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1.5 ERXIIHROFRBRUFFEDRER
1.5.1 BEXIEIERROZE

T T 7 U EREITRIRE ox 7 KUY URZFERERE TS L. ST T 7 U UERR
W AB RS & T DHIBERE] (LT, AFD) 1%, HEFERIEEN Shire AG (LA, Shire £h) 205
TR KM 28 EEE (ADHD) AR E L CEALZ L B 1 EEAOFRGORKTH 5.

TT T 7 BRI AMMOT R BT A=A M E L TT R 2o
KO o ZFREE D b app TEERITK L TERWVEIRMEZ G LTS, E2, TRV Vo
BARDIEMACE I U= 28, EEE R ONEBE R IO SEN R IRIE S L7272, ARAID A%
mnfEfl & L C@BIRE Tz,

KITIE, IT7 77 v o EBE R T A & LT, BIEREICHD T x
U 7%0.5 mg) MAHENE S MERETAREK & U CTIRFES LT 228, 2005 48 5 A ICHRFES TR &
AU, 2007 4F 3 HICEMBEENDHIBRS TR Y, BT T > 7 7 o VIR & G50 &
T2 RANIRER T STV, Zds, BARTY T V7 7 VU HEIBE 2 A5k &3 2 J-Al
THDHTAZY v 7 OIRFENFIE L 72> T BFRIC OV TII AR TH D2, B OMLE Tl
<, ROBHEM B ICBAT LTERICRMAIBR STV D - ZetofETRTEEZ FIELZb 0
Tl hnwetE2Zon5. £, KETE I T 7 7 v UEBEEZH RS ET LA TH D
Tenex” (guanfacine hydrochloride) DHRFEAN i M EAEIAFRI L L THEE SN TV D Z b b, &
EMEORETHZEZ T IE L2t D TiHeneEEZohb.

1.5.2 FROERE
B DRFEX 2K 1.5-1 1T~ T.

15.2.1 FERERBIRORER
2l =l A5 2]l F B ORIC, B R T R LT Y SR A RERIE L ORI C B2
AR OV ILE B SATHE T o b % U 72 SRAIRAE SR 1 00 B 2 S L 7=

1.5.2.1.1 BIRHZEEHER
2] = Ano 2 E] A0S, Bu b=UZAEERICHT DEALOT v k& ATk
PRI P 00 3 4 S0 L 7.

15212 REMEEHER
2] =720 2d) | 7 oI, DI RIC RIS R A R L7z

1.5.2.1.3 ENZHENHEEERHER

2] = Ao 2 EQ AR, IT T CURRE L d-T VT = 8 X U RRIRIE O
KM 5 L WY O PR EES- D Z »~ - ADHD €7 /VIZE T 5 280, R KM OVE s
OB AR LT,
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1.5.2.1.4 RYEEAER
2] &= A2 2] ) A oMCTE - Y T - a v o, 2] #8520
E ORI F v axxT 0 7 AFEORE, 20 #2520 = oM
(SRR D7l & S L7

1.5.2.1.5 HMHHER
o] =l 20 2l E R oI, Ty R E AV RKTHRREE, Ea k= o TR
B OIEIRVER & BT 5 AREMED & 5 DR IBUESA R U X 7 2303 238k, KOVhREH
HLHA~OEMICEE L CO Y X 75 L Coshmsmtirae £ L. £, /7770
IZEEND AN (KA, AiipB*
K ORHC) DOFMEAE TGS 272012, in vitro BIGFMRB L T v 4 MK ER 55
PERBR A S L 7=

1.5.2.2 ERRFAFORERE
1.5.2.21 ERIZH T 5ERKRFEAROERE
HEBp R RURMR A 4EE, Shire #h X W ENTO I 77 7 o U HgHE O ADHD 593 & LT
o ORERN 2R L, 20 ] 7 IR E Ehitk, 2] ] 7 &0 kA BT S
Pt (A3111) Bk L7z, 2ok, 20 # I 7 cEEE | s A %
L, 20 ] A &V BAACNE ADHD B A5 b L% 2/3 Mtk (A3122), 20 £ A
L0 BARA/NE ADHD (38 x4 & U7kl 55888 (A3131) % 5t L7=.

