VARALAB—RF YD
L, G7—HL, ATTIVVBITARODL, o= b=, #
StIO0—X, RY50—X, AIAFIFA%E,

0\ /0
Ny

12 FSPR3EIE

12.1 fE RBF
JRTFHEHUIIAIVE, TFRAMAT7Y 724300 FOR
SvITHD, ToI7x2 I VAL, DRFBEREET 5EH
TA—LT7IURORBHBFEBETH D, ADHD RV BED @
ABEICBITAERGEREFIITATH S,

122F %
FUITARIVEIF, JLIERTY VRV R—NRIVDVFT
AFZa2a—AAOBRYRA#ZEEL. CALDE/TI2D
HIRELNDEHADOBEZEMSE D, BILEMTHDIYRATFE
BT RIUIE, invitro T/ ILIERTYVRURF—/IRT Y
DEIWYAH ST 2EAICIEFEE L AL,

12.3 EMEhre
BEBRABBRERVIMNE (6~12 %) ADHD 2&ZX&EL T,
DAFXH U T2 IVAVLBREROKE (BERABRSE
ATELRUOFaT7IIE, MNEADHD EEF : h TwIL) BOE
MEREF R T SRR ERE L=,

MNREAERTIX 30~70 mg. AR TIZ 50~250 mg DAEEHR
T, YRTXHU TR I VA VILBREREZOZEZEDTER
FOT7UT7I A ODEYHEFIBERETH . RATIE, UX
TEHUITAIVAVIBERSEDTXIA A7 Y743
VDEMERE/NS A — 2 DEKBLES (25%FKiHE) RUEEKRNE
By (8%ki) MEWLWC EARShE, BERAICELT., %
REIZCBFAYRTEHUITIAIVERUTERA ATV T4
SUICERBEIEH OGO,
ReHRAE70mg % LE2AE TOREERUVEDEIRES
NTLELY,

BUR

BTN

6~12m%®D ADHD B&TIE, YRTFEH U TR I VA DILEE
30, 50 X[¥ 70 mg Z#EBRETHAROKRELE-BOY X TFX
HUITIRAIVRUTERAMATZ VI AI VD Tmax FEFNFE
NP1 ERR U 35BRTH- 1=
KE/AETHELEEXFHTEIL 30~70 mg HEIZRSHED
AUC R U Cmax IF. BEARY 6~12 D/INRBETRETH -
1=

B TEINDEEDEE
BEBRAZBEWT, XFHTEIL 70mg ZERZEAHRERIZ, T
FALATUTTRIUD AUC B Cmax ~"DEE (SMEHE
XIEIA—FIL L) RUFLUSS1—ROFEERD NGNS
Tzo Tmax [EBEITEYH 1 BRERLz, (&BRETIX 38
M. SEAB®R TIE 4.7 B, 3—J )L MERERTIE 4.2 BRE)
8 BRI RER. YRTXH U I I VAVIIBELARRUA
TEILOEETROBELEECA, THERA ATV I TIAIY

D AUC [FRETH - 1=,

FaFITIEE

BEBATIE., RHIF 217 TG 60 mg £HEBRETHERAK
ELEBOYVRTXHUIILIVRUOTHER ATV I IAS
OO Tmax [EENEFNH 1 BRRUHY 44 BETHoT=. AFID
T 60 mg EHERT, YURTXFHUIIAIVDBRE
(Cmax BV AUC) IE#9 15%E M of-. THERA AT T4
T UNKEE (Cmax XU AUCING IZRIEETH- 1=,

FaF ITNEDEEDEZE
AEF17INEGOMgZRE (SEHE) LEickELERD
THRAMATZUIT R I UDOEREE (Cmax B AUCIH) &4 5~
T%IELEY ., Tmax 158 1 BEER Lz (BRETIE 3.9 80
BEEHERTIL 498/

HE
REAXRTHDIDIATIH U IR I VOMBEREEFIEL . Hk
[XELY, T, —BICKRS SHMRICIXEETHEREE LB, U
ATHERYUT A I UOMBEFHEKERBIL. BTH 1 ER%X
HWTHo-e TERAMAT VT T4 I UDOFEHMEEDE LR
X, VATFXHUIIAI VAV LEREDEOREERN 12 B
MTHhot=,

K

DAFXH T4 3 0F, BOKERICHFMERDMNKDEREE
&Y., FITHHRTTEFR AT IR IVE LY DUICEH
b, Invitro T—2Tl&, BEAT I Uy ME GEED 33%)
THHHLEMAKS@EMNES SN, FMKEIEVNVIRTIFH 2T
BIUMKPBEERTHENTEN-, URATEH U TIA
SURF I OLPASOERICE >TREISALLL,

Bt

WETEEAZER L= AT YU 78 I AL LEE 70 mg 2128
RA6HIcEOKRELI-EC A, RE% 120 FTIC, REK
SHREDFY 96%MNERBICH M I, 0.3%DAHMNEDICHM I T,
FRPICHEM SNz IRERED S b, BREED 2%F72T7 232,
25%IXEREE. 2%IXVRTIH U I AIUTHoT=,
FER e ZE [T
BAAERICSTATER AT IS8 I VOBREIZDONT.
1[2RT,

E1ﬁﬂ§$@

Special Population Fold Change and 90% CI

Gender (Male/Female)

Cmax A&
AUC Al
Age:
65-74years Cmax e
AUC HoH
>=75years Cmax o
AUC e
Renal Impairment:
Mild Cmax F——ri
AUC ——
Moderate Cmax e
AUC H—
Severe Cmax [
AUC ——i
End Stage Renal Disease Cmax &
AUC

r T T T T 1
0.0 0.5 1.0 1.5 20 25

Change relative to reference
B3I2d-7r714 300 Cmax RU AUC DEFITFHED LR
UZD 0NEERFETY, BLEZEOLBETRHEMEHELLT
W3, EEDLETIE5~64mEEEL LTS,

EYHE T (EFaE
HMOEFHNATFERA ATV IIEZIVOBEARIEZTIZEICOND
T. ®2I2%Y,



2 O ERSFRICRIFTE

Change due to PK Fold Change and 90% CI
Guanfacine
Cmax L]
AUC =~

Venlafaxine

Cmax e
AUC e
Omeprazole
Cmax L
AUC —
r T T T 1
0.0 05 1.0 1.5 20

Change relative to reference
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Interacting drug PK Fold Change and 90% CI

Guanfacine

Cmax e
AUC =
Venlafaxine
Cmax s
AUC ——
CYPI1A2 Substrates:
Caffeine Cmax Lo ]
AUC 4l
CYP2D6 Substrates:
Dextromethorphan Cmax —e—
AUC e
CYP2C19 Substrates:
Omeprazole Cmax —e—
AUC g
CYP3A Substrates:
Midazolam Cmax —
AUC &
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13 JEERKREBH
131 A RM. EE2RYE. RUERHEET
NARM
DATHXH U I A I VAVIILBIEONAREHRIIERE SN T
WEL, YHRRUSY M, d, K727 243y (dKkE HE
DL 1:1) &, BIYRIZIE 30mgkg/ B, <D RIZIX
19 mg/kg/BH. WS v FIZIE 5mgkg/ BETORET 2 £HIE
SR E L-5AER T, NARMEZRIBREEOSLGEI o1,
TERME
JRTEHU TR I UADILEEIEIX, D RAD invivo BEE/IM X
HETIEEBAEEZERE . invitro TIX, E coli RU S.
typhimurium #% %RV = Ames RKER & L5178Y/TK % ZALVER
DRI F—HBRTEETH -,
HEEHET
Sy M7 R I (dKE HADLE 3:1) % 20 mg/kg/BH E
TORAETHELIZLEZ A, BEERUVNPBREREICEEG/ER
IERENGEMN>T=,
13.2EMMEM R U/ RITEE
IToEETIX,. SAEOT7>7z4 3y (d-XIL dl-) ORMEER
Bic&Y., TA#MEHEREESLEORBMGHESHAER
FRTENREINTWVWD, CNHDFFRDE FTOEKREER
BATH 5,
14 EEERFER
ADHD DBEIZE T BAFIDOBEMEE. LUTORER THIINAT
W3,
RE (6~121) #XFELI-EHHHAER 3B R 1. 2. 3)
ELE (13~171) #xHELEHHAR 15K &4
RERUEVE 6~17m) #xRELI-AHHER 1B G
BX 5)
HKA (18~55%) ZxHREL-EHHR 2B HE&7. 8)
cIhR (6~17m%) BRUMA (18~557%) xR ELI-EESE
A piEEAER 2 588 (HB% 6. 9)

RADHEENSTED BED DAERICE ITHARFOEMMEL.
UTOHREBRTHEIIATIS,
AN (18~557%) ZxRE LI-EMEEILHAER 15488 (5B 10)
BN (18~55i%) #xF L LI-EHAEER 2 588 (B8 11, 12)
AN (18~55 %) ZERFRELI-EEALAEDIESAE 1 HE&
(548% 13)
141 X2 R - ZEMEREE (ADHD)
6~12F%D ADHD &
ADHD 0 DSM-IV &E# (RS XLLEHHE-FBEEZEOLNT
nh) FiE-9 6~12HORE (290 ffl) #xRELT. ZEF
BREFBIETSERTGBETHMAR GIEBR 1) #=ELRZ, &
E%. XFOBERE 30mg. 50 mg. XIX70mg HBWE TS
A% 18 1 EFHICEF 4 BMERE T HHICEEAICENY F(F1=,
AEEHRELEZE2TORETIE. #5 1:8BIX 30mg THEE5ZH
L=, A&l 50mg BV 70 mg RSB (CE|Y fF 1+ =FEFTIE.
BYMIF-AEICETSET1EH-Y 20mgd oEEL-. B
DHEOEEFTMIEL (X, RFTMEFAOARETEEMOFEMICK
% ADHD EE{fi R —JL (ADHD-RS. ADHD D fEiRk % 5Elid 5 18
EEMNLGMAADTEHF 0~54 RO MA7r—IL T, ZEHE-F
HERUFEIEOMADY IR T— L LERINS) OBRO
TFTDODR—RZAVNODEILETH o=, mEFTHMEFAIL. 5T
AEEHRRATHFEONSBELBFTROEBRESE (FHbbEE
1~4 B) OREBALERE Lz, AVNEOEEFMIEE TIEET
DARFIEEEN TS ERBELYEAL Tz, AFORIT7EILE
DEHELTOAETRAKIC TS ERELIYEBEATW A, &S
AEZ (70mg/R) [FZ0fth 2 DDOERE &Y BEMICEN T
(R 7 DORER 1) . #HIZ&L D Conners’ i (Conners’ Parent
Rating Scale) Tl&. F81 (481 10 B§EE) . F%& (F#& 2 B§LA)
RUSH (F#% 6 BE) OLWTIhOBARTHEURLNRHSN, B
T &8 L TR MFE I,
ADHD 0 DSM-IV £# (EAEXILZEE-FHHEEZHOLNT
nh) EEizd 6~12 RORE (52 i) #xRELT. ZEF
BRISERABEEALELI ORF—N—HE (FRE& 2) #FEL
f-. 3ERIEER T T Adderall XR®IZ & Y A2 £ BEL L1-1&.
BEitEN-BAE®D Adderall XR (10mg. 20mg. X (&
30mg) . XIFZAXH (30mg. 50mg. Xl(x 70mg) . XIFT5
t/RE 1B 1ERHAICEREFN 1 ARKRES T 5HICEEEZEES
IZEIY fF1+=, 5% 1. 2. 3. 4.5, 6, 8, 10, BRU 12 B[
MDiEt 8 BF A T. Swanson, Kotkin, Agler, M.Flynn, and Pelham
Deportment scores (SKAMP-DS. EfRERIZEIZDHA S ITENZEET
fid2 4BEMNSKDRAITER 0~24 RA > LD SKAMP @
YIRT—)L) ZRAVTHENMETMEEEL -, ARETEED
FTfIC & 5 SKAMP-DS O£ 8B M DFEHEIZK Y . AFxREGH
F TS5 ERESHLLRL T, BEEOTHICAELELNEOLN
f= (R7OHR 2) . XFOHRIF. 5% 1 FHEOKRATIEE
BTN =N, BEHR 2~12 BB TIEFKAENIZAETH
>1=,
ADHD 0 DSM-IV £E# (RS XLZLEHHE-FBEEZEOLNT
nmn) =9 6~12 ZORE (129 ) ZREREL T, 228
NDZEERTSERNBEELEILI ORA—N—HEB HE& 3)
XML, 4 BBFEEHRT THA (30 mg. 50mg. 70mg) [
FYRAEZREILLLE%Z. RELSNW-AEDXRIIFETS R
# 1B 1EFBIZENEN 1 BRRE T IHICEEER|IEAICEY
fFi+f=, 5% 1.5, 2.5, 5.0, 7.5, 10.0, 12.0, RV 13.0 B
DET 7 AT SKAMP-DS ZAWVWTHEMMEEMZEZEMRL =, AR
EEERDOTMIZL S SKAMP-DS D& 7 B R DFHEIZK Y.
AFEREH T TS ERBRSHELERLT, EEOTHICEELE
NBRHLEN (R7TOHER3. M4 .
13~17%® ADHD &£%&
ADHD 0 DSM-IV £# %% 1-F 13~17 ZROFLE (314 ) %
MEELT, —EERERALTSERABETHBGRE (R
4) #EBELE-, ARBRTIE, EFZ 1111111 LT, KH
(30mg/B. 50mg/AXIE 70mg/A) XFFS5tHR% 18 1M
HICEF 4 BRRE T 2HICEEAICEIYM Tz, AFIZERSL
-&THNEHET, %5 1881 30mg THREZRAB L, &F
50mg RV 70mg HEHIZEYFF-BEFTIE. BIYHRIFA
EI3ETHET 1BHY 20mg FOEEL-, BEIEDNEE
SEMIER (X, RERFTEFROAREETEMOETMICKS ADHD
FEfi X7 —JL (ADHD-RS) D#MRAT7DR—RXSA4A UMb DE




LETH o=, BRRFMEEARIL., FHERTRELRATHNELNLE
EAEETITHDOFESE (THhHEERE 1~4 8) ORKBELTEER
Ltz BOMOETEFEMEE TIXLTORFIBEA TS ERELY
BhTL: (R7TORE4 .
6~17mNEE : ADHD BEEDEHAE
ADHD @ DSM-IV £# % & 1-3 6~17 %D /IR (336 6l) X%
LT, —EEREFALTSERRUEERBLETHERAENR
iR (REBR 5 ZEHL-, C0 8 BRORERTIL. BE%
1:1:1 DT, AF| (30, 50 X 70mg/B) . £E, XIET>
tRE 1B 1 EBIBET IEICEELICENY -, KRR,
A=V RUYF Y27 M (BXK 42 BRI . 7 &
FMO_EERY (X4 EBRORERHHOZ IR/ 3BAFDA
EHBPERITE) ( RU1BRO YA Y179 FRUERE
B TER SN, AERTHMGD. ZEERVAREEEMSD
FIFFICEOE, HRE~NDREEX*EEHAEITETHETHEL
f=o RENFTSERKYEBEIZEN-AMEETRLI=., ADHD-
RS-IV #8R A7 DR—XSA UM DEHETED TS5 EHREEE
DFREHMZEIL 186 Thot-. KRFEKZESEHTE. T53ERES
BLUHBLT, BREWHEE (CGH) THLARBHARENTS
nt=- (R7OHRERS5) .
6~17mNEE : ADHD BE DHIFAE
AMEHESAR (GHEB 6) - ADHD Q&% (DSM-IV &%)
Fw-F 6~17THED/MR (276 4]) ZxRFELT. ZEERTS
AR BEEACABRTIERREERE Lz, RHRICEFLEE
Bt 276 FlD S5 5. 236 HIAHER 5125ML. 40 HIAKRKER
ITEEEHF L, BFAARPLEBHE~NDOEFIZ 26 BRL
L. FERTCTHRAZEHRE Lz, BREMEEE (CGI-S) A% 3

KGR ADHD-RS #8Xa7A 2 LIFTEABRICEEEL, 3
ERESHMOKRTRIAERREZ 2:8M#IE LTV -EE%#E
BELE._EERYTRAZEDAF #MGRET 28 (78 )
RIFTSEREBEEICIVEZ S8 (79 ) [CEEAIZEIY i+
=, 6 ARO_EEHRAMS. BR CAETHDI (SO THER
EEHEL, _EEREFALARDILEHORKTHEEAT.
AHFNEH/E LEBEBRE (15.8%) TR TS ERERS L-HERE
(67.5%) & YABBRFRYDEISHAEEITEMN -1=, RIEFHMF
HI&, SF@RTAE% ADHD-RS #8237 RU CGI-S oD E
EALEDBRERIBESBEEESE L, AETHYIIE. —E5REHE
BlEABEPIEEHRADZEZFEN 5D ADHD-RS ##Xa7 D 50%
LlEmiEmM (Be) RU CGI-S RaA7M 2 R4 > ML ED#EM
EERLz, BEALAERDLEHMASEE L-HERE. RUA
BHORRERBICAEIET— 2N EGohigh - -HEREE. A
BLREIE L (RE&6. ®5) .
A : ADHD E& D EHAER
ADHD 0 DSM-IV HE# %19 18~55 MDA (420 f5l) %xF
RELT, ZEEREFRAL TS ERMBAITHMGE GIE& 7)
EBLI-, AERTIE. BEFLAFOBEAE 30 mg. 50 mg.
XIEF70mgHBWNE TS REEE 4 BRBRET SEHICEEAIC
BYfiFf, XEIZHELE-E2TOESETIE., 5 1 BRIX
30mg THREZERIBLT-, K&l 50mg BV 70 mg &5 E(ZEY
-2 FTIX., BYRFT-HAEIZETSFET1EHY 20mg
TOEELz, AMMEOETEFMEL X, RRTHEBERDOARE
EEEOFEfIZ & 5 ADHD iR~ —JL (ADHD-RS) O#X O
TDODR—RSA VML DELRETH 1=,

R T7TADHD 2835 RE, HOE, RUBRAZXNRE LEFFOEHEBROENMEO T EFMEROHEROERN

HRER FEFmER BE8 R—=R542D R—ZASAVHLDNELBD TS5EREDE® (95%Cl)
(SRR FEHZRIAF (SD) LS Mean (SE)
HER 1
(6~12 %) ADHD-RS-IV VYVANSE (30 mg/B) * 432 (6.7) 21.8 (1.6) -15.6 (-19.9, -11.2)
VYVANSE (50 mg/B) * 433 (6.7) 234 (1.6) -17.2 (-215, -12.9)
VYVANSE (70 mg/B) * 451 (6.8) 26.7 (1.5) 20.5 (-24.8, -16.2)
ISR 424 (7.1) 6.2 (1.6) -
B2
(6~121) F VYVANSE (30, 50 XI% 70 mg/H) * -° 0.8 (0.1) ¢ 0.9 (-1.1. -0.7)
SKAMP-DS TSR ° 1.7 (0.1) ¢ -
HE& 3
(6~12 %) Fiy VYVANSE (30, 50 XI£ 70 mg/H) * 0.9 (1.0) ° 0.7 (0.1) ¢ 0.7 (-0.9. -0.6)
SKAMP-DS ISR 0.7 (0.9) ° 14 (0.1) ¢ -
HER4
(13~17#)  ADHD-RS-IV VYVANSE (30 mg/B) * 38.3 (6.7) -18.3 (1.2) 5.5 (-9.0. -2.0)
VYVANSE (50 mg/B) * 37.3 (6.3) 211 (1.3) 8.3 (-11.8, -4.8)
VYVANSE (70 mg/B) * 37.0 (7.3) 20.7 (1.3) 7.9 (114, -4.5)
ISR 385 (7.1) -12.8 (1.2) -
HE& S5
(6~17 %) ADHD-RS-IV VYVANSE (30, 50 X170 mg/B) * 40.7 (7.3) 24.3 (1.2) -18.6 (-21.5, -15.7)
ISR 41.0 (7.1) 57 (1.1) -
HER7
(18~55%)  ADHD-RS-IV VYVANSE (30 mg/B) * 405 (6.2) -16.2 (1.1) 8.0 (-11.5, -4.6)
VYVANSE (50 mg/B) * 408 (7.3) 174 (1.0) 9.2 (-126. -5.7)
VYVANSE (70 mg/B) * 41.0 (6.0) -18.6 (1.0) -10.4 (-13.9. -6.9)
ISR 39.4 (6.4) 82 (1.4) -
HE& 8
(18~558%) F¥ VYVANSE (30, 50 X[ 70 mg/H) * 260.1 (86.2) ° 312.9 (86) ¢ 23.4 (15.6. 31.2)
PERMP ISR 2614 (75.0) ° 2895 (86) ¢ -

SD : 12B#{FE. SE : Z#8=E. LSMean: R/N_FFH, Cl: {EEXM
IR—RSAVUDLDELENDRN-RFEHOE (FFREHR - TS5 REEE)
P 1% 5310 SKAMP-DS X O 7 [RIRE S hizh o 1=,

‘58D SKAMP-DS (38 3) X (& PERMP (B 8) X7 OWHAMED FHiE
ISKAMP-DS (38 2 R U 3) XIL PERMP (82 8) M LSMean (k. R—R 5 U LOEAETRHEL, FEADLETHOEY L 3V ORELDFEYRIATTH

%o
*TS5EREYBHEMICERICBA TV -AE

RICTMEE AL, SEETRELR A THEONIBEASIMFITED
BE5E (FhbbHRE 1~48) OREBALEELIz. AHED
FEFMEE CELETORFIREHN TS REEHLIYENT
W= (R7TORERT)
2 D2 DHERIE. ADHD @ DSM-IV-TR £# % i1-9 18~55 %D
BRA12F20KE LTHBISREZ I aL—2a Y LEZRFIOD
SHREAREFAILZEER TS EAMBY O R A —/\—RE&
(B 8) THo1=. 4 BARDFERT TORA DAL
(30mg/H. 50mg/H. XI& 70mg/B 252 5) #HKi+1,

RIZEEZ., UTOBREIEDSH 1 DICEEABICEIY T 1)

AE (@S F-FAE) ORIZTSEARZEFAETH 1 BRI D
BE5, Xt 2) FoERORIZAFZEZNETN 1 BMTOEE,

ZiBERIZ, ADHD (2B T 5 FE N5 D HEEEICIE C =3
E& T & % Permanent Product Measure of Performance (PERMP)
FRAVWTEHEDMEZEM L. PERMP # X7, HEL-#F
RIRE#h & EERAREMZ A LE-ERTH S, AFIIREHTIKTS
ARESHLLEBELT, 5202 TORAT, A 1 BEA
V& EfiE A D PERMP #2227 O FHETEE L =& HIc.