(1) EXESEETE
flHER N x5 & L ENERRRBRO R s, 20 4 | 7 R S
P2454) Z3fE L, FEIZLLFD 2 JIZOWTBE & BT,
(A) I, (- D LN T
P - < I N O
TLH R Lok, B 3 ol |
wixnwsosExa~. £, T (Y, SR FERT D
B 5 C, oS L 2 ES AR Lad i, I
Bl CERIIRVEDIE 2T,
(8) I - T
A#IO L T o E o E AR

(2) BHARANBERRAIZHITIEMEIRERER (A3111)

H AR OV NREEERRA % 55212, ARFIO IR R ORKER GO 7T 7 7 3 v O3B e
I L7, BARN IS BIROFEE A8= v 7 AN 15 Gz 540, BRI GHITIEAA | mg
(T BRBEIT 78R 28G5 L, HEES 72 R £ TOIRMELOIEYBIHE 2 3Eh L 7-.
PAEEGINCIE, A1, 2, 3, 4mg/H (T BREHIT 7 ER) 245 5 ARRKERSE L, 4%

-4-
FRTHORGE IR IR AR B X A R
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HEDOEKERBIZT T 7 7 v OFEYERE 2 3l L7z,

I~4mg/H (1 A 1 [A]) KEES TOEFREOR S MEEPEMIEE (Cuw) L OMLET Y
e R AR TR RS (AUC) 13, AARN CIZHBICHE L= k%mR L2, AATIE 3mg
PLEOHET, B TR L. AATHEARANLY 4 mg B 5RORFERNE - 15K
IIRBTHDLN, NTYXEBETDHEHARANEAANOEYEREIC, IR EERO® D 21T
WeEEBZ B, PR, WA E LIS BUWNICEFREBICEET S LB 201
7o ARRBRFERIL, T E T ORERATHEONTZ T V7 7 v O3YEiE T v 7 7
AN ERFRETH - T,

3) EZESE | I
/N ADHD H# %54 & L7z[EWERR RSO e s, 20+ I 7 e |
B (&5 P2649) S L, EIZLLTO 2 Ml oW TS =157,
(A) I, (- D LT
ENE 2/3 iR EE O . N B
o\ RV, O\ GRS TR SE
i aa=olre T aEeyap Ed Bl BEIE 00 | EE [ [
T2 <.
() I N B LT
o LI-EWNE 23 MERRR L Okes 5254 -
[ prpaslbiveess 0 I 1 Ea
3 I I [ 11 EEDEEpiiaeeliye |
B2, | R ET AR E RS
7.

(4) BARANR ADHD BFEZXRE L1-5 2/3 tHEAER (A3122)
6~17 i HARN/NE ADHD #2551, AAlA (R ER & T 0.04 mgkg, 0.08 mg/kg,
X% 0.12 mg/kg %5 L 2R DA NZRME, 7T R 25 ISR L.
ZOREE, FEFHEfEIE TH D, KA (Week 7) OVEE KM,/ 25 Bk b AR R
(ADHD-RS-1V) &t A a7E, WTINOARARETY, 77 BARREE I L THREMIICAEICHK
FL, AEICITHEBKRGEERS D EE 2 DR, W, ZOMOBEELRAEFSZLOEE
DHEEROREIUI o7, AROREET 17 7 A VIZENRER & SRR L CRETH
D, BARNFAEOBMIZABNT, REMEICKERBRITRVWEEZ BN,

(5) HBAA/NR ADHD BFEZXRE LI-#iRik5HER (A3131)

ICHEl A RT A TS &, HARANE ADHD B & 514 & L= 23 fHRBR (A3122) %
FET LIRS 2 31, AFI ORI G0 0% K OF T 2 B i & L 7-fkpifk 554
B (A3131) &% L7,

ZORER, BEHEGRFORZEMEICHET REMETREO ONT, A TIE, ADHD-RS-IV
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BEtRA a7 OWENEICO VRS-,

(6) BARANBERABAIZHSIT2EMFHRIEMESER (A3113)

AT O A GRARA D Belfs C, IR AR SRR 5 A 1 mg BE x 3 52 & AFKI 3 mg§E x 1
BEDEMFIR SR TR PR O LM BRI SRR A R T A 2O TY (AR 24 4R 2
H 29 AATIRRARATE 0229 5510 75) IS S SRR T2 2 L NZLR &N 728D, KA 1 mg §iE x 3
BE & AK 3 mg BE x 1 SED AR SEERER (A3113) % e L7-.