HETEMICHELRENLAH O NT=, PERMP [Z Xk A, &5
BT (—0.5 Bf) RUE5#% 2, 4, 8, 10, 12, 14 BREOBEAT
ERELE (R7TDHERS8, ®6) .

A : ADHD E&E DHEE AR

ADHD &XECTBZHENTLVS, XX ADHD 0 DSM-IV %
=9 18~55 B A (123 ffl) #xt&eELT. ZEERTSE
R BEAEAEARTIERE GUER 9) B Lz, RERBHE
ET. RIE6 n ABOAXRFICKEIXEICLDBERLHEEZAL. B
RLMAE-EMEE (CGI-S) Ra7A 3L FRU ADHD-RS # X
a7H 22 XL EELABRRIGERLEZEZEZI Y ) —0
Be& L1=, ADHD-RS ##Xa7I%. ADHD QEKRDFHERETH
%, CGI-S I&, BEDBHEDFERIZOVTOEMDENEE 1 (&
CRATIEAEWL) hd 7 GERBICEE) OHEETHET S E0DT
H5, FERFESHHOKRE 3 EEDKEATAERRICEHELT
W=BEHE (116 ) 2EHKREL. —EERPBCRAEDAHIZ
WIEE 5T H8 56 ) XFTSERBEIZYIYEZSE (60
B [CEEBICEIY F1FH-, 6 BEIO-E5H®EEST. B® G
BARY) ISOVWTEELZHEREL-, ADUOEMERIX. —E
ERMEPOAETIRNEBEEDNEETH o1z, ABRFRMIE. =
EEHREADZREAN SO ADHD-RS X 7D 50%LLED
i (k) RU CGI-S D 2 RA Y rUEDEMEERELT=,
—EERYMORKREIMEBER T, AFERE L-HERE (9%)
TIRTSERERE LEHEBE (75%) &K YABBRTRIOEIEH
BEICED -2 DD, KEZH/RE LEEETEENES HET
ShTWA I EMNRESh- (HEB9,. MW7) ,

4 6~12BNORE ADHD &0 1 BEO_EHFREBSHDE
E#B R UE AR SKAMP-DS X 370 LS Mean (RE& 3)
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14.2 §5 B L\EZE (BED)

F I ERBRT, VB ELFEENSSED BED #HT A
#RERELT. 1 AHEYVDOBEBHDOBIZEFSHEHE 30.
50 R 70 mg/BOEMEE. TS EREDHEICK YR LT,
COEEAECZESRIETENE TS ERE, mHHEsAE G
B 10) 1. 1M1 BAMO_EERx5HM (3 AMO&TI#EERSE
%. S EMORAEHMY) THERINT, X#F 30mg/BTIE. £E
SEEEICEWT TS EREDHIEMIZEELEZEIHAS>NEN
otz AF| 50 RV 70 mg/BIE. FEFMEBEBICELNTTSER
K UHEEFEMIZEN T UM,

hEENMNSEED BED #F73 5 18~55 DA (LB 11:
374 5, ER 12: 350 i) xR E Lz 12 BAFDSHEHRLRE
AL EERLTHB IS tANBRERELHR 2 8B (R
B 11 RUSER 12) 1280 T, BED OAEIZEITE2EXFNOED
HEMNRENT-, BED M. BED O DSM-IV E#(Z &k Y FEE
L1=, BED OEEEIE. R—X 54 URIRRIO 2 BARIZ 1858
UDOBEBAMNIBHUE, RUR—RS A U EREBOEERKREAREN
R-EEE (CGIS) RaA7AH4LUETHDZ EIZLYHIBL T,
WFhDHRTEH., BRAE. #HEBREOAEBETHELE 1E
UEDBEIEY—FDOHZBEEELE,
12:BBOmRERIEIVNVT Y, 4 B0 ASRELHE & 8 BRDA
EfFYECER I, AERFELHB D, XHKRSIZE Y4
IT-#ERE(C. 30mg/BNAETHREZMHBL. 1 BAMDKkE..
50mg/BHETCHEZHE L, ERMRUVEBRHMHEEIZIE LT
SHICHAE® 7T0mg/BETHE L, REREILHME. AE
HIFHREIC, BBREBICRELELIN-AEZHERE L=,
WMRBROADMHOTETMEL L. B5 12 BEED 1 BAHY
DBEBHEDODAR—XSA UMD EEE L, R—XF5 4 VIL,
RNR—RS54 VEERID 14 BHED 1 B&HI-Y D:EE B DERMTF
HEL Lz, MARTIE. AFZHE L -HERETRE 12 A
D1 BHE-YDTEHBEABNR—ZASA UMb BEIZKEL
WAL, £, A ERE LEEBRETIEITISERERSLE
BERELLEBE LT, TELRIRFFMBE ICKEGHEN TSN,
CGH SHEREICK BB THENA DN -BREDIEIAE <.
4 BEOBERIENAON-HEREDEEMNSE <. Yale-Brown



Obsessive Compulsive Scale Modified for Binge Eating (Y-
BOCS-BE) #RXa7MKELH AL,

& 8BED IZHEIT3EIMHOETEFMABOFHFROEN

RBRES BE#

FHMOETEFMER : 5 128HA0 1:E8H-Y0BEAX

R—ZRFAVDFEHR R—RFA4hbDE T53REDE? (95%CD

a7 (SD) {LED LS Mean (SE)
HER 11 VYVANSE (50 X (¥ 70 mg/H) * 4.79 (1.27) -3.87 (0.12) -1.35 (-1.70, -1.01)
FS5tR 4.60 (1.21) -2.51 (0.13) -
HER 12 VYVANSE (50 X (& 70 mg/H) * 4.66 (1.27) -3.92 (0.14) -1.66 (-2.04. -1.28)
FS5tR 4.82 (1.42) -2.26 (0.14) -

SD : R#{RE. SE: R#RE. LS Mean : &R/PFFY, Cl: FHEXMHE

ER—RZAUDLDELEDRN_FRFHDE (FF— T35 W)

*TIeRLYBHAENICHRCBATW A2

TEENSEHED BED #8595 18~55 OARA (267 i) %
HEELT, KFETSEROBEXOERETORRBICESL
TEDIEOHBERF T I EFR T AR BEMEALARESD
IEERER (GAER 13) #EHEL-. COEMRBRTIE., %1775 12
BREOFEERFEHMICAFIRIEER LIzEEE. K5 OH#E
BEXIETSERBEICEELIZEYFF. 26 BRETOER
BRIz, FERPBICETIREIE. 12 BHOIESHREAM
BTHORKRERITOER L 48R0 1 8BH7-YDBERHEN
1EBUTF. RURICXRREBE®D CGLFSRaAFPMN2LUTTHI L E
EE L. —_EERHBTOERIE. KRFTOERL - 2 EMH
(14 BE) D1 @BH-YDEEBEHN 2 BUE, RUEKAL
BEPIEHBOR—RS A4 VENADD CG-S a7 DEmMA 2
RAVPULETHDB I LEFE LI, EEREGBPICRIDORE
#RL. TO#% 26 BRO_EEREFBILARD LM ICAH
FMGRIRE LEBEETE, BHES#HIZEINDII LN, XFHTD
BRETCOBMBICLIMEATSEREIVEBRATWNS I EIZKY
Ranhtf-,

B 8 Kaplan-Meier ;51 & Y #5E L 7=pi A\ BED BEDBHENOE
& (R 13)

3

—\yvanse = = *Placebo

________
=

Proportion of Subjects with Relapse (%)

T T T T T T T T T T T T
0 14 29 44 59 74 89 104 119 134 149 164 179 194 209

Tim r wmization
Subjects at risk e (days after rangomzation)

Wwense136 133 127 124 123 121 116 116 115 m 110 108 105 6 0
macesai31 126 100 87 76 70 66 63 58 58 55 55 50 1 0

E# (656 REOBEZEILLEA 1) . A, RUAEICESLC

EFY I TIL—TD#ETIZ., BED DBEICEITAIRBEDE

FRTHALMAERILEIBOH S NG o1,

16 HHBH/ RERURIRVAE

16.1 A%

ZEH T DIER -
cKFEHTEIL 10mg : HABRT 4 RHABEFTY v T
(7S489 BRU MM0Omgs &HIFE) . 100 A TEILAYRE
JL. NDC 59417-101-10

KEHTEIL 20mg : KEHERRT« / REABTYY T
(7S489 BRU T20mgy &HIF) . 100 A TEILAYRE
JL. NDC 59417-102-10

«KE|HTEIL 30mg: ABRT 4 #EEFv v T (18489
RU T30mg) EEIFE) . 100 A 7L AYR KL, NDC
59417-103-10

KE|H T A0mg: ABRT 4 BEREFT ¥ v T ( [S489]
RU T40mg) EEIZE) . 100 A FEILAYR KL, NDC
59417-104-10

KE|HTEIL 50mg: ABRT 4 FERF¥ v T (8489
RU T50mg) &EIF) . 100 A 7L AYR KL, NDC
59417-105-10

«KE|H T 60mg: KEBRT 4 KEF+¥ v T (18489
RU T60mg] EEIF) . 100 A FEILAYR KL, NDC
59417-106-10

KE|HTEIL T0mg: ERART 4 #EEFv v T (18489
RU T70mg) EEIZE) . 100 A 7L AYR KL, NDC
59417-107-10
ZHF 21T TINEDIER -
KFIF1TIIE 10mg: HEANAORKEHBOAWEFIDOH
@Iz 110] . £ 5 A @I S489) MZIEI, 100 H FEILAY
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SUMMARY OF PRODUCT CHARACTERISTICS

vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1 NAME OF THE MEDICINAL PRODUCT
Elvanse 20 mg capsules, hard.
Elvanse 30 mg capsules, hard.
Elvanse 40 mg capsules, hard.
Elvanse 50 mg capsules, hard.

Elvanse 60 mg capsules, hard.
Elvanse 70 mg capsules, hard.

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

20 mg Capsules: Each capsule contains 20 mg lisdexamfetamine dimesylate, equivalent to 5.9 mg of
dexamfetamine.

30 mg Capsules: Each capsule contains 30 mg lisdexamfetamine dimesylate, equivalent to 8.9 mg of
dexamfetamine.

40 mg Capsules: Each capsule contains 40 mg lisdexamfetamine dimesylate, equivalent to 11.9 mg of
dexamfetamine.

50 mg Capsules: Each capsule contains 50 mg lisdexamfetamine dimesylate, equivalent to 14.8 mg of
dexamfetamine.

60 mg Capsules: Each capsule contains 60 mg lisdexamfetamine dimesylate, equivalent to 17.8 mg of
dexamfetamine.

70 mg Capsules: Each capsule contains 70 mg lisdexamfetamine dimesylate, equivalent to 20.8 mg of
dexamfetamine.

For the full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM
Capsule, hard.

Elvanse 20 mg capsule: ivory opaque body and ivory opaque cap, printed ‘S489” and ‘20 mg’ in black
ink.

Elvanse 30 mg capsule: white opaque body and pink opaque cap, printed ‘S489° and ‘30 mg’ in black
ink.

Elvanse 40 mg capsule: white opaque body and blue/green opaque cap, printed ‘S489° and ‘40 mg’ in
black ink.

Elvanse 50 mg capsule: white opaque body and blue opaque cap, printed ‘S489’ and ‘50 mg’ in black
ink.

Elvanse 60 mg capsule: aqua blue opaque body and aqua blue opaque cap, printed ‘S489° and ‘60 mg’
in black ink.



Elvanse 70 mg capsule: blue opaque body and pink opaque cap, printed ‘S489’ and ‘70 mg’ in black
ink.

Each capsule measures approximately 16 mm long and 6 mm wide.

4 CLINICAL PARTICULARS

4.1 THERAPEUTIC INDICATIONS

Elvanse is indicated as part of a comprehensive treatment programme for attention
deficit/hyperactivity disorder (ADHD) in children aged 6 years and over when response to previous
methylphenidate treatment is considered clinically inadequate.

Treatment must be under the supervision of a specialist in childhood and/or adolescent behavioural
disorders. Diagnosis should be made according to DSM-IV criteria or the guidelines in ICD-10 and
should be based on a complete history and evaluation of the patient. Diagnosis cannot be made solely
on the presence of one or more symptom.

The specific aetiology of this syndrome is unknown, and there is no single diagnostic test. Adequate
diagnosis requires the use of medical and specialised psychological, educational, and social resources.
A comprehensive treatment programme typically includes psychological, educational and social
measures as well as pharmacotherapy and is aimed at stabilising children with a behavioural syndrome
characterised by symptoms which may include chronic history of short attention span, distractibility,
emotional lability, impulsivity, moderate to severe hyperactivity, minor neurological signs and
abnormal EEG. Learning may or may not be impaired.

Elvanse is not indicated in all children with ADHD and the decision to use the drug must be based on
a very thorough assessment of the severity and chronicity of the child’s symptoms in relation to the

child’s age and potential for abuse, misuse or diversion.

Appropriate educational placement is essential, and psychosocial intervention is generally necessary.
The use of Elvanse should always be used in this way according to the licensed indication.

4.2 POSOLOGY AND METHOD OF ADMINISTRATION

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

Posology

Dosage should be individualised according to the therapeutic needs and response of the patient.
Careful dose titration is necessary at the start of treatment with Elvanse.

The starting dose is 30 mg taken once daily in the morning. When in the judgment of the clinician a
lower initial dose is appropriate, patients may begin treatment with 20 mg once daily in the morning.

The dose may be increased by 10 or 20 mg increments, at approximately weekly intervals. Elvanse
should be administered orally at the lowest effective dosage.

The maximum recommended dose is 70 mg/day; higher doses have not been studied.
Treatment must be stopped if the symptoms do not improve after appropriate dosage adjustment over a
1-month period. If paradoxical aggravation of symptoms or other intolerable adverse events occur, the

dosage should be reduced or discontinued.

Method of administration

Elvanse may be taken with or without food.



Elvanse may be swallowed whole, or the capsule opened and the entire contents emptied and mixed
with a soft food such as yogurt or in a glass of water or orange juice. If the contents include any
compacted powder, a spoon may be used to break apart the powder in the soft food or liquid. The
contents should be stirred until completely dispersed. The patient should consume the entire mixture
of soft food or liquid immediately; it should not be stored. The active ingredient dissolves completely
once dispersed; however, a film containing the inactive ingredients may remain in the glass or
container once the mixture is consumed.

The patient should not take anything less than one capsule per day and a single capsule should not be
divided.

In the event of a missed dose, Elvanse dosing can resume the next day. Afternoon doses should be
avoided because of the potential for insomnia.

Pre-treatment evaluation

Prior to prescribing, it is necessary to conduct a baseline evaluation of a patient’s cardiovascular status
including blood pressure and heart rate. A comprehensive history should document concomitant
medications, past and present co-morbid medical and psychiatric disorders or symptoms, family
history of sudden cardiac/unexplained death, and accurate recording of pre-treatment height and
weight on a growth chart (see section 4.3 and section 4.4).

Consistent with other stimulants, the potential for abuse, misuse or diversion of Elvanse should be
considered prior to prescribing (see section 4.4).

Ongoing monitoring

Growth, psychiatric, and cardiovascular status should be continually monitored (see also section 4.4).
e Blood pressure and pulse should be recorded on a centile chart at each adjustment of dose and
at least every six months.
e Height, weight, and appetite should be recorded at least six-monthly with maintenance of a
growth chart.
e Development of de novo or worsening of pre-existing psychiatric disorders should be
monitored at every adjustment of dose and then at least every six months and at every visit.

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

Long-term use

Pharmacological treatment of ADHD may be needed for extended periods. The physician who elects
to use Elvanse for extended periods (over 12 months) should re-evaluate the usefulness of Elvanse at
least yearly, and consider trial periods off medication to assess the patient’s functioning without
pharmacotherapy, preferably during times of school holidays.

Adults

In adolescents whose symptoms persist into adulthood and who have shown clear benefit from
treatment, it may be appropriate to continue treatment into adulthood (see sections 4.4 and 5.1).

Children Under 6 years

Elvanse should not be used in children under the age of 6 years. Safety and efficacy in this age group
has not been established.

Elderly

Dexamfetamine clearance is reduced in the elderly so dose adjustment may be required (see section
5.2).



Patients with renal impairment

Due to reduced clearance in patients with severe renal insufficiency (GFR 15 to <30 mL/min/1.73 m’
or CrCl <30 mL/min ) the maximum dose should not exceed 50 mg/day. Further dosage reduction
should be considered in patients undergoing dialysis. Lisdexamfetamine and dexamfetamine are not
dialysable.

Patients with hepatic impairment

No studies have been conducted in patients with hepatic impairment.
43 CONTRAINDICATIONS

Hypersensitivity to sympathomimetic amines or any of the excipients listed in section 6.1.
Concomitant use of monoamine oxidase inhibitors (MAOI) or within 14 days after MAOI treatment
(hypertensive crisis may result; see section 4.5).

Hyperthyroidism or thyrotoxicosis.

Agitated states.

Symptomatic cardiovascular disease.

Advanced arteriosclerosis.

Moderate to severe hypertension.

Glaucoma.

4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Abuse and dependence

Stimulants including Elvanse have a potential for abuse, misuse, dependence, or diversion for non-
therapeutic uses that physicians should consider when prescribing this product. Stimulants should be
prescribed cautiously to patients with a history of substance abuse or dependence.