ZORE, A1 mgbE x 3 5t L AH 3 mgbE x 1 BEIIAEWFIICASE TS S LTS .
F7z, A Lmg§E x 3 5EUIAH 3 mg 5 x 1 §E % 22N USRI HEHE 5 LIz 022t
(ZRREIEERD B R o T,

1.5.2.2.2 BN H T HERERORE

st i, Shire 2 Lo C, 20| F | A 2 DEEERRBS ERI S s, T ORR, AHIOA
Bk e OV 2D UR S, KERMEIRGE (FDA) (210, 2009 4 9 A2/~ ADHD B
35 1B 1 EHMEE S U CORGE S, 2011 4 2 AIZIEPARAREE OBIEE L LT HAR
ENniz. =otk, ML AEZ2 1 H 1E 1~4mg 25 1~7 mg ([ZZ 4 % KGR HIHE —ER A # &
AOHEE ATV, 2014 4 11 HICAGRZ IS L7,

RN CU, 2015 42 9 A IZRINESE ST (EMA) (280, /hE ADHD O isiE, 1 B 1[E 1~7 mg
DO - & TEAR I .

BFE, kEZ XU HET S 33 » [ET/HE ADHD i & LTRSS TWD (2016 4 11 A
BITE).

1.5.3 AEIDHHR VAR

ADHD DOIR#IZIE, WA CIEE SRR E L CRICFEEE (A TF V7 =2=F— 1, T
TxZIUE) BMERIND. £7z, PHOIEEE, FERARREEEE & b ICEE O IR DIKGE S
NWTEY, ZENAIERRER O R D AT ERA & OIRBIERAIDSFIE L, IR OBIRKITZ
VY. —J7, AT ADHD (X9 DG RGBSV TN D DX, FHEEE TCHH AT LT = =
T — MR O a o —2 & PR CH LT P EXFETF UR-AIDOA N T T T LD
2HDHTHD. ENTA RTA4 2 [1] THHE-BRIEL LTZO 2 APMEDITHATHND
S, MBS &l U T & DIRBEIRMN D 2, ADHD I 2 Hiiz A RN e E N T
AV

a Y — 23 GmE%, DRBBDRHRPESLNTH LY, A NI T 7 IEHETRES
BAR LM 2% 5 HETH O R BBUC 4~6 HEET L L0WELHH 2 LD, BIghE%
WFRET 5 L9 AR 2 E T T D Tl~DIpE L L Qi a v =2 RRIRE TN EE X
LNTND [2]. —H T, avF—2OFNHGTHDHATFNT = =7 — ME, TOEKMAFAIFE
PR D IEDRAF O FTREMER R STV D AFNIIEFHAEEE CH Y, K7 - SLHD U =7
MIRNT L, RBENENT L 2R E LTERY, ARIDOEKNRERIIRENVESZSZD.

ER EOMBERE LT, AHMTEREINTNWDLA NI T T RO h—TlE, (KEHINO
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ML O REESHRE SN TERY, NEHOBEZPNZ DREE L > TRERIEELE
2o TS, ARENL, BEFOIACTRE ST D IRER NG M O R AE O 72 W R &
LTRERFFEZALTND.

Fo, R THERBINTND AP —Z LRI RO/ VT R U R IAZRESE,
ARNTZTZITER VT FUF U RV IAZHEETH Y, WMFIFEHABTICER Y 23 H
LHIZOHEWHFHERE 2o TWD. —F, KA, 77077 BB FTT R an 7 R
FVUZRIRICHEAT 2L AT RLF ) UHRAR S 7289 L, ADHD BE D
FERZEANT D EBEZOLNTEY, BAROREAEEMEITERERD. Leh-T, BIARD
WHNC L DIBENEDTH D BREC, WAROEANC L+ ERGENE SN2 VWEREIC
XL TS, AFNIHEBIRIESD D VITHTRRHEEE OGFRERETH 5.