Tolerance, extreme psychological dependence, and severe social disability have occurred with the
abuse of stimulants. There are reports of patients who have increased the dosage of amfetamine to
levels many times higher than recommended; abrupt cessation following prolonged high dosage
administration results in extreme fatigue and mental depression. Changes are also noted on the sleep
EEG. Manifestations of chronic intoxication with amfetamines may include severe dermatoses,
marked insomnia, irritability, hyperactivity, and personality changes. The most severe manifestation of
chronic intoxication is psychosis, often clinically indistinguishable from schizophrenia.

Cardiovascular adverse events

Sudden death in patients with pre-existing structural cardiac abnormalities or other serious heart
problems

Children and adolescents: Sudden death has been reported in children and adolescents taking CNS
stimulants, including those with structural cardiac abnormalities or other serious heart problems.
Although some serious heart problems alone carry an increased risk of sudden death, stimulant
products 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 sympathomimetic effects of a stimulant drug.

Adults: Sudden deaths, stroke, and myocardial infarction have been reported in adults taking stimulant
drugs at usual doses for ADHD. Although the role of stimulants 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. Adults with such abnormalities should also generally not be treated with stimulant drugs.

Hypertension and other cardiovascular conditions

Stimulant medications cause a modest increase in average blood pressure (about 2-4 mmHg) and



average heart rate (about 3-6 bpm), and individuals may have larger increases. While the mean
changes alone would not be expected to have short-term consequences, all patients should be
monitored for larger changes in heart rate and blood pressure. Caution is indicated in treating patients
whose underlying medical conditions might be compromised by increases in blood pressure or heart
rate, e.g., those with pre-existing hypertension, heart failure, recent myocardial infarction, or
ventricular arrhythmia.

The use of Elvanse is contraindicated in patients with symptomatic cardiovascular disease and also in
those patients with moderate to severe hypertension (see section 4.3).

Cardiomyopathy

Cardiomyopathy has been reported with chronic amfetamine use. It has also been reported with
Elvanse.

Assessing cardiovascular status in patients being treated with stimulant medications

All patients who are being considered for treatment with stimulant medications 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 or echocardiogram). Patients who
develop symptoms such as exertional chest pain, unexplained syncope, or other symptoms suggestive
of cardiac disease during stimulant treatment should undergo a prompt cardiac evaluation.

Psychiatric adverse events

Pre-existing psychosis

Administration of stimulants may exacerbate symptoms of behaviour disturbance and thought disorder
in patients with pre-existing psychotic disorders.

Bipolar illness

Particular care should be taken in using stimulants to treat ADHD patients with comorbid bipolar
disorder because of concern for possible induction of mixed/manic episode in such patients. Prior to
initiating treatment with a stimulant, 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.

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 prior history of psychotic illness or mania can be caused by
stimulants at usual doses. If such symptoms occur, consideration should be given to a possible causal
role of the stimulant, and discontinuation of treatment may be appropriate.

Aggression

Aggressive behaviour or hostility is often observed in children and adolescents with ADHD, and has
been reported in clinical trials and the postmarketing experience of some medications indicated for the
treatment of ADHD including Elvanse. Stimulants may cause aggressive behaviour or hostility.
Patients beginning treatment for ADHD should be monitored for the appearance of or worsening of
aggressive behaviour or hostility.

Tics
Stimulants have been reported to exacerbate motor and phonic tics and Tourette’s syndrome.

Therefore, clinical evaluation for tics and Tourette’s syndrome in children and their families should
precede use of stimulant medications.



Long-term suppression of growth (height and weight)

Stimulants have been associated with a slowing of weight gain and a reduction in attained height.
Growth should be monitored during treatment with stimulants, and patients who are not growing or
gaining weight as expected may need to have their treatment interrupted. Height, weight, and appetite
should be recorded at least 6-monthly.

In a controlled study of patients aged 6 to 17 years the mean (SD) changes in body weight after seven
weeks were -2.35 (2.084) kg for Elvanse, +0.87 (1.102) kg for placebo, and -1.36 (1.552) kg for
methylphenidate hydrochloride.

Seizures

There is some clinical evidence that stimulants may lower the convulsive threshold in patients with
prior history of seizure, in patients with prior EEG abnormalities in absence of seizures, and very
rarely, in patients without a history of seizures and no prior EEG evidence of seizures. In the presence

of new onset or worsening seizures, the drug should be discontinued.

Visual disturbance

Difficulties with accommodation and blurring of vision have been reported with stimulant treatment.

Prescribing and dispensing

The least amount of Elvanse feasible should be prescribed or dispensed in order to minimise the risk
of possible overdose by the patient.

Use with other sympathomimetic drugs

Elvanse should be used with caution in patients who use other sympathomimetic drugs (see section
4.5).

Use in adults
Safety and efficacy have not been established for the routine continuation of treatment beyond
18 years of age. If treatment withdrawal has not been successful when an adolescent has reached

18 years of age continued treatment into adulthood may be necessary. The need for further treatment
of these adults should be reviewed regularly and undertaken annually.

4.5 INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF
INTERACTION

In vitro enzyme inhibition

In vitro experiments with human microsomes indicate minor inhibition of CYP2D6 by amfetamine
and minor inhibition of CYP1A2, 2D6, and 3A4 by one or more metabolites. Although the clinical
significance of this interaction is likely to be minimal, consideration should be given when
medications metabolised by these pathways are administered.

Agents whose blood levels may be impacted by Elvanse

Extended release guanfacine: In a drug interaction study, administration of an extended release
guanfacine in combination with Elvanse induced a 19% increase in guanfacine maximum plasma
concentrations, whereas, exposure (area under the curve; AUC) was increased by 7%. These small
changes are not expected to be clinically meaningful. In this study, no effect on dexamfetamine
exposure was observed following co-administration of extended release guanfacine and Elvanse.

Extended release venlafaxine: In a drug interaction study, administration of 225 mg extended release
venlafaxine, a CYP2D6 substrate, in combination with 70 mg Elvanse induced a 9% decrease in the



Ciax and 17% decrease in the AUC for the primary active metabolite o-desmethylvenlafaxine and a
10% increase in Cy,,, and 13% increase in AUC for venlafaxine. Dexamfetamine may be a weak
inhibitor of CYP2D6. Lisdexamfetamine has no effect on the AUC and C,,, of the composite of
venlafaxine and o-desmethylvenlafaxine. These small changes are not expected to be clinically
meaningful. In this study, no effect on dexamfetamine exposure was observed following co-
administration of extended release venlafaxine and Elvanse.

Agents and conditions that alter urinary pH and impact the urinary excretion and half-life of
amfetamine

Ascorbic acid and other agents and conditions ( thiazide diuretics, diets high in animal protein,
diabetes, respiratory acidosis) that acidify urine increase urinary excretion and decrease the half-life of
amfetamine. Sodium bicarbonate and other agents and conditions (diets high in fruits and vegetables,
urinary tract infections and vomiting) that alkalinise urine decrease urinary excretion and extend the
half-life of amfetamine.

Monoamine oxidase inhibitors

Amfetamine should not be administered during or within 14 days following the administration of
monoamine oxidase inhibitors (MAOI) because it can increase the release of norepinephrine and other
monoamines. This can cause severe headaches and other signs of hypertensive crisis. A variety of
toxic neurological effects and malignant hyperpyrexia can occur, sometimes with fatal outcomes (see
section 4.3).

Serotonergic drugs

Serotonin syndrome has rarely occurred in association with the use of amphetamines such as Elvanse,
when given in conjunction with serotonergic drugs, including selective serotonin reuptake inhibitors
(SSRIs) and serotonin and noradrenaline reuptake inhibitors (SNRIs). It has also been reported in
association with overdose of amphetamines, including Elvanse (see section 4.9).

Agents whose effects may be reduced by amfetamines

Antihypertensives: Amfetamines may decrease the effectiveness of guanethidine or other
antihypertensive medications.

Agents whose effects may be potentiated by amfetamines

Amfetamines potentiate the analgesic effect of narcotic analgesics.

Agents that may reduce the effects of amfetamines

Chlorpromazine: Chlorpromazine blocks dopamine and norepinephrine receptors, thus inhibiting the
central stimulant effects of amfetamines.

Haloperidol: Haloperidol blocks dopamine receptors, thus inhibiting the central stimulant effects of
amfetamines.

Lithium carbonate: The anorectic and stimulatory effects of amfetamines may be inhibited by lithium
carbonate.

Use with alcohol

There are limited data on the possible interaction with alcohol.

Drug/laboratory test interactions

Amfetamines can cause a significant elevation in plasma corticosteroid levels. This increase is greatest
in the evening. Amfetamine may interfere with urinary steroid determinations.



4.6 FERTILITY, PREGNANCY AND LACTATION

Pregnancy

There are no adequate and well controlled studies of Elvanse in pregnant women. Dexamfetamine, the
active metabolite of lisdexamfetamine, crosses the placenta.

Lisdexamfetamine dimesylate had no effect on embryofoetal development or survival when
administered orally to pregnant rats and rabbits (see section 5.3). Administration of lisdexamfetamine
dimesylate to juvenile rats was associated with reductions in growth measurements at clinically
relevant exposures.

The physician should discuss Elvanse treatment with female patients who have started menstruation.
Elvanse should only be used during pregnancy if the potential benefit justifies the potential risk to the
foetus.

Breast-feeding

Amfetamines are excreted in human milk. Elvanse should not be used during breast-feeding.
Fertility

Amfetamine has shown no harmful effects on fertility in a rat study (see section 5.3). The effect of
Elvanse on human fertility has not been investigated.

4.7 EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

Elvanse can cause dizziness, drowsiness and visual disturbances including difficulties with
accommodation, diplopia and blurred vision. These could have a moderate influence on the ability to
drive and use machines. Patients should be warned of these possible effects and advised that if
affected, they should avoid potentially hazardous activities such as driving or operating machinery.

This medicine can impair cognitive function and can affect a patient’s ability to drive safely. This
class of medicine is in the list of drugs included in regulations under 5a of the Road Traffic Act 1988.
When prescribing this medicine, patients should be told:

e The medicine is likely to affect your ability to drive.

e Do not drive until you know how the medicine affects you.

e Itis an offence to drive while under the influence of this medicine.

e However, you would not be committing an offence (called ‘statutory defence’) if:
o The medicine has been prescribed to treat a medical problem and

o You have taken it according to the instructions given by the prescriber and in
the information provided with the medicine and

o It was not affecting your ability to drive safely.

4.8 UNDESIRABLE EFFECTS

Summary of the safety profile

Adverse reactions observed with Elvanse treatment mainly reflect side effects commonly associated
with stimulant use. Very common adverse reactions include decreased appetite, insomnia, dry mouth,
headache, upper abdominal pain, and weight decreased.

Tabulated summary of adverse reactions

The following table presents all adverse reactions based on clinical trials and spontaneous reporting.



The following definitions apply to the frequency terminology used hereafter:
Very common (> 1/10)

Common (> 1/100 to < 1/10)
Uncommon (> 1/1,000 to < 1/100)
Rare (> 1/10,000 to < 1/1,000)
Very rare (< 1/10,000)

Frequency not known (cannot be estimated from the available data).

An asterisk (*) indicates that additional information on the respective adverse reaction is provided

below the table.

System/Organ Class

Adverse Reaction

Children
(6 to 12 years)

Adolescents
(13 to 17 years)

Adults

Immune System
Disorders

Anaphylactic reaction

Frequency not known

Frequency not known

Frequency not known

Hypersensitivity

Uncommon

Uncommon

Uncommon

Metabolism and
Nutrition Disorders

Decreased appetite

Very common

Very common

Very common

Psychiatric *Insomnia Very common Very common Very common
Disorders Agitation Uncommon Uncommon Common
Anxiety Uncommon Common Common
Logorrhea Uncommon Uncommon Uncommon
Libido decreased Not applicable Not reported Common
Depression Uncommon Common Uncommon
Tic Common Uncommon Uncommon
Affect lability Common Uncommon Common
Dysphoria Uncommon Uncommon Uncommon
Euphoria Frequency not known |Uncommon Uncommon
Psychomotor Uncommon Uncommon Common
hyperactivity
Bruxism Uncommon Uncommon Common
Dermatillomania Uncommon Uncommon Uncommon
Psychotic episodes Frequency not known | Frequency not known | Frequency not known
Mania Uncommon Uncommon Uncommon
Hallucination Uncommon Uncommon Frequency not known
Aggression Common Uncommon Frequency not known
Nervous System Headache Very common Very common Very common
Disorders Dizziness Common Common Common
Restlessness Uncommon Common Common
Tremor Uncommon Common Common
Somnolence Common Common Uncommon
Seizure Frequency not known |Frequency not known |Frequency not known
Dyskinesia Uncommon Uncommon Uncommon
Dysgeusia Uncommon Uncommon Uncommon
Eye Disorders Vision blurred Uncommon Frequency not known | Uncommon
Mydriasis Uncommon Uncommon Frequency not known
Cardiac Disorders | Tachycardia Common Common Common
Palpitation Uncommon Common Common
Cardiomyopathy Frequency not known |Uncommon Frequency not known
Vascular disorders |Raynaud’s phenomenon | Uncommon Frequency not known | Frequency not known
Respiratory, Dyspnoea Uncommon Common Common
Thoracic and
Mediastinal
Disorders
Gastrointestinal Dry mouth Common Common Very common
Disorders Diarrhoea Common Common Common
Constipation Common Uncommon Common
Upper abdominal pain | Very common Common Common
Nausea Common Common Common
Vomiting Common Common Uncommon
Hepatobilary *Eosinophilic Hepatitis | Frequency not known | Frequency not known |Frequency not known
Disorders
Skin and Hyperhidrosis Uncommon Uncommon Common
Subcutaneous Urticaria Uncommon Uncommon Uncommon
Tissue Disorders Rash Common Uncommon Uncommon




*Angioedema

Frequency not known

Frequency not known

Frequency not known

*Stevens-Johnson
Syndrome

Frequency not known

Frequency not known

Frequency not known

Reproductive Erectile dysfunction Not applicable Uncommon Common
System and Breast
Disorders
General Disorders | Irritability Common Common Common
and Administration |Fatigue Common Common Common
Site Conditions Feeling jittery Uncommon Common Common
Pyrexia Common Common Uncommon
Investigations Blood pressure Uncommon Uncommon Common
increased
*Weight decreased Very Common Very Common Common

Description of selected adverse reactions

Insomnia

Includes insomnia, initial insomnia, middle insomnia, and terminal insomnia.

Weight decreased

In a 4-week controlled trial of Elvanse in children aged 6 to 12 years, mean weight loss from baseline
to endpoint was 0.4, 0.9, and 1.1 kg, for patients assigned to receive 30 mg, 50 mg, and 70 mg of
Elvanse respectively, compared to a 0.5 kg weight gain for patients receiving placebo. Higher doses
were associated with greater weight loss with 4 weeks of treatment. Careful follow-up for weight in

children aged 6 to 12 years who received Elvanse over 12 months suggests that continuous treatment
(i.e., treatment for 7 days per week throughout the year) slows growth rate measured by body weight
as demonstrated by an age- and sex-normalised mean change from baseline in percentile of -13.4 over

1 year. The average percentiles at baseline (n=271) and 12 months (n=146) were 60.9 and 47.2,

respectively.

In a 4-week controlled trial of Elvanse in adolescents aged 13 to 17 years, mean weight loss from
baseline to endpoint was 1.2, 1.9, and 2.3 kg for patients assigned to receive 30 mg, 50 mg, and 70 mg
of Elvanse respectively, compared to a 0.9 kg weight gain for patients receiving placebo. Careful
follow-up for weight in adolescents aged 13 to 17 years who received Elvanse over 12 months
suggests that continuous treatment (i.e., treatment for 7 days per week throughout the year) slows
growth rate measured by body weight as demonstrated by an age- and sex-normalised mean change
from baseline in percentile of -6.5 over 1 year. The average percentiles at baseline (n=265) and

12 months (n=156) were 66.0 and 61.5, respectively.

In children and adolescents (aged 6-17) who received Elvanse over two years, careful monitoring of
weight suggested that consistent medication (ie, treatment for 7 days per week throughout the two
years) resulted in a slowing of growth as measured by body weight. In children and adolescents, the
average weight percentiles and standard deviations (SD) at baseline (n=314) and 24 months (week
104, n=189), were 65.4 (SD 27.11) and 48.2 (SD 29.94), respectively. The age- and sex-normalized
mean change from baseline in percentile over 2 years was -16.9 (SD17.33).

Eosinophilic hepatitis

No cases were reported in the clinical studies.

Angioedema

No cases were reported in the clinical studies.

Stevens-Johnson syndrome

No cases were reported in the clinical studies.



Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the Yellow Card Scheme
(Website: www.mhra.gov.uk/yellowcard or search for MHRA Yellow Card in the Google Play or
Apple App Store).

4.9 OVERDOSE

The prolonged release of dexamfetamine after administration of Elvanse should be considered when
treating patients with overdose.

Manifestations of acute overdosage with amfetamines include restlessness, tremor, hyperreflexia,
rapid respiration, confusion, assaultiveness, hallucinations, panic states, hyperpyrexia, and
rhabdomyolysis. Fatigue and depression usually follow the central nervous system stimulation.
Cardiovascular effects include arrhythmias, hypertension or hypotension, and circulatory collapse.
Gastrointestinal symptoms include nausea, vomiting, diarrhoea, and abdominal cramps. Fatal
poisoning is usually preceded by convulsions and coma.

Management of acute amfetamine intoxication is largely symptomatic and includes gastric lavage,
administration of activated charcoal, administration of a cathartic, and sedation. Acidification of the
urine increases amfetamine excretion but is believed to increase risk of acute renal failure if
myoglobinuria is present. If acute severe hypertension complicates amfetamine overdosage,
administration of intravenous phentolamine has been suggested. However, a gradual drop in blood
pressure will usually result when sufficient sedation has been achieved.

Lisdexamfetamine and dexamfetamine are not dialysable.

5 PHARMACOLOGICAL PROPERTIES

5.1 PHARMACODYNAMIC PROPERTIES
Pharmacotherapeutic group: Centrally Acting Sympathomimetics, ATC code: NO6 BA12.

Mechanism of action

Elvanse is a pharmacologically inactive prodrug. After oral administration, lisdexamfetamine is
rapidly absorbed from the gastrointestinal tract and hydrolysed primarily by red blood cells to
dexamfetamine, which is responsible for the drug’s activity.

Amfetamines are non-catecholamine sympathomimetic amines with CNS stimulant activity. The mode
of therapeutic action of amfetamine in ADHD is not fully established, however it is thought to be due
to its ability to block the reuptake of norepinephrine and dopamine into the presynaptic neuron and
increase the release of these monoamines into the extraneuronal space. The prodrug,
lisdexamfetamine, does not bind to the sites responsible for the reuptake of norepinephrine and
dopamine in vitro.

Clinical efficacy and safety

The effects of Elvanse in the treatment of ADHD has been demonstrated in three controlled trials in
children aged 6 to 12 years, three controlled studies in adolescents aged 13 to 17 years, three
controlled studies in children and adolescents (6 to 17 years), and four controlled trials in adults who
met the DSM-IV-TR criteria for ADHD.

In clinical studies conducted in children and adults, the effects of Elvanse were ongoing at 13 hours
after dosing in children and at 14 hours in adults when the product was taken once daily in the
morning.



Paediatric population

Three hundred and thirty-six patients aged 6-17 years were evaluated in the pivotal Phase 3 European
Study SPD489-325. In this seven-week randomised double-blind, dose-optimised, placebo- and
active-controlled study, Elvanse showed significantly greater efficacy than placebo.

The ADHD Rating Scale is a measure of the core symptoms of ADHD. The placebo-adjusted mean
reduction from baseline in patients treated with Elvanse on the ADHD-RS-IV Total Score was 18.6
(p<0.001). At every on-treatment visit and at Endpoint the percentages of subjects who met pre-
defined response criteria (a >30% reduction from Baseline in ADHD-RS-IV Total Score and a CGI-I
value of 1 or 2) was significantly higher (p<0.001) for Elvanse when compared to placebo. The
endpoint of this study is defined in Table 1. The results were also significantly higher for Elvanse
when compared to placebo when the individual components of the response criteria were evaluated. In
addition, mean scores for ADHD symptoms following treatment discontinuation did not exceed
baseline scores prior to treatment, indicating there was no rebound effect.