PLED X 91T, KANE, BEAAROIEFIOT A v h=—X %79 HHD ADHD IR & L
THIREE NS,

1.5.4 & XHk
1) ADHD OZWr - IniEfREHIB T 2498, HERAN - ZEMERFEE-ADHD-OZ W - 15 % 77
A RTA> FHIM. CiEH 2008 ; 1-27.
2) ‘EEth, A H&. ADHD O3E¥iEE. Pharma Medica 2010 ; 28 (11), 29-32.
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1.6 SAEICHE T 5 FERARRE

1.6 SAEIZH T HFERKR
1.6.1 SETOEZRKR

TT T 7 v R A ARy & A ARBERA] (DL, ARHFD 1%, KEEIILD ETD
33 » [HT/NE ADHD Z i & L CHEAR SN TS (2016 4E 11 A HUE). SMENC BT 2 &G

E# 1.6-1 1T 7.

# 1.6-1 AEICEBIT BAZRN

[E44 AR H

United States 2009 49 H 2 H

Canada 201347 H 5 H

Austria 201549 H 17 H
Belgium 201549 H 17 H
Bulgaria 201549 H 17 H
Croatia 201549 H 17 H
Cyprus 201549 A 17 H
Czech Republic 201549 A 17 H
Denmark 201549 A 17 H
Estonia 201549 H 17 H
Finland 201549 H 17 H
France 201549 A 17 H
Germany 201549 H 17 H
Greece 201549 H 17 H
Hungary 201549 H 17 H
Iceland 201549 H 17 H
Ireland 201549 H 17 H
Italy 20154-9 H 17 H
Latvia 201549 H 17 H
Liechtenstein 201549 A 17 H
Lithuania 201549 H 17 H
Luxembourg 201549 A 17 H
Malta 201549 H 17 H
Netherlands 201549 A 17 H
Norway 201549 A 17 H
Poland 201549 H 17 H
Portugal 201549 H 17 H
Romania 201549 A 17 H




TTUvI7 Y ERIE 1.6 SAEIZE T 5ERRKRE
[E44 R H
Slovakia 201549 H 17 H
Slovenia 201549 A 17 H
Spain 201549 A 17 H
Sweden 201549 H 17 H
United Kingdom 201549 H 17 H

1.6.2 NEDRMAXE
AR OREHZ2AEMBI & LT, KEDOEF OB CE (2016 4 7 HKE]) OMEEE 1.6-2
2, BN OB OWRMCE (2016 4F 12 HKGT) OMELAH 1,63 17T, £, @RS L
T, WASCEOFESZRA L.

# 1.6-2 KEORMNCTEOME (k)

E4 KE (WETH 1201647 A)

Stt4 Shire US Inc.

W 5e44 Intuniv

1. G INTUNIV®IZ, BEFIFRTE K ONPRSRIIEC K 5 Spidv omfighieik & LT, 1EE XM 28
PERESE (ADHD)DIRIFICHEIG & 72D [Hakatl (14) 20 .

2. HERO¥E BERE AT LR, TT VT 7 OHGEEN NG B 72, SERIERNZ Y, BAEY,

2.1 —MeB7Z R | Blo/e b LI R LRV, BIERITIBHEZZMEINI G570, AL HCBIT 52 &1

ForE HET D

LA LA, S UIBEOIEITER E - - B ICINTUNIVE & 8 N8 2. 1 mg/ A O &) 5 Btk
L, BAMZImgd2Z@Br 20k HIcET 5.

HAAPRIEO AR TIE, FRRARMEIROUE & RIRHZ, BIKRANICERZ2ERORIER (K
ME, AR, S L2 FEG)D U R 70, HEROWREE BKTFICERD bz, B EK
TFHEOEHEINA T 4 v R VR TDNRT U R L Bz, HEEHEREHINE, BRKG
K OVINTUNIVE~D BAPEICIE U C, 0.05~0.12 mgkg/H (1 A ORAEIT 1I~Tmg) LT 5
GE 1 8.

% 1: Recommended Target Dose Range for Therapy with INTUNIV®

Weight Target dose range (0.05 - 0.12 mg/kg/day)
25-33.9kg 2-3 mg/day
34-41.4 kg 2-4 mg/day
41.5-49.4 kg 3-5 mg/day
49.5-58.4 kg 3-6 mg/day
58.591 kg 4-7 mg/day
>91 kg 5-7 mg/day

Doses above 4 mg/day have not been evaluated in children (ages 6-12 years) and doses above 7
mg/day have not been evaluated in adolescents (ages 13-17 years)

FHCEREEE & INTUNIVE & 0F I # 5 U723 BR T, R O RZE08 0.05~0.12 me/kg/ A O
PHCEMAREICE L. OFHRIEICET 23R TIE, 4mg B A2 5 HRIIMRFTS Ty
AN

23 W7 T
TN b
INTUNIV®~D Y]

iim/r$77y77~‘/‘/7)>6@w%’€715%é\ BHE2FIEL, FRROHLER 7 Vo2 — L ThEo
TINTUNIV®D fl E &4 5.
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1.6 SAEICHE T 5 FERARRE

WM 7T 7 7 v ORIl L INTUNIVEIZSREfE 7 0 7 7 A AR R 72 5725, mg/mg
N—ZTEBHEL TIEIAR S22, INTUNIVIIRHEOEKE ST 77 v S LT, &
BEILFEE (Chw) LONRA FT A T EY T 4 BENLH 60%M N 43%K<, il g
FEBNERFR (T DN E VN (3 RHIRIE) (MG FERE (12.3) 2] .

2.4 HMERPIRTE

ADHD O #HE 2RI EMMME L R 2B A0 D 5. EFRMEE 13 INTUNIVE O £ #1 H
VB U CEMIFICTREG L, MBS U CTHREICE S HEZRETS. MNEROEFFEDOK
L5, BHEAETH S 0.05~0.12 mg/kg/ B OFPICET 5. /NE (6~127%) Tl 4mg/ A
B2 AMEIIMEEN TR LT, HE (13~17%) T 7mg H B2 5 AT SN T
R\ R (14) R .

2.5 5k

INTUNIV* O 5.7 (14, BEICHER RO EABRO b5 00805 [EHER D
&/ |- DIEE(S.4), BITEH (6) 2/ ]. B /N 2L, EFRIEE ~D 772 < INTUNIV®
OFeG-Z P IE LRV E S FRET 5N D 5. HAO A BEORE X THEE P IEOBIZIE, i
JEROIAEE=F—7925. U REMELZRIT D720, 3~7THZEIZ 1mg T 2%
2RI I BOFGEZ W 5.

2.6 fRA =

2 [\IPL B L TIRA BN RIC, BENZNLE TOMFFNELZ BT 255G, BEOXRE

PRI U CliE 2 Mt 5.

2.7 TP 72
CYP3A4 BRLEHI X
IXFEEA E OB

581 ST 72 CYP3A4 FHEFA] (& b =7 —/b7p £) 33 CYP3A4 #FEHA] (W "~EE
VI EGEAT D EICIE, INTUNIVEO f BN S D (R 2) CEMEIER (7)) .

(2 2 M BUE OGS ORETE 2 69 2 BEIT

2.

j@ﬂ

i oD ) LA 322 : CYP3A4 FREAIIIFEEA 208 L TV 5 BE1TxT % INTUNIVED &7
BRRS T ) A
CYP3A4HEAERZE | CYP3A4HAIERAZ | CYPIA4HAERAEK
EBRAERE LTV ZEMBET 545 O¥5EFIET S
53BA D INTUNIV® | 4@ INTUNIVED# | 34D INTUNIVED
DO E-FRh 5-fikige B 5k
CYP3A4 D /31T | INTUNIVPO &% | INTUNIVEO &% | INTUNIV®D i # %
B 72 FHEEA HER L~ L D55 HER L~ L D55 HELEL ~)L & T
£ TRE. = CRE. g
(F 1 B (F 1 B (F 1 B
CYP3A4 D /31T | INTUNIVPO &% | INTUNIVEO &% | INTUNIV® D &%
o 2R A HER L~V DR & I~2 BT THE | 1~2 BRI AT THE
FCHETHZ L TL~LOREEE L~V E TRE.
ZREt. THETHZ L% (F 1 )
(F 1 ) Bt
(F 1 B
4. B2 INTUNIV®IZ INTUNIVY# U < 1ZZ ORIEVERR Sy, XUX7 T v 7 7 v a5 a4 Do il