In addition to a reduction in symptoms, clinical studies have demonstrated that Elvanse significantly
improves functional outcomes. Specifically, in Study SPD489-325, 75.0% of subjects on Elvanse
showed Improvement (defined as “very much improved” or “much improved”) on the Clinical Global
Impression-Improvement (CGI-I) rating scale compared to 14.2% on placebo (p<0.001).

Elvanse showed significant improvement in child achievement in academic performance, as measured
by the Health Related Quality of life instrument, Parent Report Form of the Child Health and Illness
Profile-Child Edition (CHIP-CE:PRF) Achievement Domain. Elvanse demonstrated a significant
improvement from baseline compared to placebo (Elvanse: 9.4 versus Placebo -1.1) with a mean
difference between the two treatment groups of 10.5 (p<0.001).

Table 1: Outcome Results for Study SPD489-325 at Endpoint' (Full Analysis Set)

Lisdexamfetamine Placebo Methylphenidate
dimesylate hydrochloride
Change in ADHD-RS 1V Total Score
Least Square Mean -24.3 -5.7 -18.7
Effect size (versus Placebo) 1.804 N/A 1.263
P-value (versus Placebo) <0.001 N/A <0.001
ADHD-RS-IV Responders
Patients Showing a response” 83.7% (87/104) 22.6% (24/106) 68.2% (73/107)
Difference in response from placebo 61.0 N/A 45.6
P-value (versus Placebo) <0.001 N/A <0.001
CGI-I Responders
Patients Showing Improvement’ 75.0% (78/104) 14.2% (15/106) 58.9 % (63/107)
Difference in improvement from placebo | 60.8 N/A 44.7
P-value (versus Placebo) <0.001 N/A <0.001
Change in CHIP-CE: PRF Achievement
Domain
Least Square Mean 9.4 -1.1 6.4
Effect size (versus Placebo) 1.280 N/A 0.912
P-value (versus Placebo) <0.001 N/A <0.001

"Endpoint = the last on-treatment post-Baseline visit of the dose optimisation or dose maintenance Period (Visits 1-7)
with a valid value

*Response is defined as percentage reduction from Baseline in the ADHD-RS-IV Total Score of >30%
*Improvement (“very much improved” or “much improved”)

Similar results for ADHD-RS and CGI-I have been shown in two placebo controlled studies, one in
children (n=297) and the other in adolescents (n=314), both conducted in the United States.

A double-blind, randomised, active-controlled, dose-optimisation study was conducted in children and
adolescents aged 6 to 17 years (n=267) who met DSM-IV criteria for ADHD. In this nine-week study,
patients were randomised (1:1) to a daily morning dose of Elvanse (30, 50 or 70 mg/day), or
atomoxetine (dosed as appropriate for the subject’s weight up to 100 mg). During a 4-week Dose
Optimisation Period, patients were titrated until an optimal dose, based on treatment emergent adverse




events and clinical judgement, was reached. Patients treated with Elvanse had a shorter time to first
response compared to patients treated with atomoxetine (median 13.0 vs 21.0 days, respectively;
p=0.003), where response was defined as having a CGI-I score of 1 (very much improved) or 2 (much
improved) at any of the double-blind treatment visits. Across all of the double blind treatment visits,
the proportion of responders in the Elvanse group was consistently higher than the proportion of
responders in the atomoxetine group. The difference ranged from 16-24 percentage points. At the
study endpoint the least square mean changes from baseline in ADHD-RS-IV Total Score for Elvanse
and atomoxetine were -26.1 and -19.7, respectively, with a between-group difference of -6.4.

Two double-blind, parallel-group, active-controlled (OROS-MPH [Concerta]) studies have been
conducted in adolescents aged 13-17 years with ADHD. Both studies also included a placebo
reference arm. The 8-week dose-optimization study (SPD489-405) had a 5-week dose-optimization
period and a 3-week dose-maintenance period. During the dose-optimization period, subjects were
titrated once weekly based on TEAEs and clinical response to an optimal dose of 30, 50, or 70 mg/day
(for SPD489 subjects) or 18, 36, 54, or 72 mg/day (for OROS-MPH subjects), which was maintained
throughout a 3-week dose-maintenance period. The mean doses at endpoint were 57.9 mg and 55.8 mg
for SPD489 and OROS-MPH, respectively. In this study, neither SPD489 nor OROS-MPH was found
to be statistically superior to the other product at Week 8. The 6-week fixed-dose study (SPD489-406)
had a 4-week forced-dose titration period and a 2-week dose-maintenance period. At the highest doses
of SPD489 (70 mg) and OROS-MPH (72 mg), SPD489 treatment was found to be superior to OROS-
MPH as measured by both the primary efficacy analysis (change from baseline at Week 6 on the
ADHD-RS Total score) and the key secondary efficacy analysis (at last study visit on the CGI-I) (see
Table 2).

Table 2: Change from Baseline on ADHD-RS-1V Total Score and Endpoint on CGI-I (Full
Analysis Set)
SPD489-405 | Primary at Week 8 ADHD-RS-1V Placebo SPD489 OROS-
MPH
Baseline Total Score N 89 179 184
Mean (SE) 38.2(0.73) | 36.6(0.48) | 37.8(0.45)
Change from baseline at N 67 139 152
Week 8
LS Mean (SE) -13.4(1.19) | -25.6(0.82) | -23.5(0.80)
[a]
Lisdexamfetamine vs | LS Mean (SE) NA -2.1(1.15) | NA
OROS-MPH difference [a] 43,02
0,
(95% CI) [a] 02
Effect size [b] 0.0717
p-value
Active vs Placebo LS Mean (SE) NA -12.2 (1.45) | -10.1 (1.43)
difference [a] 151,94 | -13.0,-7.3
0,
(93% €D [a] 1.16 0.97
Effect size [b] <0.0001 <0.0001
p-value
Key Secondary Endpoint CGI-I
Subjects analysed (n) 89 178 184
Improved (%) [c] 31 (34.8) 148 (83.1) 149 (81.0)
Not improved (%) [d] 58 (65.2) 30 (16.9) 35(19.0)
Lisdexamfetamine vs OROS-MPH [e] NA 0.6165 NA
Active treatment vs Placebo [e] NA <0.0001 <0.0001




SPD489-406 | Primary at Week 6 ADHD-RS-1V Placebo SPD489 OROS-

MPH
Baseline Total Score N 106 210 216
Mean (SE) 36.1(0.58) | 37.3(0.44) | 37.0 (0.44)
Change from baseline at N 93 175 181
Week 6 LS Mean (SE) | -17.0 (1.03) | -25.4 (0.74) | -22.1 (0.73)
[a]
Lisdexamfetamine vs | LS Mean (SE) NA -3.4(1.04) | NA
OROS-MPH difference [a] 54,13
(95% CI) [a] 033
Effect size [b] 0.0013
p-value
Active vs Placebo LS Mean (SE) NA -8.5(1.27) | -5.1(1.27)
difference [2] -11.0,-6.0 | -7.6,-2.6
(93% €D [a] 0.82 0.50
Effect size [b] <0.0001 | <0.0001
p-value
Key Secondary Endpoint CGI-I
Subjects analysed (n) 106 210 216
Improved (%) [c] 53(50.0) | 171(81.4) | 154(71.3)
Not improved (%) [d] 53(50.0) | 39(18.6) | 62(28.7)
Lisdexamfetamine vs OROS-MPH [e] NA 0.0188 NA
Active treatment vs Placebo [e] NA <0.0001 0.0002

[a] From a mixed effects model for repeated measures (MMRM) that includes treatment group, nominal visit, interaction of the treatment
group with the visit as factors, baseline ADHD-RS-IV total score as a covariate, and an adjustment for the interaction of the baseline ADHD-
RS-1V total score with the visit. The model is based on a REML method of estimation and utilizes an unstructured covariance type.

[b] The effect size is the difference in LS mean divided by the estimated standard deviation from the unstructured covariance matrix.

[c] The 'Improved' category includes responses of 'Very much improved' and 'Much improved'.

[d] The "Not improved' category includes responses of 'Minimally improved', 'No change', 'Minimally worse', 'Much worse' and 'Very much
worse'.

[e] From a CMH test stratified by baseline CGI-S.

Note: N = number of subjects in each treatment group, n = number of subjects analysed.

A 2-year open label safety study conducted in children and adolescents (ages 6-17) with ADHD
enrolled 314 patients. Of these, 191 patients completed the study.

In addition, maintenance of effect was demonstrated in a double-blind, placebo-controlled, randomised
withdrawal study conducted in children and adolescents ages 6 to 17 (n=157) who met the diagnosis of
ADHD (DSM-IV criteria). Patients were optimised to open-label Elvanse for an extended period (at
least 26 weeks) prior to entry into the 6-week randomised withdrawal period. Eligible patients were
randomised to continue receiving their optimised dose of Elvanse or to switch to placebo. Patients
were observed for relapse (treatment failure) during the 6-week double-blind phase. Treatment
failure was defined as a >50% increase (worsening) in the ADHD-RS Total Score and a >2-point
increase in the CGI-S score compared to scores at entry into the double-blind randomised withdrawal
phase. Treatment failure was significantly lower (p<<0.001) for the Elvanse subjects (15.8%) compared
to placebo (67.5%). For the majority of subjects (70.3%) who were treatment failures regardless of
treatment, ADHD symptoms worsened at or before the week 2 visit following randomisation.

Adult population

The effectiveness of Elvanse in the treatment of ADHD was established in a double-blind,
randomised, placebo-controlled, parallel-group study conducted in 420 adult patients aged 18 to



55 years who met DSM-IV criteria for ADHD. Significant improvements in ADHD symptoms, based
upon investigator ratings on the ADHD-RS with adult prompts total score, were observed for all
Elvanse doses compared to placebo. Treatment with Elvanse significantly reduced the degree of
functional impairment as measured by improvement on the CGI-I rating scale compared to placebo.

In addition, maintenance of effect was demonstrated in a double-blind, placebo-controlled, randomised
withdrawal design study that enrolled adults (n=123) who met DSM-IV criteria for ADHD and who, at
study entry, had been treated with Elvanse for a minimum of 6 months. A significantly lower
proportion of patients treated with Elvanse met relapse criteria (8.9%) compared to patients receiving
placebo (75.0%) in the double-blind randomised withdrawal phase. Relapse was defined as a >50%
increase from randomisation in ADHD-RS-IV Total Score and a > 2 point increase in CGI-S score
relative to the CGI-S score at randomisation.

Abuse liability studies

In a human abuse liability study, when equivalent oral doses of 100 mg lisdexamfetamine dimesylate
and 40 mg immediate-release dexamfetamine sulphate were administered to individuals with a history
of drug abuse, lisdexamfetamine dimesylate 100 mg produced subjective responses on a scale of
“Drug Liking Effects” (primary endpoint) that were significantly less than dexamfetamine
immediate-release 40 mg. However, oral administration of 150 mg lisdexamfetamine dimesylate
produced increases in positive subjective responses on this scale that were comparable to the positive
subjective responses produced by 40 mg of oral immediate-release dexamfetamine and 200 mg of
diethylpropion.

Intravenous administration of 50 mg lisdexamfetamine dimesylate to individuals with a history of drug
abuse produced positive subjective responses on scales measuring “Drug Liking”, “Euphoria”,
“Amfetamine Effects”, and "Benzedrine Effects" that were greater than placebo but less than those

produced by an equivalent dose (20 mg) of intravenous dexamfetamine.
5.2 PHARMACOKINETIC PROPERTIES

Absorption

After oral administration, lisdexamfetamine dimesylate is rapidly absorbed from the gastrointestinal
tract of healthy adults and children (6 to 12 years) with ADHD, thought to be mediated by the high
capacity PEPT1 transporter.

Food does not affect the observed AUC and C,,,x of dexamfetamine in healthy adults after single-dose
oral administration of Elvanse 70 mg capsules but prolongs T, by approximately 1 hour (from

3.8 hours at fasted state to 4.7 hours after a high fat meal). After an 8-hour fast, the AUCs for
dexamfetamine following oral administration of lisdexamfetamine dimesylate in solution and as intact
capsules were equivalent.

Distribution

In 18 children (6 to 12 years) with ADHD, the T, of dexamfetamine was approximately 3.5 hours
following single-dose oral administration of lisdexamfetamine dimesylate either 30 mg, 50 mg, or

70 mg administered after an 8-hour overnight fast. The Ty, of lisdexamfetamine dimesylate was
approximately 1 hour. Linear pharmacokinetics of dexamfetamine after single-dose oral
administration of lisdexamfetamine dimesylate was established over the dose range of 30 mg to 70 mg
in children aged 6 to 12 years.

Weight/dose normalised AUC and C,,,, were 22% and 12% lower, respectively, in adult females than
in males on day 7 following a 70 mg/day dose of lisdexamfetamine for 7 days. Weight/dose
normalised AUC and C,,,, values were the same in girls and boys following single doses of 30-70 mg.

There is no accumulation of dexamfetamine at steady state in healthy adults and no accumulation of
lisdexamfetamine dimesylate after once-daily dosing for 7 consecutive days.

Biotransformation

Lisdexamfetamine dimesylate is converted to dexamfetamine and I-lysine, which occurs by
metabolism in blood primarily due to the hydrolytic activity of red blood cells. Red blood cells have a



high capacity for metabolism of lisdexamfetamine as in vitro data demonstrated substantial hydrolysis
occurs even at low hematocrit levels. Lisdexamfetamine is not metabolised by cytochrome P450
enzymes.

Amfetamine is oxidised at the 4 position of the benzene ring to form 4-hydroxyamfetamine, or on the
side chain a or 3 carbons to form alpha-hydroxy-amfetamine or norephedrine, respectively.
Norephedrine and 4-hydroxy-amfetamine are both active and each is subsequently oxidised to form
4-hydroxy-norephedrine. Alpha-hydroxy-amfetamine undergoes deamination to form phenylacetone,
which ultimately forms benzoic acid and its glucuronide and the glycine conjugate hippuric acid.
Although the enzymes involved in amfetamine metabolism have not been clearly defined, CYP2D6 is
known to be involved with formation of 4-hydroxy-amfetamine.

Elimination

Following the oral administration of a 70 mg dose of radiolabelled lisdexamfetamine dimesylate to 6
healthy subjects, approximately 96% of the oral dose radioactivity was recovered in the urine and only
0.3% recovered in the faeces over a period of 120 hours. Of the radioactivity recovered in the urine
42% of the dose was related to amfetamine, 25% to hippuric acid, and 2% intact lisdexamfetamine.
Plasma concentrations of unconverted lisdexamfetamine are low and transient, generally becoming
non-quantifiable by 8 hours after administration. The plasma elimination half-life of lisdexamfetamine
typically averaged less than one hour in studies of lisdexamfetamine dimesylate in volunteers. The
half-life of dexamfetamine is 11 hours.

Special populations

The pharmacokinetics of dexamfetamine, is similar in children (aged 6 to 12) and adolescents (aged 13
to 17) ADHD patients, and healthy adult volunteers. Any differences in kinetics seen after oral
administration are a result of differences in mg/kg dosing.

Systemic exposure to dexamfetamine is similar for men and women given the same mg/kg dose.
Formal pharmacokinetic studies for race have not been conducted. There is no evidence of any impact
of ethnicity on the pharmacokinetics of Elvanse.

In a pharmacokinetic study of 40 subjects (8 subjects in each of five renal functional groups: normal,
mild impairment, moderate impairment, severe impairment, and end stage renal disease)
dexamfetamine clearance was reduced from 0.7 L/hr/kg in normal subjects to 0.4 L/hr/kg in subjects
with severe renal impairment (GFR 15 to < 30 mL/min1.73m’ or CrCl <30 mL/min).

In a study of 47 subjects aged 55 years of age or older amfetamine clearance was approximately
0.7 L/hr/kg for subjects 55 to 74 years of age and 0.55 L/hr/kg for subjects >75 years of age. This is
slightly reduced compared to younger adults (approximately 1 L/hr/kg for subjects 18 to 45 years of

age).
5.3 PRECLINICAL SAFETY DATA

In repeat dose toxicity studies the major findings were changes in behaviour, such as increased activity
typical of stimulant administration, with associated reductions in body weight gain, growth
measurements and food intake, considered to be a consequence of an exaggerated pharmacological
response.

Lisdexamfetamine dimesylate was not genotoxic when tested in vitro in the Ames test and the mouse
lymphoma assay or in vivo in the mouse bone marrow micronucleus test. Carcinogenicity studies of
lisdexamfetamine dimesylate have not been performed. No evidence of carcinogenicity was found in
studies in which d-, /-amfetamine (enantiomer ratio of 1:1) was administered to mice and rats in the
diet for 2 years at doses of up to 30 mg/kg/day in male mice, 19 mg/kg/day in female mice, and

5 mg/kg/day in male and female rats.

Lisdexamfetamine dimesylate had no effect on embryofoetal development or survival when
administered orally to pregnant rats at doses up to 40 mg/kg/day, and rabbits at doses up to
120 mg/kg/day.

No adverse effects on nervous system development or reproductive function were observed following
repeat dose administration of lisdexamfetamine dimesylate to juvenile rats and dogs.



Amfetamine (d- fo [-enantiomer ratio of 3:1) did not adversely affect fertility or early embryonic
development in the rat at doses of up to 20 mg/kg/day.

A number of studies in rodents indicate that prenatal or early postnatal exposure to amfetamine (d- or
d,l-) at doses similar to those used clinically can result in long-term neurochemical and behavioural
alterations. Reported behavioural effects include learning and memory deficits, altered locomotor
activity, and changes in sexual function. Similar studies have not been conducted for Elvanse.

6 PHARMACEUTICAL PARTICULARS

6.1 LIST OF EXCIPIENTS
Microcrystalline cellulose.

Croscarmellose sodium.
Magnesium stearate.

Capsule shells

Gelatin.
Black ink (shellac and black iron oxide E172).

Capsule shell colourants:

20 mg: titanium dioxide (E171) and yellow iron oxide (E172).

30 mg: titanium dioxide (E171) and erythrosine (E127).

40 mg: titanium dioxide (E171), brilliant blue FCF (E133), black iron oxide (E172) and yellow iron
oxide (E172).

50 mg: titanium dioxide (E171) and brilliant blue FCF (E133).

60 mg: titanium dioxide (E171) and brilliant blue FCF (E133).

70 mg: titanium dioxide (E171), brilliant blue FCF (E133) and erythrosine (E127).

6.2 INCOMPATIBILITIES

Not applicable.

6.3 SHELF LIFE

3 years.

6.4 SPECIAL PRECAUTIONS FOR STORAGE

Do not store above 25°C.

6.5 NATURE AND CONTENTS OF CONTAINER

High density polyethylene bottle and a polypropylene child resistant cap with a foil inner seal.
Pack sizes: 28 or 30.

Not all pack sizes may be marketed.