HRTho. BEROZ IFHENRES LT

5. BER O
DHE
5.1 ARIME, IR
(¥ S

INTUNIVED 513, HRARAAME DO MLE R OO DIR T 25| X Z 4 metEn & 523, 14
EHAM2NRIE T 51206 -> T, IR TFIXZIUT ETEE CTldZe < 2o 72, JESTMK M) E & OV pis
WEINTWD [FIEH 6.1) 4] .

TR O BT AL QL E A2 JIE U, TR I3 S &% L OVERIMICHIE T 5. (K
JEDOBEAERE K ORI E & OIRIRIC L 0 b5 2 &b s, L7 v v, @Ik OifEREE,
MAEER R, RS RESUIEHE B R 27 E ORI B A A T % B4 TIX INTUNIVEO &%
Wo< ) LWHET S, KAROBHERET, (RME, ESERIE, RIS L < 1Tk Lk
MORRE2DREEZHTH EEBbNAHBEETIE, DAKUIED T 2#ET 5 X 5 RET
5. BEEESUE, MER L <ITOEEOBD T LMY A7 o B &5 & 2RO &
HMOIEANZFH L TOWHEBE T, MWEXOMAEE=4—L, HEZRESTS.

5.2 SH{ M OMBTHR

HR R BR T, IR ORI & < A ONZRIVER Ch o 72 [@EMA (6.1) 2/ ]. INTUNIV®
EABo FRRVER MM & O GFHE RN, MM SEHER O RTREME I W TR D LA
H 5. INTUNIVEOF G595 RS 2R 5 £ T, BEOBRIMEOERGIC T 5138
HRFIRT. TAa—AOMERERT D L) BEICEETS.
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1.6 SAEICHE T 5 FERARRE

5.3 DlEn R E

INTUNIV® O A2 AR PBEWTE 1, Rt o SR AR I 3 2 5 5. rh 0 B TR W T, IS
e R SR OBEE7 v v ZELIEILE0RH 5. LIEEREEZ AT 585 X Iho
AR ROE W OO R 5422 T A BE TIE, INTUNIVEO 2 o< ) L L,
NABZNY A BB E=X—T 5.

8 HrE D HRELEH
~DEE
8.1 1R

MV fE IR 5y FHB
22 DWEE

hm % %4 & L7ZINTUNIVPIZ B3 % 00 C+59 72 bl et iR & B\ o ikBRid . 77 v
Ty o, RERARERHEO TN ZNAR O IMERR G SN T v FROTHF T3k
RA~OEZBIRD b2 oTe. BRBALT L b e MRS E TRIT 2 6D T3
Wz, AREOIRPOMEHITA SNTHEE SNOGEDHLETHT L.

By T —2

Z v FERWTEM LI AEEREFERR T, 7707 7 VU NREZBRRT 5 2 &R
SNTWD., 2L, 7777k, IERRHEEAETH 5 0.12 mgkg/ HDZ L Eh
4 K27 EE (mgm? R— ) hH ST v MR TR TIE, MBI~ BT
BOLNREIS T, BHE (VHEXROT v MRS BRI 8O 13.5 /50K 513,

MWD AAEROAET K ORHATRMEIZ B L Tz,

8.3 ¥l

TTo 77Nt MR A~EBITTENE DI RHTH LN, J 777037 v
FOHLHITHATT 5. & MREFLICBITT 2 AT S BAFAET D72, INTUNIVE & #2311
WETAEATEENSLETHS. BALE 52 5N EE, SRR OMEIRICE L TRlzd
5.

8.4 /NRE~DFE

6 AT D /N B 21T D INTUNIVE D2 K O ZIEILHESE LTV 72V . ADHD @
DSM-IV S HE 272 L 72 6~17 D/ R OFAEZ WG L Uiz, 5 FEo HAIFRTE s TR
KRB GBI 15 8 E T), 1 HFOMELLIREE R LB O 1 {0 HORREEE & o ff
FA I R EAER GRBRIART1Z 8 3M)I2 8 T, ADHD DIEHEIZEI T % INTUNIVED A Zhi: % 6
U7 [EITER (6) & DNkt (14) /) .