6.6 SPECIAL PRECAUTIONS FOR DISPOSAL

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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=X 3 /¢$@£ﬁi£ ﬂﬁ%ff% \aﬁ@ IEER O S, THIOE G-
Uﬁi &#%6OE@&$m TUT7 XA O EIIEINT AN, I 47 n
E/W##%ﬂéﬁAi %ﬁmT @)x&#ﬁ%#é&%x%ﬂé ToTHEI D
Li&guuiwér@ﬁmr%ﬁﬁbt 7z h73 /@ﬁmmﬁﬁﬁﬁw%h
W%, LrL., +5% &ﬁ%ﬁ%ﬁém&w%ém\@ﬁm%&KmEﬁ%Tﬁéo

VDAFXH o T2 X IV KEORTXRH 72 & I 3B L D BREI RN,

IR N FE
%%ﬂ%\ O

El
H__TC

o

5 EEEARM

51  FAZARE

FWPRIER PR - PR EVE A AR EED R, ATC =2 — | 1 NO6 BAI2,
TEHF

Elvanse X, HRELEMICAIEEO e KT v 7 ThDH, RAakE5H%, VAT 743 )
AL E 0 B AT X4, FISHRIMERIZ K 0 Ik pfig S, AKFIOFNIEE 5357
%%/7;5 VNIEH I NS,

77 M /%i $ﬁ@ﬁﬂ&¢ﬁ%ﬁ?é#ﬁ7:~w7iV%@ﬁ@@ﬁ@@%?
H5H, ADHDIZEITHT 7 =& IV OEM-ETFII DI STV WS, T 7 =X
SUNRINTZERT Y RO R DT T ARG~ OFR D IAALZHEL, 2 b
DE T ORI DOEIEA~DO 2S5O0 THDHEEZBND, 7O RTy
TTHAHVATRY 72X I 0%, invitro TIX/ NV Ex7 ) U EONR—X2 O FEL
D IAFITRE 53 D EALTIIRE S LR,

FERIR HO A R e OV 4

6~Mﬁ@ RE %5 & LT HEGARR 3 3Bk, 13~17 O HF DV HE 2 G & LT ligadih 3 5
B, IREROFDE (6~17m%) ZkE L Uz teiadbr 3 36k, & O ADHD @ DSM-IV-TR
%@%ﬁt#ﬁk%ﬁ%&Lt%@ﬁ%4ﬁ%ﬂﬁwf\MMD@%ﬁKﬁﬁéEmmw>
BIEDREN TN D

INBEORR AN 258 & UCHEM U= KRB ClX, Elvanse 2 1 B 1 [RIEHICE S LT84
INRTITE 5% 13 BEE. RN Tl 5% 14 BRI O RS CHRIMER Bl L Tz,

AIEFEN]



5 — 11 S TOH 3 LR Z LR T H 5 SPDA89-325 WERICISUN T, 6~17 BEDIEH 336
Plzat il L7c, Z o 7THEEOBIERL “EERT T R ke OGS B FiaeR T,
Elvanse 17 7 R L W A EICENT-HIMEEZ R LT,

ADHD Rating Scale (ADHD-RS) (%, ADHD O FJEIRDOFHM R E T 5, Elvanse (2 L 5 155
TS F - BE Tld, ADHD-RS-IVEAEI A2 T DOR—2F5 4 VD OEHEED T TR L
DX, 18.6 (p<0.001) Th o7z, TBEREF DO KEERE & O F & HmRE R T, FRNCHE L
7~ RS E#E (ADHD-RS-IV A3 A2 7 DR_R—Z2 5 A 3B D 30%LA O T ERIR ik
B [CGIL ER 1 X% 2) ZHilz LIEBRE OFISIE, W iLd Elvanse DI H N7 T+
ROGE XV AEIZEN>T- (p<0.001) o AFEROFAEFHIRE R OFER L L 1ITRT, FF
MIEH OLAER Z3 4l L7285 58 Elvanse DIZ O N7 T v RDOLEE L VA EICE ) >T-, F
7=, &P 1E#% O ADHD JEARDEH A a7 1%, WERIONR—RAT A v AaT Bz o
722D, R ZRITA NN E R ENTz,

R BR Clx. Elvanse (2 X 0 JEIROEEICI 2 CTEITHENABICKBEIND Z LR
SNz, BARBOIZIE. SPD489-325 ikl Tld, Elvanse % # 5- L 72 #¢5# 3% D 75.0% C CGI-1 |2
M) ( THFBSGE) U THEEESE] LER) BNALNEDIIX L., 77 RE&ks5
L7 #RE TlX 142% TH 7= (p<0.001) ,

Parent Report Form of the Child Health and Illness Profile-Child Edition (CHIP-CE:PRF) @
Achievement domain % F N TZETH DO (QOL) (Zx17 % Elvanse D22 R L 72 /5 2%, /N
DFFIDEREDH B /20BN /R STz, Elvanse B TII 7' 7 BARRE L B L T, X—RX 7
A PO DOFERUGENREN (Elvanse 9.4 %177 AR —1.1) | 2 DOEGHEM O 72T
10.5 (p<0.001) ThH -7z,

721 : SPD489-3253BR D R ALFH MR S OFE R (KON REM)

VAFTXY o724 | 778K AFNT 2 =F—
IUA VR R R
ADHD-RS IV & § 227 %4k
s/ R 243 -5.7 -18.7
HEY A X (T T 'RITHLT) 1.804 ML 1.263
P (I &ARICx L) <0.001 ML <0.001
ADHD-RS-IV L AR F—
B %R Uiz R 83.7% (87/104) 22.6% (24/106) 68.2% (73/107)
TR EDREDFE 61.0 PAENYS 45.6
P (I &ARICx L) <0.001 ML <0.001
CGI-I VAR H—
SEAE R LB 75.0% (78/104) 14.2% (15/106) | 58.9 % (63/107)
T TR EDHRFEDE 60.8 YL 44.7
P (I ARk L) <0.001 ML <0.001
CHIP-CE: PRF Achievement K X A > D
1k
s/ R 9.4 -1.1 6.4
HEY A X (T T 'RITHLT) 1.280 ML 0.912
P (I &ARICx L) <0.001 ML <0.001

BRI S = A R 2SI B B M OV BRI (Visit 1~7) DIRIRTOR—Z T A 1%
D A& BERE R

B &%, ADHD-RS-IV A A a7 DR—2F A b D 30%LL LD & iE#ET 5,

‘o ([EWE) T ThEEpELE] )

IRBRIZIRE Q9761) . b 9 1ERBRITHFADE G146) Zxg e L, WIn b kETHEEL -
77 v R IR ER 2R TlX. ADHD-RS}KX OMCGI-IA 21 7 CRIBRDOFE R IR EIN TV S,




ADHD @ DSM-1V JEHEA 729 6~ 17T MO RE R OEHEDE 6741 Ex%HRE LT, “HE
A 2 (L FE 3o UH A ETRBR 2 FhE L7z, 2o 9o TIX, BFL (1: 10k
T) Elvanse (30, 50, Xix70mg/H) XIEI7 hEFEF L #HRE OKEICE L T 100 mg
FTHE) O 18 1 BB GICEESICEN 072, 4EMOHEFRERS., 155 T T
B 5 HERL R OEAHENCE SO CTEREOHEL BHEHEISET 5 £ Tl L=,
Elvanse # %5 L7281, 7 hEXBF U2 #& G LB LR L T, WlEIIGE TORE
Mg -2 (PREIZZFNEN13.0 HE 21.0 B, p=0.003) , ZhHEIEHIL, CGI-I AT
N1 CERWE) T2 (PEESE) ThHr L eEHE L, 2To _HEMRKRGERIC
BT, Elvanse HEDO L AR H—DEIGIX, 7T hEXFEFUVHOLV AR X —DEIG LY
—HLTE»>S T2, ZlX16~24/3—% > hARA > hOFEPHTH - 72, B S TO
ADHD-RS-IV GF A 27 OX—=2 7 A )b OB GE (R/D ) 1%, Elvanse T—26.1,
7 REFXFEFUT-197THY, #HEEITI—64ThHoT,

ADHD #4815 13~17TmDFVHELExHRE LT, “EHERIITREMEEGSRE (AFL7 =
=5 — MMEEMERIA] [OROS-MPH (= H—#) 1) #BBr 2 RN E I TV 5, ik
BT 7R LRE Lz, SHEMOARRER (SPD489-405 7BR) (%, 5 MM D H E7HEIH
& 3 MO EHERFIM TR I TV, HERSHR T, 1BE T CRIETIAES
4 (TEAE) . KOEHEHETH S 30, 50, XX 70mg/H (SPD489 HEDOHERTE) & D ik
18, 36. 54, XL 72mg/H (OROS-MPH REDHER#E) ~DEEKISIZEESN T, @ 1 [
BEOMEAZFE L, 3 MO SR CITME 28 L CHEAHER Lm, & a i
SOOI, SPD489 2% 57.9 mg, OROS-MPH 78 55.8 mg Tdh - 7=, AikBrTlix, #5 8
T BE ATl SPD489 & OROS-MPH (340 & il 5 O FRAN X 0 F Gt AL TR 2 &%
RENTZ, 6 M OEE &R (SPD489-406 #X5R) 1%, 4 BB @GR & 2 WD

EHEFFIM R S T, BMEO FEEAREYT (B85 6 lFF LD ADHD-RS 53t A 227 DX
— AT AU OEE) KOEREIMEORIKIENT (FSBERFD CGI-D) 12 X % FHIC
X, KEHED SPD489 (70 mg) & OROS-MPH (72 mg) Ti. SPD489 M 9 7% OROS-
MPH LV ENTWD Z LAVRENT: (F22H) |

# 2 B EHERE S D ADHD-RS-IV 85X 2 7 KR CGI-I R 27 D_R—Z 5 A U H»
5DELE (KON REM)

SPD489-405 | EEFHMIEE : 45 8B D ADHD- FZE&&R | SPD489 OROS-
HER RS-V MPH
R—=2AFA4 VHFEAa | N 89 179 184
7 ¥ (SE) 38.2 36.6 37.8
(0.73) (0.48) (0.45)
BE QMM ED_—2 | N 67 139 152
FTAUDEDOELE LS ¥ (SE) -13.4 25.6 235
[a] (1.19) (0.82) (0.80)
V2AFxHP 7243 | LSV (SE) NA 2.1 NA
> & OROS-MPH & D | [a] (1.15)
(95%CI) [a] 43, 0.2
I A K[b] 0.2
pfE 0.0717
EELTTvAREDE | LS ¥ (SE) NA -12.2 -10.1
[a] (1.45) (1.43)
(95%CI) [a] -15.1, -94 | -13.0, -7.3
FA A Z[b] 1.16 0.97
p K <0.0001 <0.0001
ERBIRFAMER : CGI-1
FEMT X RS (n) 89 178 184
E (%) [c] 31 (34.8) 148 149
WEET (%) [d] 58 (65.2) (83.1) (81.0)
30 (16.9) | 35 (19.0)
VAT FH 7 =4 2% OROS-MPH [e] NA 0.6165 NA
FLIP 56t 7T R [e] NA < 0.0001 < 0.0001




SPD489-406 | EZEFHMIEE : 45 6 B D ADHD- FZ%&AR | SPD489 OROS-
HER RS-V MPH
NR—=RAT7A VEHAT | N 106 210 216
7 ¥ (SE) 36.1 37.3 37.0
(0.58) (0.44) (0.44)
BE 6 EDO_—2 | N 93 175 181
FTAUDEDOELE LS ¥ (SE) -17.0 25.4 22.1
[a] (1.03) (0.74) (0.73)
V2Fx%HY 7243 | LSV (SE) NA 3.4 NA
L OROS-MPH & D | [a] (1.04)
(95%CI) [a] 5.4, -1.3
NI A A[b] 0.33
pfE 0.0013
FIEL T TR EDE | LS (SE) NA -8.5 5.1
[a] (1.27) (1.27)
(95%CI) [a] -11.0, 6.0 | -7.6. 2.6
ZhRA A X[b] 0.82 0.50
pfiE <0.0001 <0.0001
ERBIRFAMER : CGI-1
FEMT X RS (n) 106 210 216
E (%) [c] 53 (50.0) 171 154
WEET (%) [d] 53 (50.0) (81.4) (71.3)
39 (18.6) | 62 (28.7)
U AFHH 7 =& I % OROS-MPH [e] NA 0.0188 NA
FLIPE 56t 7T R [e] NA <0.0001 0.0002

[a] #¢ 5-8E. 4 B EOXEL visit, & OB 58 & RBE visit DI AEAEA &K1, ~X—AF A O ADHD-RS-IVAFH A 27 %
HAEBEL L, X—RAT A O ADHD-RS-IV G52 27 & KBt visit DR BEAEFA THIE L7, KEWET — X245k
AHEET L MMRM) IZXVEB L7, ET/VIEHIRAMS & H&LE (REML) 12X 2HERICE &, BEE0 L)
WiEEE A5,

[b] B3 A ik, LS E¥NCRIF 5255 & TS O AT b HEE Sh A EHERZE TER - 2l TH 5,

[c] %) BTV —ix, [FEW%FE & THEELE] ORISEET,

[d] T#EET) #7ra) —iF, RES%E) | TRE) | IX00EM] . B . TEECEL ORIGEET,
[e] X—A T A > DCGI-STEHI{t L 7= Cochran-Mantel-Haenszel (CMH) #EIZ LV HH L7,

HE  N=FEGHEOWEBRELL. n= Mo L o5E 1%

ADHD ZH 3 2 WRE R OFHE (6~171%) Zxig & LCHEM Lz 2 FMOIEEHmHABRTIX,
BAF3AGIEBRE LI, 209 BLEF 191 FIRRBREK T LT,

*7-. ADHD ®ZWr (DSM-1V E#E) 2521F72 6~17 kDR E K OFDE (157 6) 2%
ELTCERLE _EE MR 7 A RIEELLIEETIERER T, AR RS TWD 2
EWNIRENTE, BEE 6 OEIEAIRE T IEFIRIRET DR, BRI (26 B
F) . FEEM T THEED Elvanse D EZ I LT, T O®% & HEE %, A E T Elvanse
TRk I DL T 7 B RICEI 0 B X DR IEAEAIZE 0 £ 72, 6O —EEMRM
. B QRIS 2 oWTHRE 2822 L7, 1RRERN T, —HEEMmEIEALIGE T
(EHAR A~ DGR > 5 O ADHD-RS & 8F 2 27 D 50%LL Eodahn (k) RONCGI-S 227
D2RA 2 FoLEOEEIME EFE LT, Elvanse # &5 L7-HFE (15.8%) TIE7 7Rz &ks5
L7z (67.5%) L VIREESOEENAEEIZEN -7 (p <0.001) , HHHICBERZRL,
TR L 72 S T2 EBRE O RN (70.3%) TlE, MEAEA BT O 5 2 BB 0 JeBE i X
1L Z 1V LLRTIC ADHD SER 2N AL L 7=,

SN FEL]

ADHD @ DSM-IV JEHE i 727~ 18~55 I DR N EH 420 Bl xf S & L CHE Lz “EHEMR
Ve LAV 7 T B R A TRER BRI BV T, ADHD D52 31T % Elvanse DA 20 D3 e
MNELT, Elvanse DETCOHETIEL., IR LKL T, &S COEBRELE
i DFHMZ & 5 ADHD-RS with adult prompts DA #F A =2 71233 < ADHD JEIRICH & 7R il #



D3R8 HAL7-, Elvanse D5 Tid, 77 R 5 &bk LT, CGI-I S TRl L 7- #4468
EEORENAERICIET L,

72, ADHD @ DSM-IV E:#E A7 L, kBRI IC K 6 » A 1 Elvanse |2 X 1680 %

ZUF TV (123 ) Z8&k L7 —EHEMR T 7 2Rk REE AR T IERBRICB VT,
HMEORER N R SN2, —EHEREEALIBFE P IEMIFICER O R L7 LT BE OE|
A1X. Elvanse &5 L728BFE (8.9%) DI H>NT TR E2RE L-EE (75.0%) LVAE
WKy o 72, FRRIE. ADHD-RS-IV &5t A 2 7 O BEVELEIR TS5 D 50%LL_E oK
N CGI-S A a7 DA AL TN D 2R A ML EOEEINE EFH LT,

L IE A

b MBI DY ERER Tlx, BWELHRO H 288 1c, BtET 3y 74 v
Wil 40 mg &R OANCIFESE RO ) AT X0 7 = & 3 0 A L VERHE 100 mg 2 Z L E ik
ARG LimE A, VATXH U7 =24 30 A VLR 100 mg Tik,  TEEYELYE] OR
FEO(EEFMEEH) CREMET 927 =% 22 40 mg K 0 A BEIEWEBIIS R S
oo LAL, URTHXH U7 =X I ATV 150 mg OO #E-TlL, Z O RE TR
MTF Y 72X I 40mg KON T F LT v B4 200 mg DAL TRENZIEDOE
B SUE & [AER D IED EBIRISS DOEIMA R STz,

HMELHRBO B D9HE 1) AT X 7 24 22 A VVERKE 50 mg ZFRN&E G- L= & =
A, TEEEherE) | TZERE] . 7722 I BT L RO TRV RY UHEH) %
T HRETIE, I RFEEOBRA LY EWVED EBARISHN T ENTEZN, ZAHDK
ISR BEOT XY 7 = # 3 20mg) OFIRNEGOEA L 0 IE1h-72,

52  RWBNERRVRE
L1

TR A K OVINE ADHD # (6~125%) IZBWT, U AT FH 7= 7 I 2 A VRIS,
ROREGZITHEEN DD ENDA, ZUEEWS Yy X T 2 HTDH T A
R—=H2—ThHsDPEPTIIC L > TN ENTWBE EEZBND,

fatRE Rk A28V T, Elvanse 70 mg 77 72V O HERR O 5%, TX 7 =X I 0O AUC
R Cope ~OBFEDEBIIRD HIVIRD D TZDS, Ty 13 1 IRER (A ERIRRE T D 3.8 R A
Srflfh %O 47TRHET) TR L, SHHM@ERRIC, VAT 722 I A0
@%%%m&@ﬁfﬁw@iiﬁﬁmﬁﬁbt&:5\?%%V7I&iywmmm@%
TodoTc,

AN

N
Eil

/& ADHD & 18 1] (6~125%) IZHBWVT, U AT HH T = &I 2 A T )LIEHE 30 mg,
50 mg X 1% 70 mg % 8 REH KA R ZICHIERR NG L7k, 7% H 0 T 22 I 0D Tyl
MBS THY, VATXH T 24 IV AV D T 38 1 R Th o7, 6~12
MDO/NRTIE, VAT Y72 Z I AV ABERBR AR EHZOTFT X 72200
HYENEEIX, 30~70 mg O HEFH CRIETH D Z L3RSz,

RAZEBNT, YATFTFH 724 I 70mg/ B % 7 ARG Lzl 25, (K& CHi
EL72855 7 HHOLMED AUC K O Cg 13, FHME & B L TENZEA 22% K% T 12%(K70> -
7oo /NRTIE, 30~70 mg D HRIE 1% OIRE & THIIE L7z AUC KT Cpp DIEIE, %
REBRTRILTH -7,

BEEERRAICIR VT, EFRETOT Y7 o4 I RO, 1A 1 [alHEE 7 BERG%0
ATHRY T 2 X I A VNI ERBITRD b o i,

ARl

UAZATFT XY 7 =22 I ATV, FIZARMERO MK IEMEC X0 fig$ RIS,
TXV T2 I LY UNIEREND, InvitroT — X TIZME~~ 27 U v METH



+4 Vﬁﬂﬂ*%ﬁ’%#% O 5
Rz H345, UAT

noZ &#Téﬂtio FRIMEKIZEWY ATFFH o 72X I
A A %I&HAP%O%$ iofﬁﬁéﬂ&wo
‘1‘2/

e 41:1\1:’3%/7/7::5’ NAEN b\?‘ﬂ%/ﬁﬁb)%m\

o b)
%@%%ﬂ%ﬂﬁ@kéﬂ4EFD%//wﬁ7;bU/&&6 atbu%/?/7;
I T M7 I ik 7= AT Mol B ﬁaéﬁ,fﬁéﬁwﬁw
7 u /Ekj@/\{i BEREMO TV A AERTH D %JJT&EE 2B, T v 7xi I rOfEic
B 54 AEEREITHMEIC SN TV RN, CYP2D6 13 4-E R %V7y7z&iy@$ﬁm
B4 ENMmbENTWAD,

HEPN
TR L7 AT XY 7 =& 3 AL LR 70 m %@E%EJZA 6 BN NG L= &
Z A, 120 B E Tz 5 H 0)%’3 96%7)3 R I HEH: 0.3%D A NFE P TP S 7z,

E%K#ﬁéﬂtﬁ%%@o% &5;@@%&7/7I& v\ 25%ILIGIRIE, 2%1%

X?#%y7z&iyfboto7m%7/&f%6JXT%ﬁ/7;& > D R EE
TR, THEREEY, @, RE 8 RFMZ I ER FIRAN & 725, JXT%%/7I&\
V%%%Eﬁ%*m%@\%Lfﬁﬂlﬁmiﬁf%otoT#ﬁ/7i& VAR SRS

11 KFfa] T o 72,

ik AR ]

FERY T = H I ORYENRET, m (6~12%) MOFDHE (13~175#%) ADHD HE &
@%%ATH%T%% BN 51 #%m%%%@é Lm\WE%tD@miﬁm)
MBI AZ LITLEALDOTH S,

FEPUT LI mwiﬁ X, KEHZY CHCHEZRE (ngkg &5) L&,
k& TR T

Aﬁ%%@ﬁ#ét@@ﬁﬁfiwﬁ,ﬁ%i%%éﬂfn&w FHE D3\ A Elvanse O
EYENRRIZ KT T B A R T ATRIEERD STy,

PERFE 4B (EH, A, PR, EEBHMEREL KRB A2 TS H RS, %m%m
SUII/RE) A xtg & L SpshaeskER <l i 7%%/7;& /0)& U750 AlL, Bikhe
15 72 988038 ClX0.7 Lih/kg TH - 7= D% L. & O BHEEE %ﬁ#é%%%(@Rw
~<mmumwrmﬁxw£mk3mmmm)Tmommm@ifﬁTLto

55 LA FOWRERE A7l AR e LB TIE, T 7223007 )T T AL, 55~T74
m@%%%fﬁ07mmmf%w ﬁﬁ%i@%%%fO%UWkT%oto;ﬂiiD
w&A&m@LT%%ﬁwot(m~%m@%%%fﬁ1mmé

53 HIERKREZEMET —#

PG $ G- ERER TR DAL TBpT fIE, PRI O 3 5 CHAIRIZ 4 B 5 1 E)
ﬁﬁ&f@ﬁ@@ﬁkk ZHIUSHE D IRE « plEIH], R OEIEREORD TH L2,
M OITEBSOS PR S N RR L B A BN D,

VAT XY 724 /%/”@ﬁm\mwwmmﬂmmﬁ%&@7¢XUV7j~7ﬁ%\
T~ 7 AD invivo BH/IMERBR Cialnmt e RS 2o Tz, VATFH o 72X IR

VNW% DD S ﬁ%i%mémiW%m\‘V?X&@§yFK\mL7V7I§i>/
(d-IRE IEDI 1 2 1) %, i~ D A TIE 30 mghkg/ H, M~ 7 ATk 19 mgkg/H ., HEREZ

g § ff“ti 5mgkg/ HE COMHET2HFMIBEERG LR BT, 2ARMEZ R THRILITER
2o T,

IR T ~ M2 40 mgkg/H., 7Y K 1%m¢@HiT@%ETUx?%ﬁy7z&iyfy
N Z R ORE LIzl 24, MIBFORE UTEFITREIIA LN 2T,



WEET NEOA XY AT XY 72 XA I VA VAME S RERE LT 2 A, HRZED
T ST AETERSRE~DHEERIIZRD b o7z,

Ty MIT 7 2ZIy (dRE HERDH3 1 1) % 20mgkg/ HE TOHEBETRE L Z
AL ZIRRE R O AN H E R BII A LN o T2,

FoEBEICBIT D 2HOREBRICL Y, HARXIIHARFYICHKHE L RSEHEOT V7
=X (d-Xiddl-) \[TBET L E. BRI M OITEIER R LA kT8
NHDHZENRINTWD, HwEINATEIFEA L, R EOREREE, AREHOLE
. BROWERERE D A7 ¥ T 5, Elvanse TILIEIREDFBRIX I E S 4L TR0,

6 AT EET B EEM
6.1 WINA—&
etz ra— A

Ja AR A —AF KA
S AVEING [/ e SVA VN

VA %

vTIF

By (=7 v 7 RORARE:EL172)
U 7L A

20mg : _fiRfbT % > (E171) RO GE{EEL (E172)

30mg : kT & (E171) KOYRE3 S (E127)
4%@3:@M?§V(mﬂ)\%ﬁn%ﬁmﬁ)\%Q@M%(HD)&@ﬁé%M%
E172

50mg : kT & (E171) KOVE®1E (E133)

60 mg : (kT ¥ (E171) KOVE®1E (E133)

70mg : k% (E171) . H& 15 (B133) KORE3 5 (E127)

6.2 EEER

BARANPN

6.3 fEHAHIR

3£,

6.4 WRECHETIHINREREHR
25°C % LRI DIRE THRE LW &,
6.5 ZARBOMERUONE

EBER)ZF LR MV ERNANC T AA N — L EMA LR oL OF v AL RS
N—TFx v/,

AAEY A X 28 X30H TRV

ETOUEY A ZADRWIE SN TN D DT TR,



6.6 PBEFEICHET IR EREE
RAEH OB SUIPEFWIL, BIOZ > THRIEET 52 &

7 HRTE AR RIRFFE

Shire Pharmaceutical Contracts Limited
1 Kingdom Street

London

W2 6BD

UNITED KINGDOM

30 mg : PL 08081/0050
50 mg : PL 08081/0051
70 mg : PL 08081/0052

20 mg : PL 08081/0062
40 mg : PL 08081/0063
60 mg : PL 08081/0064

9  FIEARH ABOEHH

201342 H 1 H

10 AXDO%KETH
20174510 H
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テキストボックス
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E/N>tHh T 20mg, [E 30mg

15
(7) EERZIA—ER

[EF OGN X EBHEs 52 £

EHHREERAS



DRATHRHLTHIY

\

1.7 RERME—ER

W

VAF XY 7 =2 I XV

TT Ty v o ERRE

7 hEX T RS

AFNT = =F— g

—ARENA R (Lisdexamfetamine Mesilate) (Guanfacine hydrochloride) (Atomoxetine hydrochloride) (Methylphenidate hydrochloride)
W7e4 RO TRV AV F 2 =T ARNTT I TN oY — Ok
StA 1 0y e RO PR A 1 0 g O R A 1 AAA =74V U —kkath Yoty 7 st
AN — 2017 43 A 2009 4 4 A 2007 4 10 A
HEAES | — — 2018 9 A 2013 4F 6 A
MREIES | — — — —
Bl X5y FAWAIREL, T EER LB A - BISE, I AERS BIZE, MRS, GRS
cl —\
H / N
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EHEOE | SlEdH 5 VIHEME, BREMNSENS | W TRRETLHREND 5720, WEE | AFE Kl ZHERL, DERES/ S 21 FETT, WAL, W, @A, R, B
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(M?v—h®%%mib,@wﬁ%% (PTPY —  DFAERIC D,@wﬁﬁ% D,@wﬁﬁ%#ﬁ “““ LEEA~HIAL, i@,@wﬁﬁ%ﬁﬁﬁ%ﬁ«ﬂkb,
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L5, 1 mgkg LLETHRMBAD DT
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s A5 30 1 Y
FA

2017 45 10 HEGT (B 2 fi)
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(2) FHOHREGIZH 12> T, FHOHNUANANOFEHD 213
ANDEEELAEVWESBET B T &,

9. FOMDEE
FROBAFEEARBRITIEBLL TORY, EEETHD 4T
TrFIVORIAKRDT y bOWAFRERRTIIPAREZ
TETSFRBR SN 28, IS ONAREREBRITE
KBEEERBTREINTHY, +oLAEZ2RI3ERINTY
JA42 W

[(EWEHEE]
URFFH 728 I 3ERHRENEN, EicmH TERET
HDAd-T T IR GMRING ), B, URFESF
TIHIOHEERNE, RTFRESCAR—F—-THD
PEPTL S 595 Z & AR EIN TS D,
1. MEERRE
(1) BEEA
fEBERE A 11 B2 AHK] 20mg Y, 50mg B UF T0ng &k c2h
FN1H 1 EIZEER S BH, 5 15 HEREROHRS LR L=,
BEHRGERIEBIIDREG 5 AHOMPHF I AFTFH T8I
RUd-7>7x5 3 BEHBER I, EYBENSA—F
ERIVIKERT. 727243 3% 5% 3~5 T Cnax 12
EL, Cmax RUAUC IIHIBICHEFIL TEML A, £, REER
LA 5 BUARICERIREIEL R Y,

(ng/mL) o .
100 - DAFFY 72853
(:20mg, M:50mg, A:70mg)
80 - d-7 7 x53r

(O :20mg, O:50mg, A:70mg)

Ifll 60

X

b 40 4

20 PR R0
0 e
0 1 8 12 16 20 24 (hr)
i

1 #RIEACBISEHYXTFF Y I H I d-T 7
4 I migETRIEHE
(gl - SR I8 2% 55 A H)

K]l BERACBIZURFFH LI IRBd-7oT71¥
I UEMBENT A (KERS  FKGETD TB5135
®5588)

: 58 | 4l Cmax*! ATCp- . %! Toax*?
e (mg) | %% (ng/mL) (ng - hr/mL) (hr)
_ ) 1
20 | 8.82+2.44 | 10.30+2. 69 1-1.3
DAFFY 72| . . - 1
S 30 33.58+10.19| 41.32+10.52 (-2
- ) 1.5
70 |10 [47.27+19.94| 63.89+23. 09 w1
20 23.80%5. 29 | 335 848973 -
1" (1. 3-3)
7T HI | 30 66. 12413, 24| 889, 48--191. 83 G:)
_ - i
70| 10 [92. 0716, 51| 1280. 36+290. 06 &




EnNtEhTEIL (4)

X1
X2

T RNESME + R RE
THhE (RME-BORAE)

(2) NREE

HAARUSEA/NE AD/HD B (194 F) HoEsNMif
Hd-7>7 I BEF—F (1363 R1>F) 2HOTEE
HK B M 21T >/, TORE, AMrTOLEIVT T
A UTHREBRORKED, B0 OSMEREICH L THREN
WEPRIICEERRER TH o . £, AFANREEE 60 4
(6~128) RUFDVERE 196 (13~17 ) ITHH 30ms,
S0mg R T0mg # 1 B 1 EROHEGLAEE, BEARYEHE
MTORBICETEHE L LEDEEBNIA—FRIRL2OLS
NTHB,

x£2 NEICBWBAd-TT7 oI HEERHE/INTA—FX
(EHEIRE
RE (6~12 ) HOE (13~1T5)
5 | 6 Cmax ALCo-+ 1l Cmax AUCo-
| (ng/nL) (ng - hr/ml) | 8| (ng/ml) (ng - hr/mL)
somg |16 66. 7 1028 5 47._7 i 730. 1
(30. 4-99. 6) | (821. 8-1487) (33. 0-34. 1) | (518. 3-883. 9)
somg | 18 119 1885 5 71.3 1310_
(82. 8-147) | (1362-2278) (59. 5-89. 6) | (961. 0~1300)
168 2669 118 1953
T0me 1 26| (04 3-250) | (1see-3mn | ¥ | coe-i2e) | ases-21an
X RE (B/ME-RAME), SHEHEMERERTY 7 b NONEN Bz E T <

2.

(1

2

5.
m

2

EYBEEN D A —F ERANWANT D7 VHEME

REOHE

R A 18 BT, A T0mg 22 MaRF X IFARE (RIEHR)
WCHEEREORS LSRR, d-7 7 o4 3220 Tnax (349 1 R
BIEL7=A8, Cmax RUFALC K ERRD SN Y, UIE
ANe&B7—%)

kil
d&-7>7rH3I 0k MEEAEERIIN 6% THZ D,
Rt

YRXFFH L T2HIVNE, EROPCEEETHD -7 >
TIH I MKIRENE Y, -T2 7 ¥ IR ERELT
I/ RIBERTERBOZEFRICRIIN, £k, —44
KBRS THRBEIND Z EAMEIN TS, B, 44
IKERIEISRITIL CYP2D6 5B 595 Z LA I h T3 D,
A 6 I CEFRLEVATFY T HI AT
fath Tong #BERAKELEEE, 7207253, BIRE
RULEEER (ThThf580 41.0%, 24.8% KT 2.2%)
MRAAHHME L TRIEEINZY, GAEACEZT—%)
et

BEEERRA 12 FlICAH] 20mg ED 2 HEIROFKSLAEEDY X
FFEH T IIPRVET T 28320 T ORMESE
(R 1%, £hFNn 0. 4480 (0.01) KRT9. 65 Krf
(1.48) TH-ok?,

HREESA 6 FICC TEBLEVAFTFI 78I AV
EoiE TOmg 2B OB S L& E, &E5% 20KHETIRS
HEHRED 96. 4% ASIRAICHE S, EAHAOPEMIT 0. 3% K
THol. Fie, #5148 B % TITRGHEHED 2. 2% )
AFFHUTIFIELT, 4L5%Md-T T FIEL
T, 4. 8%DEREE LU TRBICHRENAY, GRAKES
F—4)

ERERESEE
BENSREOBHEERELE T 2HRE M H, LKETZE
T 5B 8 HIR VEHEET % F 8 flic A 30mg % B[RRI
HLIEEEDAT T Y I VEMBENTA—-FERITR
. BHEEOERTICHE,, miEdh s OHEKIGEEL, AUCAH
WRTHZEMNREIN. £, UXATFTFHTH I KT
d-7 7z H I BB TREAERESNENSKY, O E
ANzks57—%)

@

x5 BHAEEEE S LUBAERER BT S 30ng HEZEOH S

OMFER d-7 > T 25 I EPBEINT A—F

#l | Cmax*! AUCo-in®! | Tmax®? | Typ™!
Beh | (ng/ul) (ng - hr/mL) | (hr) (hr)
EMSEEERE | 8 | 32.245.3 | 597.9%445 <§LZ) 12.1+2.5
33: 4 4
5.1+ ] + +
w | Bo=eor<on 8 (35 1111\ 637721238 | 0 | 12,842
T e e 1 .
i | soecrracs | 8 | 2TIEAS [TO2THIBLO | o) | 16852
e B - 4
+5, L 9£161.5 .81,
& | L<ecrrego | B | 284E09 | 836921615 | T | 18,8519
£
MBS | 8 | 20.1+63.3 [1126.3+437.9 (2‘_18) 38. 2165

eGFR : #EBRIKA @& (nl/min/l. 73m2)
X1 FETE + FiERE
X2 ARE (BME-BRE)

X3 1 EHTR
7. RYHEEAER

M 777 EREEOHA

(2)

A AL B, EH S0mg &7 T 7 7 2 UIREEIEHRISE
dng DHEARE GBI S EMMEEARBREERL LD,
KRFEETFTY 7 77 2O Cnax i34 19% 800 7205, ALC
T sEB IR oo, T, FT7 277 VER
HHEBEHRABEILXDUATFY 7z o RTd-T >
T8I DEPBEAOEBITD SN, D, GtE
ANZEBF—4)

RyS77F 2 ERIELEOHA

fREERE A 76 Fillz, K| 70mg & CYP2D6 #£E THENF 77+
URERIE SR T )L 225mg OEBERKEESICBT 5 EY
HEERRBRZERLEZEZA, FRFET TR 77+
> Cmax XA 10%, AUTCIIH 13%\mliz. £k, X235
TrF L DOEMRRBMTH D O-FAAFNR T T 7 F >
D Cmax 1389 9%, AUCIER 1T%HA L. N7 7F 2 UK
MRl TN HRBRECEDUAFFH LTI VR
Vd-7>o7 182 OEMPE~NOEEBEIZFD SN,
=W, BREAKLEF—%)

D AFoOREARIE, @% 1 H30mg, FERICKD 1 H 70mg
EBAWEHTEEREETH 2,

(43520
—EERER
/NVEAD/HD B3 (6 iDL L 18 RTE) 2 RICEML I 2/3
H o EERUTHEALERBRICBNT, TEHMEERATH S n-
ITT £ BT 5385 4 8B O ADHD-RS-IVAFH AT 7 DR—2Z
FAUHSDOELRITHROEBDTHY, ARlIEHE T
R & ORICHEH AR AREBD L 1D,
%4 ADHD-RS-IVAE AT OR—ATA1 U6 DELLR

R=2F12| ®HE4EE |STAT| TR EOKE
B5® | i St B
1| ]| 7R
a1 1 p i |? & i x4
gy [P g | BT o | (9% (e | P
B 37.95 34.68 | -2.78
TR a0 [P zi0m3| +20s -
38. 05 19.78 | -16.38 -13. 61
305 [19) (g | 8| w974 | 2204 | 1-10.80,-7. 4z | O 000
i 37. 08 1741 | -18.10 -15.32
0me {181 g gy [ 17| +g.04 | +2.35 | (-21.65,-9. 00y | %O
37. 15 20.47 | -16.47 -13.69
Toms | 20| gy [ 17| 213,15 | 2.2 | 19, 98, -7. 407 | - 0001
X1 R+ R
X2 B - RS
X3 EE, FMARURSHEIMNEOREERZBERHE, X—X

54 > ® ADHD-RS-IVAF R a7 (40 siRi/40 FA L) RUFEER (6 5%
AL 10 gEARM/10 BRUAL 13 BoRM/13 UL L 18 ki) #fEEEL



7o WMRY GRZE B O BRI unstructured) 12 &k 2 R4

X4 TS URBLARBRRARE S OMERITBI BRTEOSERIL, &H

0mg # & 7 TR B L OXt B, RUEH 0ng F& S5 RBEE DX
BEE ] RHK AFng BE TS RBE O RS L KBKEL
7z Serial Gatekeeping # (55 1 (RIKIC BT 3 2 DOERMEREZNE
NERAIAEKE 0. 05 T, HIHETHHABEITHEY, 82 KRk
IZHT MBI AE EKYE 0,05 TIT D) KL DR

RIS HR
/ANYEAD/HD FBE (6 REA L 18 MRAREE) 2 RITEML 34
RS FRRICBNT, GRIEOFMRE TH S ADID-RS-1V &
AT OB -1TT EM I FTROEBY THo7 9,

&5 ADHD-RS-IV AFtA 27 OHERE

U Ha

Al

EEA TSk i I SIS i
| GFtRIY  |#i%| GFRT7  |fi%]| &&Rav

0% 19 | 34.84+10.76 | 50 | 29.78+10.88 | 63 31.35+8.04

19 29.79+8. 32 20 | 23.10+10.57 | 63 | 20.37+10.05

19 | 26.63+9.41 20 | 18.86+10.09 | 62 18.10+9. 94

17 | 23.76x10.21 | 48 | 15.92+10.12 | 61 12, 67+9. 06

1
2
3 18 | 25.22+10.14 | 30 | 16.78+10.38 | 61 | 15.11=10.36
5
9

16 23.38+9, 54 49 14.96+9. 91 58 12,939, 28

13 16 | 22.13+8. 96 47 | 15.28+10.06 | 58 11,7249, 11

17 15 20.67+8. 80 46 | 15.15%10,40 | 57 10.82+38. 41

29 15 | 18.80£10.01 | 43 13. 77+9. 97 53 10. 40+9. 17

41 15 16. 47+8. 16 40 14.75+9.89 | 51 8.67+8.00

53 13 15.23+7.72 40 | 14.80+10.78 | 51 8.49%7.37

=

B

19 18. 63+9. 31 a0 | 15.00x10.13 | 63 10. 40+8. 66

%

FEIE + R

X1

X2

X3
X4

ETTHLEERAR TS ERBICEID o h, BHESH%TIE
FH 2G5 INER

EfTY 2 _EERMBR TAH 30mg B, S0me FEXIL 70me FICEI 0 A1V 5
N, BRHRGRBTIEREAFR 2RI NERH

RSB SHR THERRI AR RS I AER

L RS BRI

(FEhEE)

DZFERH T 2FIVETARSyZTHD, FICMPTERN
Whikaah, BHEO -7 71530 2ERT 5,

1.