7 —#

YTy b EAWERR T, REERHERHAE MRHD)D2~3EED ST 7 7 v 0,
B CHERET > MBI DHRRODTNREBEL bTob L. I Ty 77 v v B AXA TN
7 x=F— M EGHE LIZ85A, MRHDMINSED 7T 7 7 ¥ L UOMRHDOFIMERD A F
NT =2 =T — FOEEIZXRY, Hi~ T AR O DT RERE R OF OB X 0 RlE
SNDHER TR G720 SH7z.

MFET v T T T 7 DI EERT~59H OIS L2 Tix, MR D3
7o IRIE K ORI INENG] CR SN A FEOEND, Hi~ 7 A TIiX 2 mgkg/ H X O~ 7 2T
133 mg/kg/ H DG TRRD H ALz, PERKEADBIEIZBE 9 5 a1 A & (NOAEL)IX1 mg/kg/ H
ThY, ZiuImgm®X—RZ T4 mg/ HODMRHDIZHY %, ZHE~DIEHIZOWTIE, [
FRERCIZREM L TR,

WHET NI T 77 v EAFNT 2 =7 — N E% 7~59 B OIS L 7= 8k
T, REEDOED R OMERFAD DT D REIED, B~ T AT lmgkg RO 7 77
L 50 mgkg/ ADAFNT = =7 — MO TR L. ZNHOFTRICET 2

NOAEL 1L, fFHAERFCI 727 7 M 03 mgkg K UNATIVT = =F— h A 16 mg/kg/
HTHY, /7777 Tadmg/HEURAF NV T = =5 — T 54 mg/H D MRHD OZF 7
03 KA (mgm® =) YT 5. ZNOOFIRIL, 77 v 7 7 ¥ OF% 1 mgkg
HXIZATF N T 2 =F— hOH% 50 mglkg/ H TEE LTZBAICITEED HLen -7z,

8.5 miinE ~D&
5

EEEBE TS B INTUNIVED 22 PE K O RS S LT

8.6 B

HARREEELAT DEETIE, HEREPLERGENRD D [BIKEH (12.3) 2] .

8.7 JFrEE

HRRIEELZ AT DEETIE, HEREPLERGENRD D [BIKEH (12.3) 2] .

9 HMELH K O
Wiy

INTUNIVRIZHRHIEY T3 <, BRI O RMELH & OSRMIETE OB RERIZ 20




g7 oI 7 o UERIE

9.1 HlZEy

10. i EHxRE

HEIR

TT T 7 ORERGICET 2 M OWME T, BERG%OKDE, IR, BIRKE
OBARD R EN TS, FIHICIIELERSRE L, TORBILEE 2550855, KEH
FHIGRE L X — S ONRETYT —F AT A~O BFRIMEITIE, FEEORER A THEH
NTW5., BETHE, BANEIROLNIGER’HD. AFKRITIE, 7777200
BIER 7238 B G S TR,

BFDOHTA L AR OENEICONTIE, REFHEFHEEE & — (1-800-222-1222)IZ & &
THEWEDE 5.

INTUNIVE O3 R i 54 B ER S 72010, SIIOEILE (BB LIS 0idh, IRIE, &
MR, HEARE PN O = & — R OB 8 AT 2 b EIRE REL LT MR R OEAET
i, AR AR CRET 2 AR B BT, IR, RIRE OMSILE A2 & 00 X Y B
PEIZRE L C 24 RERIBIEET 2 BB b B

W B

1
eI, AESEERE

13. FEERRFRIERR | EAALE
#
13.1 BB, 2 | ¥V AZHWETSEORE L T v b 2 HW721028 ORBRICISWN T, fmR AR T

 50.12 mg/kg/ H D6.86% (mg/m>N—R)E TOHBETIE, 777 7 2 DFENBAAEHITER
H ORIz,

R

TT T 7 0, AmesikBR K ONin vitro TO YRR R s EiE 2 BT LB T
BIREENRO Doz, 72720, BRERE ((EEIE)O b0l ings#kaa oRER TR
BT,

LG RESE

WERES » MBS ERRHER T B 22 % (mg/m® N— R)E TOMREHRE LI ATHRERER ©
L, BEERITRD bR oTz.