EEER

HETY PURFFH T 5 02 BOKET 2 &, &5
MITESHORMPAZED SNz AVHD TFILEWTH 2 B RRIE
&IMES » b B 6-00DA (6-hydroxydopamine) 2k O B4R D
KRNI HREERIELTY MTd-T o724 I 2 ERN
®BE5T2E, LBERVESHEORENZOSNS, TTAK
CARREESMES v MCEARD -7 719 3 2 ERER
59D ERHENEROURES B SN,

{EFRBFF

d-727 231, JNTELFUSRSVAR—F KT
RNIVRIAR-F—1ZHT HHEER, MRS F I+
V—LDSD/NT KLU R RISI D OlEfER, €/
TIUBAVBERE AT B EEEARRL, FIEARE R TR
SKIRICBIT2H5 )T KL FU S RVKR/SS % 1m
TEBIEIED T FIINERGEGL THEaJREMATRER I NT
WA, AD/HD OREZDIRICE T M ERBFEIFTHATH
2 l/l)n

[(BMAS ICRET 2 MImR)

—MBBRR D UXFFY T Y I A IVEEE (JAY)

Lisdexamfetamine Mesilate

{bZEf © (28)-2, 6-Diamino-N-[(2S)-1-phenylpropan-2-y1)

hexanamide dimethanesulfonate

373k 1 CrsHasN30- 2CH048
SFE 455,59

ENEATEIL B)

s
g BN
NN

S YAN\NHZ [ H;C—S0O;H B
H e, o

PRIR : AE~BEBARORKR IR TS 5.
Al 1 192~198°C
DB -1 76 [1-A 0% 7 —))/K]

(iR EDER]
PTP AL HIR D i L - AR T, MBI K D RHCHE
BETZEAED SN0, falisnl s,

[&EFR%&MH)

1. EERURIERHEEREO L, BYCEETHZ L.

2. AHIM, BERM/LEMEEE AD/H) OZM, BEEICHKEL
FEMICK > THEYZEFIIH L ToRLLEIND EEHIC,
EMRGEBUIHDY RV FIIDNWTHARERTEOER
EERUERICBWTOZROBEbOND LD, MERFTITH
o TRHEREBEHELD L,

3. MAEETICBILEM - KEHICET2FMATONDET
ORI, Mo AD/RD IBEESDRA T LGEEICOREHAIN
LEOMEIBERFECD L,

[2%]
EN AT EIL 2008 1 PTP30 51 72k (10 1 T Ib X3)
ENE5 7)) 30mg 1 PTRI0 A1 /)L (10 1 7)) X3)

[EEK)
(CLHERFE SR )
1) #AER GEERREMBEH S © /A3ED (201900063)
2) #NER GEERFREMEIERER - &ID (201900064)
3) HAER (BERAOESEERE) (201900065)
4) thNERE G AD/HD BT BT B BHER R B EARAT)
(201900066)
5) #NER (RFOEEHE) (201900068)
6) Baggot, J.D. et al. : Biochem. Pharmacol., 1972, 21(13), 1813
(201900069)
7) Golub,M. et al. : Rirth Defects Res.B
Dev. Reprod. Toxical., 2003, 74(6), 471 (201900070)
8) HAMER (Y ANT B (201900071
9) HNEE (BHREREEERB (201900067
10) *ENER CEMMHEFRRR-77 > 7 7 3 IEEEE-)

(201900072)

1D #AER EWHEERRR-X> 57 7 ¥ HERES
(201900073)

12) #N&ER (NE AD/HD BE OB 2/3 M _HEERR)
(201900074)

13) #ER UNEAD/HD BE O 3 HEMHKSHR)
(201900075)

14) #hNER G EET DR (201900076)

[ ikEAR %)
EETHIAEGO MR DO E LT PR TR 3 0,

BFRUERADHL EEFHRES Y —
T5H41-0045 KERiTFRIXHEEBITI TE 1 &85
EaE 0120-936-734

FAX 06-6202-1541

http://www. shionogi. co. jp/med/
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FTOE—yavigig
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BLSARTETT

EEFRREEATHT

T 541-0045 AP REESE 3 TE 188 5§
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E/NN>tHhTEIL 20mg, [[E 30mg

(8) BRAXE (F) DREIRN

BEHERERIAZHT



YRFEHLTTATY 1.8 FiXE () DRERM

1.8 IRAFSCEE (B2) DERTERRIL oo 3
1.8.1 ZhAE « ZhER L ONZ DFETETRIL ..o, 3
L8. 1.1 ZHHE = IR (2] oo 3
1.8.1.2 ZhAE « ZHERDBETEARIL ..o 3
1.8.1.2.1 FEEXM/ ZEEFEE (ADHD) DFZHT oo 3
1.8.1.2.2 BEIRFRBREAE (BT 2IME) oo 3
1.8.1.2.3 FRIRFRBR A (Z2ZEME) oo 5
181,204 TR cvveveeeeeeee ettt 6
1.8.1.3 B3 SUMR oottt 6
1.8.2 FHE « B OV DFETERRIL ..o, 7
L.8.2.1 FHTE = I () oo 7
1.8.2.2 FHE « FHEDFETEARIML ..o, 7
1.8.2.2.1 FHTEIT DU N T et 7
1.8.2.2.2 THERIT DU N T oot 7
1.8.2.2.3 BRI oot 9
1.8.3 A EDTEE () KO DERTEFRIL cooooeeeeeeeeeeeeeeeee e 10

7 1.8.1.2-1 ADHD-RS-IV &t A 2 7 OFHEFEMRE (Week 4) Z L& (m-ITT) -EHAN 77 &

TREFIERRIBR (A3223) oot 4
# 1.822-1 HEFSR (KAIFETOFRBLE S%LL L) OFBRN —ENT 7 & A% R

(AB223) oo 8
# 1.83-1 MH EOEE () KOFEDFEARML ...ooieee e 10



JDATFTHEHLTIHRIY 1.8 RIXE () OFRERM

1.8 HAXE (XF) OFERM
1.8.1 MEE - MRRUVZ DRERI
1.8.1.1 %Re - R (F)

NEENZ BT HIEEXM, ZE81EEE (AD/HD)

1.8.1.2 »hEE - R DR ERN
1.8.1.2.1 FTERXRM % E4EE (ADHD) Dk
NROERE KRG, ZBMEES (ADHD) X, [FFEERO7 &6 & LT, BHBE T LWREE,
ZEE, BEMED 3 FIERIC K > TERINDARMEETH D [1]. KEWSHETFSIT X DR
FREBOBM - it~ == 7V 4 TR (DSM-IV-TR) TIE, LA F&ii7=3 %412 ADHD &
ZWr S s, DSM-IV-TR 13 2013 RG] &4, BUEITHSHRBOZE - it~==27 V&F 5
Wi (DSM-5) DMEMRIZIFRICHV STV D2, /NEH O ADHD ORW LS, FIEFHR D5
& B (7 s 12 BEART) ZbRE, RERER I Thbiv T2, 72, DSM-5 TlX, ADHD
O EARFERT WEEXL - ZEE EEXM - ZEMEEE ] Ch o3, FHEORE - ZhERD
A E 2, CTD Tk NEEXM 2@ E] 2 v,
o NEEJEWRIHEHODS L6 HAL L, L8 - HEMER OHAD S L 6 HALL LW
T, HDHVEHITBFET D
o JERDWN DL TIELARI BAFEL TN D
o JEIIZKDPEEN 2 SLL LR THEET D
o IR, N, WEEMBEREICB VT, FHLWEEENFET D MR H 5
o  ZOJEMRIE, RPMERERE, HOKAMIE, MMORMHEIEREEORKETPIZOLEZ DD
DOTIHR L, OREHEE B : KOEED VI S— Y F U 7 ¢ EEF) TiEH £ < FHH
TE 7220
DT, RER, ZEM-EEIEOEROMAGHEIZLY, BREH, REEESA, LBk
EEPEE IO 3 SOFRUC Y SN D . AFRD ADHD Ok - 15# A RF 4 Th, DSM-5
WCHERLL 7227 v 2 ) XA EBA LTS [1].

1.8.1.2.2 ERIRERERUR (BRE)

HA NN ADHD fBE 2 %15 & U722 2 FHatB [LIRE, ENRERRER (A3221) L#rd 5],
A3221 Ofkfe HakER (LI, EWNAkG R (A3222) &#95], BARA/NE ADHD H3&
Zxtg b U725 23 MRl (LA, BN 7 B ARRHRERER (A3223) L9 5], &KUY A3223 Ok
fe i 5-HRFW ONTHHLO HARN/NE ADHD BB 2 %14 & Lo RIE G308 (DI, ENEMR
BR (A3231) LBt 5] ZRHBEEIE Lz, 2D 4 REBROAIMEREAMRE R 2 DL FIoRd.

(1) ERTS R (A3223)
6~17 5% /)\JZ ADHD [H# & %447, A (30 mg, 50mg, 70 mg) % 4 BAGE S L7=RF0~
TR RBECKR T D EEHEZRRGE L, ARFIOF M E AL L 7.

3



YRFEHLTTATY 1.8 FiXE () DRERM

FEEIIAEE T 5, ADHD-RS-IV A5t A 27 O_—Z T A 2 B DI (L&l o
WTHE 1.8.1.2-1 ITRT.

ADHD-RS-IV GFt 2 37 D=2 T A b DI AEFHMRE (Week 4) 2 ki (I EAAT
HERASE) 1, 30 mg BET-16.38+2.24, 50 mg £ T-18.10£2.35, 70 mg A T-16.47£2.29, 7' 7R
BEC-2.78+225 TH Y, ZEMEEZHFE LR, WIhoORERETYH, 77 BREEL LT
AEENRD LN (WTHd P<0.0001), ¥Z7ERLY bENTZLFEIREZ R L. F,
ADHD-RS-IV &t A 27 OZALEE, HAlaFMikeLish o2 TORfiF R (Week 1~3) TH, &
FOA R EREL T 7 B ARRE L R L CHEZEDRRD b4 (P<0.0001~P=0.0337), 77 EARLY
bENUEDRE R L.

# 1.8.1.2-1 ADHD-RS-IV &t X 27 O Ff& il (Week 4) 2 k& (m-ITT) -EWN 77 A%t
HEEABR (A3223)

BRI R—2AT7 A1 b D

g R—Z25 (Week4) Eﬂj% 77'f2ﬂ<2:0)t|:$)( —_— b

i ?i’ﬂiﬁ il T&’ajﬁ %}ﬁg%ﬁjﬁ E}?ﬂ%ﬁ}éﬂﬁ@?ﬁ P o

(BEYER ) (MR 2) (EEHERRTE) [95%15 #E X [H]

75 &R 19 37.95(7.40) 19 34.68(10.73) -2.78 (2.25)
30 mg 19 38.05(6.74) 18 19.78 (9.74) -16.38 (2.24) -13.61[-19.80, -7.42]  <0.0001 1.43
50 mg 18 37.06(6.94) 17 17.41 (9.04) -18.10 (2.35) -15.32[-21.65,-9.00]  <0.0001 1.61
70 mg 20 37.15(7.80) 17 20.47(13.15)  -16.47(2.29) -13.69[-19.98, -7.40]  <0.0001 1.44
MMRM fi#HT

BEHS - BeERE, FHERER, BSROGHERE RS AR
HA R N—RT A ADHD-RS-IV &5t A 27 (40 Kiifi, 40 LLE), F#X5> (6 LA L 10 AR, 10520 E 13
ORI, 13 A b 18 BA)
YRR - M
a ZEMEFIET D=9, serial gatekeeping HEIZ LY PEE L L7-.
TO0mg BEL 7T HAREE, KROS0mgREE 7T BAREEE DO (BEKALE0.05) 12X L HIHAEENBDO LN
725G 0H, 30mg L 7T vARRE L OER (FEKYE0.05) 21T7-72.
b ZhEY A XL, MMRM T CTE SN RED 7 T B REEICKT 528 LR RZEZ AW TR L.
[ FRAFEEE 5.3.5.1-01 Table 14.2.1.1.1, CTD JAf#HT 2.7.3-01]

B EHETE B CiX, ADHD-RS-IV O %47 A —)L 227, Conners 3 DT E% bR KIE
WA =N 22y (REE, ZEWE-EEME, PHkRMEIEE) KOREE & 2 EM-EaEtto o
AT T, RAKFEMRE (Week 4) 2 bE1T, ECORBI T 7 v RBHICxT 24 EZENR
B, 7T7BARID BENTUGENENRD DT, CGI &#EHR K O PGA ER T, Hf&it
fliFF £ [last observation carried forward (LOCF)] (22 COHERETY 7 AR L IR L THEIZ
BN EN RO bTe. CGL-S TlE, F#&FHERF (LOCF) ICWTFHLOHERETH 77
REE L i U CHEIEENWET HHMNA L. QCD Gt A a7 O T, kil
BE (Week 4) ICWTHOHERETH T 7 BAREEE R L CTUEN A DI, 50mg BECIXAEZEN
D BTz [2.5.4.6.1 TAZRH].

(2) ERNIFEFRFR (A3221)
6~17 K& 7/l ADHD M4 & X 51C, A (30 mg, S0mg, 70 mg) % 4 WM B 5 L



JDATFTHEHLTIHRIY 1.8 RIXE () OFRERM

T RE DA 2 R L 7.

ADHD-RS-IV B3t 2 a7 DR—2 T A L inbOELEIE, & TORMEREA (Week 1~4) K
I HFHIE (LOCF) TR—Z T A UinbOFAERIET (8#%) 27~ L7z (P<0.0001). < Do
FAMiE H (ADHD-RS-IV O&H 7 27—/ 227, Conners 3 DEIEI A & —/L 2 a T OV E
A a7, CGI, CGI-S, PGA, QCD) T4, FfaliRes (LOCF) TUGENGRD Hillz [2.5.4.6.1
THZ ).

(3) ERNMHERIIAR (A3222)

6~17 i D/NE ADHD B % %512, AAl 30 mg, 50 mg, 70 mg) % E 53 @S L
W DA % Rt L7z,

ADHD-RS-IV &5t 2 a7 OZ b, fof&FHiliRs (LOCF) M OR MR G- O & 5B 1
WD 53 HETOETOFMRFRTRI—RAT A v (RHEGRBRBLGN) 220 0FERIKT
(&%) &7~ L7 (P<0.0001).

ZOMOFHHIEE (ADHD-RS-IV D&% 7 A r—/L A 27, Conners 3 DEJEIR A7 — /L A 2
7 R OVERA 27, CGI-, CGI-S, PGA, QCD) T & liFF & (LOCF) TMENRD b,
AFNOEMFGIZ L0 AN L7 & B 2 bt [25.4.6.1 TS

(4) ERNERHHER (A3231)

6~17 ik D/NJE ADHD % % %512, A#H (30 mg, 50 mg, 70 mg) A 57 MM (4 HHE D
BIFI DY) 0 B 2 IRW & G de) B 5 LR oA 0 E 2 i LTz,

ADHD- RS-IV &3 2 2 7 OZ{LRE, SFHII (LOCF) KON G- M OB 5 Ble |
W5 53 E TORTOFERER TRN—R 7 1 (EYFRBREGE) OO ERIKT (8&58)
%o L7 (P<0.0001). 7235, 57 i (14 fil) TH_—ZF 1 2 (B GREREMGE) 05 OA
BEMET (%) 27 L (P<0.0001).

FOMOFAGEH (ADHD-RS-IV D447 24 —/L 227, Conners 3 DAIER A& —/L 2 2
T ROVEEFA 27, CGL, CGI-S, PGA, QCD) T b AcfiFflilesi (LOCF) CTH#ENRD b,
AFNOEII G L0 AR EE LIz L B2 bl [2.5.4.6.1 HEH].

1.8.1.2.3 ERRRFAEBREIR (Z£H)

AME L FIERIS, FHRERE U7 ENERAR SR 4 350 22 S MERHmR £ 4 UL R ISR

] N G AR 5kl D AAI P 5451 C DA FERHGREBLIRIL, 98.3% (169/172 f5) Th-o7-. E/2HGIL
BAGHGE (79.7%), SWHEAK (40.7%), PIIAIRIE (37.8%), K&K (25.6%), FHIF (20.9%) T
Hotz. £, BWERAORILRIL, 89.5% (154/172 %) TH Y, T/RHEIE, BAEGE (79.1%),
PIHAARIRAE (36.6%), KEJD (25.6%), B (18.0%), Hilr (11.0%) Th o7z,

EU HIFHIRFIZHE T LT85 2 FRLARE OV S ER AR SUBR (NRP104.201, NRP104.301, SPD489-311,
SPD489-325, NRP104.302, SPD489-310, SPD489-305, SPD489-306) D H EHLDOFEILRKIL,
IEHE T 83.2% (709/852 ), FH/D4ET 86.6% (292/337 #)) Th-7=. TipEs (HE, HVET
DFREBLR) [ TRBIEER (41.7%, 38.9%), RNIRIE (22.8%, 16.3%), BHJE (17.4%, 24.0%), {KHE
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WY (151%, 21.1%) ThHoi-.

U Eoi@y, EWNERRRER CHRE LICAFFRIL, WMNERRBR A O A ERES LU
L Cu=.

FLEHNTRD Hiviemn-o Tz,

DA OEERAERGE, ENT 7 2R3 (A3223), EWNEZRR (A3221), K&
OENEHRER (A3231) TIEIEHE Lo 7208, BN R (A3222) T1#llc 14 ¢k
M) B U7, RIERIT, RBRIEOESE 110 HHO 70 mg F 5RO L, 25 HF FhE
BIRAT 2 WA T1%, FELNS 8 HTHIE & 2o 7. FIRICHE 2 BRNITIERIE L 5 S h o
7o, 50mg KV EGAFML, 70 mg ICHE UIRRAZK T L. IBBRE(EEME D, RRIKL
DR FBAFRIZBEE e U & Il S iz,

HILIZESTAERELDH D, ENEHERGHER (A3221, A3223) TEELLZFRIIVNTH
HAIE R A2 G oG 1 EBILNTEEL TRV, BN 7 R (A3223) T
1%, S0mg #T 16 (5.6%) (&2 (RIRIE, JEJH), 70 mg #ET 2 ] (10.0%) (22 (B, R
IRIE), EPNIEZRRBR (A3221) TIE, 3 6 (9.1%) (2 3 1 (M0, SHgrE, L) Thot-.
TNHIEWT N LIRRIE L B S » Ll S, EREEIIRE UITEETHY, R PIE%
\ZEfE L=, — 7, ENEBR G55 THIEICE - - A EFHLIL, ERER 53R (A3222) T
X, 461 (13.3%) (241 (REBOER, RERD, WIFIAIRAE, K<), ENEHRR (A3231) T
X 1261 (9.1%) (T 18 1 (RARBURDS 6 1, (KEEVD M OWIIIAIRAE2 4% 2 14, RHRE, #EA Y
K AMEARFE S, Bl Mg, fmEE T, GDEX QT AEE, (AN, HEIRSE 11F) B bh
7o FELIAMT, REBRIKLEED V LM SN, EEEIIRE IR EETHY, Wb
Beh bRz mE SRR Lz, BLEo X9, EWNEBKRRBR I, AFZEHELG LSS
THEREFILICE ST AEFEFZORBROIENMIRD STz,

{RAFMERIFERE T & % D-2-A K OND-2-B % FHUN THRAFME 2 314 U 724 5, [E PG PR 3B <3,
WTHORBR TS, REEMEZE S EFIT RV E B b,

1.8.1.2.4 #hk
PLED X 51z, AFNE, BARANNE ADHD BE I L CTAEMENE S b, ZaMEIC b R
TAREMBEITFRD DNl oTz. Fiz, BCKTIE/NE ADHD i E & L CTRRBINBD, H
AT U 7 B AR SRR A (TS C I S 7 BRI SRR A & A E e OV R s B T RIER
DFRERTHDLEZEZ DN, ZOZEND, KEIOMEE - 8% UNEIICIIT 2B KM,
L EPEEE (AD/HD)] &a%E L7-.

1.8.1.3 SEXH
1) ADHD O2Wr - {BFIEEHIBT 201984, TEE XA « ZEiE-ADHD-OZ K- 16T A R
TA v FHAR. CIEDH 2016 ; 1-35.



JDATFTHEHLTIHRIY 1.8 RIXE () OFRERM

1.8.2 A% - BERUVUZDHREREM
1.8.21 FHix - AE (§)

WE, NRICIZY 27X 72 I AL LT30mg 2 1 B 1 HEHRO&%ET 5.
JEIRIZE Y, 1 H 70 mg & #8272 \WEiPH CE BT 57, H#EIT 1 EBM EoMREZ &1
TIHMAEELT20mg ZB X 2WEIFHTIT) 2 &.

1.8.2.2 Fi& - HEDHTERN

BEELZB/NRICMZ 2N OIRENRES D20, RANTHEI CORRRBLIN S, wlalH
BEEDCHEFFHEE THEZHE T 28 HIEEZHE L TWe., ENTORZEERES, H
ARANLOEANERER A Z SR E L2 1 M3 EIERER (SPD489-121) THARANE AL D
TR TH D d-7 > 7 = 2 I OIEYBEBICKE 22RO b ho o T 2B E X, K
ECTHREKROEFEDVEOKBIGORI & 72 - 727 F & R xR (NRP104.301,
SPD489-305) # &2, 30~70 mg/H o M & CHIE & 4 & & CRERF I & £ CH & 4 Wiy
THEGIEERE LT, RECIXENERRBROFSRICESE, 3T 5.

1.8.2.2.1 AZEIZDWLNT

] PN B R SRR D 4] [ F B X A B R SRR & [RIERIC 30 mg/H &R L 7=

WA 30mg) OHEEMETICAERRICL VAL TIE L-BEE, ENT 7 2R
ABR (A3223) TIE, 50mg #T 161 (5.6%), AFFLIL2 M4 (RIRJE, 58%), 70 mg #£T 2 4
(10.0%), AFEFGIL 2 4 (El, RIRJE), ENERERER (A3221) TIE, 3 61 9.1%), AFF
LU 31 (R, SR, L) Tholz. ZRBIEWTRLIRBRIE L OESH v LS,
Beh 1 X3 HEICRE L, HEEIIREIHEETHY, RERILZICEIE L.

PLEXY, giRIHEE LT 30 mg/H DR & BRMEITMER I TWD &l LTz,

1.8.22.2 AEIZDW\T

ENEERRBRTIE, 4 3B E b, #EFIETE < O R & R 1 E-IZ 20 mg
LEREL, HEHIPHIL30mg, 50mg, 70mg & L7z,

EN 77 B R IEGRER (A3223) Tid, /N2 ADHD H# % 58 ICAA %2 4 HE G U255 5,
ADHD-RS-IV &5t A 2 7 O fcA&F MR (Week 4) 22 b &1, 30 mg #f T-16.3842.24, 50 mg #£ T
—18.10+2.35, 70 mg A T-16.47+2.29, 77 B AREET-2.7842.25 TH YV, ZLEMEZHIE L T-FEE,
WTIOERGHETH 7 7R L i L CTHEENRD LU (WTHvd P<0.0001), 77 AR K
D bENT-UEMREZ R LT [F 1.8.1.2-1 2.

EINEREFER (A3221) Ti, /1N ADHD B3 & X RICAAI% 30 mg, 50 mg, 70 mg O &
HPHCIHET L7222 5 4 BG5S, ADHD-RS-IV A5F 2 2 7 O &AM (LOCF) 284k
#BlE, X=X T7A UL OFERKT (&FH) s L7z (P<0.0001). F£7-, ENEME G5
(A3222, A3231ff5&) TiL, /hE ADHD B3 2 x5 A A% 30 mg, 50 mg, 70 mg O &4

7
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THET L7220 ORI G L-f55, ADHD-RS-IV At A a7 OZ(LEE, R & O
B 5B OB G BIAATE 1 5 53 1 £ TORTORMERF A TR—2 7 1 > (EW#EG ARG
KF) PO OARERIKT (868) 27~ L7c (P<0.0001).

LEVEIZHOWT, ENT T R aRER (A3223) TAAFIRET 5% ETH o -HEFRDR
BRI Z R 1.822-1 127, ABROAGEFLHEILRIL, 30 mg # 7T 68.4% (13/19 ), 50 mg
FET 100.0% (18/18 f5il), 70 mg #£C 70.0% (14/20 f51l), 77 B AREET 42.1% (8/19 f) THH, K
RIBEDOF ERERBEHRILT 7 R L L L TR -7, AEKGHICEEERBEHRENE
<R DM A LN o T, ENT 7 B ARSI (A3223) TOMEHIMEIL, 2ToEE
BECIABRRE G I A0 L CRE REBIA LN h o 7o, IR T & Ok gk <L, 7
TR AR L i U CARARE CO T e liin Ao, LaL, AEICEKSF L TEERKRE L
R AMEMITA DI o T, ERNT T AR EER (A3223) TOMREICOWTIE, HSof&aEfiks
\ZR— R T A TR T%LL BRI U 72 E1E 23, AFIRETIL 0%, 77 B AREETIL5.3% (1/19 i),
%L EID L2 E1E 73, 30 mg BET 15.8% (3/19 f51l), 50 mg BET 22.2% (4/18 f5]), 70 mg RET
20.0% (4/20 5y, 77 BAREET 0% THo7-. AFFETIHAE BT HEANA LR, H
BRI OFIG 238 < 72 AL Do Tz,

# 1.822-1 HEFG (KRAIRETORIIE 5%LLE) OFBURN -EWN T 7 AR 5HRRER (A3223)

i ok AV AN 30 mg 50 mg 70 mg A
o E;J ke N=19 N=19 N=18 N=20 N=57
o n (%) n (%) n (%) n (%) n (%)
N 8 (42.1) 13 (68.4) 18 (100.0) 14 (70.0) 45 (78.9)
JRYSRER X O A iE 6 (31.6) 4(21.1) 4(22.2) 1(5.0) 9 (15.8)
- SRIHERZ 421.1) 2(10.5) 4(22.2) 1(5.0) 7(12.3)
R LU EE 1(5.3) 9 (47.4) 14 (77.8) 11 (55.0) 34 (59.6)
- RAEOR 0 9 (47.4) 14 (77.8) 11 (55.0) 34 (59.6)
R 0 3(15.8) 8 (44.4) 6 (30.0) 17 (29.8)
- PR RSE 0 2(10.5) 5(27.8) 5(25.0) 12 (21.1)
- RERJE 0 0 3(16.7) 1(5.0) 4 (7.0
R R E 1(5.3) 3(15.8) 8 (44.4) 2 (10.0) 13 (22.8)
- UHW 0 2 (10.5) 7(38.9) 1(5.0) 10 (17.5)
RS 3(15.8) 6 (31.6) 5(27.8) 4 (20.0) 15 (26.3)
- NG 1(5.3) 1(5.3) 1(5.6) 2 (10.0) 4(7.0)
- L 0 0 1(5.6) 2 (10.0) 3(5.3)
RS 1(5.3) 2 (10.5) 1(5.6) 0 3(5.3)
- MERt 0 1(5.3) 1(5.6) 1(5.0) 3(5.3)
i R A A 0 2(10.5) 2 (11.1) 1(5.0) 5(8.8)
- REBD 0 1(5.3) 2 (11.1) 1(5.0) 4 (7.0)

AFIHECTIBRN 5%LL ETH o I EAGE IOV THERH L.
[Hig : CTD HfgEHT &£ 2.7.4-09-02]]

FIEIZE 7 AERERO Y L, ENEHERGRRCTREAELZFRIIVTh b HAREZ &S
h R 5RMA 1EMUNICER L (1.822.1 M), —F, ENEHEGRBRO S L, BN
fkfoe R HIEAER (A3222) TiX, HIRIZE -T2 AHFFLRIL 46 (13.3%) 12 4 1 (BARPOR, RER
D, WIRERIE, o) EBLLU7Z. EELAMT, BRI L OEDH  LHIlr Sz, PIHIAREIR
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JEIZSEA TR T, RAGBOR K OYEH X 30 mg &% 5-5 A BH U036 H HIZ, REBET 50 mg ~
HE% 8 HHICHEL L7z, HEMIIREITEETHY, W bEEHRILZICREE TR
L7, ENEDRER (A3231) T, TIRICES=AEELIT 12 6] (9.1%) 12 18 {1 (AARH
BN 6 1, RERD L OWIHIARIRIED % 2 4, AIRE, A U X AMEREESE, O, UEH, m
JEAK T, (OFEX QT iEE, Lafgdin, IR’ 14F) BBLLZ. ZhbixunTnbipiks o
Blsdidn LI S 7z, SEEEHEDOWNGRIL, 30 mg #5852 10 1 15 £, 50 mg #&5-FFZ 1
B2 1, 70 mg HGRFZ 1B 1 CTHo7e. BEEEITOVT N HREITEETCHY, HKG5F
1Rz [EE LTz,

Zo kT, ENERRERTE, AEICKRE L TERGTIRCET-AEFERRBENEL
DAL A BT, AFEREHRE LEGE bGP IS E o 1o EELOREBROEMIEE
O LN T

IO, R/INEHETH D1 B30mg MR AR L L. —F, ENEHEGRER (A3222,
A3231) THIRE Z LB EL &G LSRR, B ED 70 mg Th o 7o gRE 1 T e
ETIEHLNHEHEL [F 2.74.1-10 2], EEFRBLTH 10mg Z0EET5EBH TV E
EZbNE. Lo T, T0mg 2 AKMES L.

ZDE oI, ENERRBR CARIOFENEN RS, BEMEICRHFETXEBBEITRD bk
MoloZ Lhnn, HEFFEZ 30 mg, HEMTEZ 1AM EORMREZ H T T 20 mg 28 2720
HipH, WmARHAEEZ 70mg EFEE L7Z.

1.8.2.2.3 B 55
EN 77 B R IERER (A3223) TAHKIZ 1 B 1 BEICES LR, FEHMEER T, &
TORBHTT 7 ERREL KR L CTHARBICEN-WEDREZ R L [#£ 1.8.12-1 2] $£7z,
EINRZRBR (A3221), EWNMkG R (A3222), ENEWRBR (A3231) TbH, A% 1 H
1 EENCRG- L, BERERMNMEON TS, 2L DR ToREFEELZHE 2, 101
mlEIC G52 & & L.



JRTEHUITHI Y 1.8 HFTXE (F) DFRERM

1.8.3 FALDEE () RUZTDOFHERN
AFNIOMH EOERE (%) 1% TERAERGLIRMA SCEOLEZEHEIC OV T) GEHE 606 7,
FELZE 59 77, TR 9 4F 4 H 25 BA) KOTERAEEK SO EOEERSEHREIC OV T
FEE 607 B, WA 94 H 25 BN ICHEIL L, A DIEER K OFFRRBRARRIC SR E L
7.

# 1.83-1 i ELOEE () KO OBRERIL

EH EDOER () DORL#llNE A EARHL
(E&]

1. REOREE, FTEXRM ZEBMHEEE (AD/HD) O |1, 2. KFDOHRS THLH Y A7 FH
2, aEIcERL, M OEYEREFEZSTEEID V7B I VA VNVBERITRE D
RAVFIZDVWTHTRICEETED, WAEHEUX FFEHIFEE SN TR Y, AAID
TLIZEREIN-EMOVWSERBERVEEE EHRTHLT 7 =& I Tk
FIERDWNSEBICEWNT, BHEBEHITH L TOHT BT D TR H 5 72,
32 & Ffz, ENLERICEWTIE, HRAETICH EYNZZW S A TR LT
ZERD - EREEE - BEABRINTNWS L EHE EiCEH s 2 AE LT
ML LETHAZITS> L. RIE L7z,

2. XFOBEIZH--TIE, BEXIEIREEBICHL
T, XEIOFEME, TE2% RUBHUSNA~OFER
PHANFEELGNWI EEZXEICEHTHAL, X
ECREZREISC L.
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JRTEHUITHI Y

1.8 HXE (F) DRERM

(
1.

ES ROBHEICEEBEELAENIL)]

AEIDEA R IR EHEBRBT I (A2 0T74
S, AFLIT=T—bF ST RLFYY, T
FL+Uy, RNRIU%E) I LBBENERERD
HHEE

EELODOEREOHSEE (MEXILMAHKZ L
S8, EREBLLIEIETNLHD. ([EEL
EXHTEL [20h0IE] ODESE)]
FRIRERETTED H S BE [BIRFRICEEZRIZ
TIENHD.]

BEDOARE, Hik BEMHOHDIEE [HREZFH
BUERICKVEKREZBLESEDII LN H D]
EBEEF VI DHDHEE, Tourette FEIFHEXIEZD
IR - REEOHLHBE EREBLEXIEFERS
H52ENHD. ]
EMEROBREROH L EE [IEHMELAICK Y@
EOMERVKRLIALGEENDEETHERESHBHMN
KEZELDHZBETNLHD. ]
FERBAKNEDHLEE [REZLRESEDLET
nhHs. 1

BEMRENHIEE (MEZLESEIETAN
H5. ]

/7 IUBCER (MA0) PFAEH (LX) U8
BRiE, SYXUUAVILERE) #HREHXIEEEG
It 2 EMLUAOESE [ELEY ) —FICESET
hhHhd. (HHEHR] OIESHR)]

L BRI OEERET — 5 v— Mo
SWELTL.

2~5. AANOWRIN RS SCE Jo OF[FITE [F] 20
HOERESEBITRE L.

6. KAIDOMRERET — & — MIED
&, £z, [FHERZEFEOHEN EoEE
EBEITHRE L.

7. ARFN D BRMIRAT ST B OV A ) 20 3K
DT AEBZITHRE L.

8. [AFEFIZNEDE T ABEZITRE L.

9. AHAlE MAO FHEAIOHFHIZ X 0 ik
ST X URENEE D AREEN
B DT, KRIOBRENET — % > —
MIHESEFELL.

11




JRTEHUITHI Y

1.8 HXE () DERERM

<MBEXIFZRICEET SEALDEE>

1.

6 AT N 18 mRLL O BE BT DAL O
LEAVEIIMEST LT, [ TERIREGE ) DES M)

18 FEATH CAANC X v SEMIEH 2 Bhs L 7o B I
BT, 18 kLA b ikle L CARI 2 & 53 2541
I, TR O L AR A B E L CHEEIC RS
T 5 & &b, EMBNIARHF O INER Vet %
ML, AR b WA, IR
EEREL, BREEE LN L.

AD/HD DOiZWriX, SKERGHE TS ORHRE DD
Wr « #at~ = = 7 /L(DSM™)& DIEHER) CTHENL L 7=
DI S S EEICER L, RIS E
WZDHFEEGETHZ L.

: Diagnostic and Statistical Manual of Mental Disorders

1.

E N ERIR R Of RIS &, FIFER]
BBEOMEN LOEEEZSZEITHRE L
7-.

3

H GG I E I BB OEEMRE TH D,
[FFEFRINIEDEH FoEEESEIC
RIE LT

<AERUVRAEICEEY 2ERALOEE>

1.

AEN OB EIILER/NRERD XS, BEITLIT
HEICHBE LN LHET2 2 L.
mEOBEEREOH HHEF (GFR 30
mL/min/1.73 m? A&3) (21, 1 BH&EE L T50 mg
BHBZTHEG LanwZ &, 72, BTAE X GFR
15 mL/min/1.73 m? K4 O BFH TlE, BIERHREOR
HaZE L, HEICE L UIREORES 0108l
BT L2 L. KRKROKRKOIENEKRTH D d-7 >
7z XIS ChRE S, [MEERYS ) &
O TEYEhRE ) OS]

RIRD D L ONDBENDN D DT, HEKM% %
EBRL, THORMITETHZ &

ARANT K D IRHE Tl o> HpRX AR R I AN 2 R L
AN

12

AR ORZEPT — 2 v — MMIHED

XRELT.

2. AFNFIEICE IR SN D Z &5, K

4.

HloEERET —F v — NI
RE LT,

[ A R IR A BR IZ B W TARIE SR
HNTNDZ LD, KFIDOEEFE
T — MIESEFELE.
AF & Ath, oD AR AR R & oD BF
(2 K0 AN D HPAR ARG 231
R D ATREME N E TE RN DK
E LT




JRTEHUITHI Y

1.8 HXE () DERERM

(ERLDIEE]
1. BEERE (ROBEIZFKEERICKRET HI L)

(1)

2

G)

4)

)

T DR HERERE T O & 5 B UTENTERE [ARAID
WA THD d-T7 v 7 =X 2 OMmPEEN LS
TorBEARSD. (THE - HEICEEET 264
DERE] KO HEYERe) OESR) ]

E MESUIAREENRD & 5 B [+ 3T oo |
HiZkvEREZEBELSEDIBENNH 5. ]
TROKMREROH 5 BH [TEkEE, B5mE
XITEFHR Y — ROERDPELT 28201 H
%.]

FERRIPERRE TR, R e

FEREREAE, MM B X OO B 5 BE [
BRI AN T S, BIEZFRTHBZAND S. ]
i PR (MEhREE, Mgk, M) e
DB DO & 5 & DERZ (L UIFRIE LB
TN 5. ]

(D) AFNFTFEICBEIRE SN D Z L0 b,
AR OEEFET — % >— MIHESD
XRE L.

)~ 4) AFNOEFEPET — % 2 — MZ
EO%, Fo, FAMERZEHFEOMM L
DIEF B EITRE L.

FIFERIEROMEH LOREEEZ B35
REL.

)

13




JRTEHUITHI Y

1.8 HXE () DERERM

2. EERGEREE

(1)

2

€)

4)

)

1)

2)

3)

AN 259 5 ERDUXERERE 1L, F5ATICE
F e ORFES XUTZ Ui 28072 #5125 L C,
AHNOIRE EOARLEST, A EE B TLARA DY
ATIZDONWT, +oRiEmERET D & &I, #
Y7 A IEIC DWW TEES 3 = L.

KAz B G T 256100, fHx OBFICHL
TREMIRIRFEIIM 2 53%0E L CH MO Rl 2
FhidbHZ L.
FAUCHTEREEOMR GREEE, FH) NRES
NTW5a., HIREENGED LNHAICE, BRER
HEFERL, LEIZS U TREGZFRUIPIET S
k.

DEW, IR, HEEEENEZDLZE08HHDT,
ARANEEH- O BFIIT BB HOEERS AR 9
B OBEIZIINE R SR VWL D ERTH L.
AHN O ENIMEE AR T 0~16.7% M+ E
(20 mmHg LA E) , 7.4~26.5%\ZRIEIEMN (20
bpm PLE) 723588 B vz, AHNL L ST OIS
WBLEH 252 L NHDDOT, KEIESEIERTEO
BGHBPIIU ToRIcEET S Z & [MEEE
5. ©oESM]

OIAE RITKT 2 B BT D720, AAIFR G-
BERT R OG- Y, EMRC O (IR
FOMEZRET D L.

AAN 2 DI RETE O & 2 BE IR G-I DB, B
wMEFM LT HEMICHRKT 27 L, EEICREGO
AR EET o2 L.

B ORI T 2, JHRECEE R ORR
(BT D FHERESE N D, DIRICEE TR WS R
DD HID, XFEDOBENNHHHBHITH LT
AENOE G Z a2 855120%, &GHGRICLE
MRASIZ L 0 DE ROREZHMEST S 2 L. &
7o, ARFNEG- I EVENRE, JRERARHO KA, X
O DR B A RET DIER 2R L aiE, B
(SR OIREEZ G L, AR OS2 H 45
72 EEE R B AT O 2 L.

14

(1)

2)

FH G5 I E I @ o EE MR Th
v, [RFERZEOMEH EOFE LA
BITRE L.

FA R O O (Sl o TR E ML T &
D, AKEOEFETET —F— I
EO%, o, FRMRZFEOMEM L
DIEF B EITRE L.

(3) AMEIC I W THLIEREE DO JEIR 23

(4)

(5) AHN DA AR EAIC LY,

ENTNDZ ENnD, FAFEFRZED
B EOREEASEICHE L.
ENAEEERBRICB VT, DEW,
IREEDBDOHNTND Z &b,
AR ORERET — & — MIED
IRELL.

A
AR K ML B 572345 U 5 AlRE 23 &
% & KOV AE R~ D 38R % S AT
THOMLENDD &M LIZ &
5, KRDOEEFET —4 32— hC
HOZTHE L.




JRATHRYUITTHIY

1.8 HXE () DERERM
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