# 1.6-3 ERMOUSH SCEOREE (Hky)

4 RRM (SETH @ 2016 4 12 A)
24 Shire Pharmaceuticals Ireland Limited
5es Intuniv

4.1 JEIE

INTUNIV®E, SRSl E S 22y, AEERRY, UIERELNRNI EIVRENT- 6
~17 D /PNR R ONEFFIZI T DHEE XM 2 EMEREE (ADHD)DIREIS#EIL & 72 5.

INTUNIV®IZ, DHEFH), HERR ORI & O 72 ADHD {8 71 75 AD—B &
LT L7227 b 720,

42 BhH5E&
O 5515

NRE L IEHFE, XIZomioTEEEICET 2 MU 2HMAF OBE T TS5 2Bt LT
NiE7e 570,

BERIOAIZ ) —= 7

IR K ONEE, ARIME R OMRIR, QT MERAEIR K OMARE BN, At U A 7 O¥EINE 3 5B
ERIET D780, WHRANISN—A T A VREOFMZAT 5> LERH D . T OFEMILIMTE K UM%
7o CPEFOLMEROREE, JHH3K, ®E LBIEICAOE L T2 BN K ORERRE STER
DGR IGHRIE, 0Z2RAE,/ JRR R B 0 228K 5E D SRR K ONBHREET O i F ik B oo By &} OYA
HEOIEMERIEICE L TITY 2 & 44 THSH).

b
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R K ONRIR A C R 7SR O BIVE AT (tdh, (RIME, #RAR, MEIR K& OMEEHD U 2 7 23 H
BE GG EBIFNTHS7-0, INTUNIVOR S 2B T 5B ELR HERER T =X
UL BRMETHD. BEICIE, FHCBES OISO BB OB ICEIR & OEEF S R 95 7]
MEMERDHD Z L EMETH2XERD S, HIRR OCEH N BERIICEE IFHNI b OTHD &
U EN DS, AEBEUIREO T IE2RET 52 L.

TRTOBEIK LT, HERBBARIZZ 77720 ImgTHY, 1 H1ERAKETS.

FIEE, 1HEHIC 1 mg FoZBRZRVE D ICHIE L TS 5. AR, £EEORUEROEA
RIS U TR E T 5 M EA b 5.

INTUNIV®IZ 5% B3 O OGS R OIS U T, HESEHERR I B450H 1% 0.05~0.12 mg/kg/ H &
5. PMREOFEOHLEAEHE 2 UL TICEHHET 5 (R 1 LKO2 2. KEEOCEFMEOBKN
T Fe DU T HELE S (R T R AP PN C O B Kt B~ A BiEE (MRS E) &, #lE
L5 1 AR CIT O Ba08H 5.

JH A D=5 Y
FAREEE X, IR OVSER, A IIE M ORIROEE L QYER DT =4 U o 7 % miET 5 LB
H5b.

BLGfiDFE=5 12>
BEMBORYO 1 ERE], BEEZUTOHEBICEL TR EL 3 3 A ZEIEHMETA 2 L.
. LT O3 B OSESR:
o {HEIER O%EE
o RifnE
o Rk
. IREHM RO Y 22

Z O, BEEAEWEITO S AR ESND. TOBIT6 y HZLICE=X Y T EITON,
FRFRE 2 G L2 ALV BEE CE=4 ) U 7 R1TH 2 & (44 THSR).

% 1
Dose Titration Schedule for Children Aged 6-12 years
Weight Group Week 1 Week 2 Week 3 Week 4
25 kg and up
1 mg 2 mg 3mg 4 mg
Max Dose=4 mg

# 2

Dose Titration Schedule for Adolescents (Aged 13-17 Years)

Weight Group a Week 1 | Week2 | Week3 | Week4 | Week S Week 6 Week 7

34-414 kg

1 2 3 4
Max Dose=4 mg me me me me

415-49.4 kg

1 2 3 4 5
Max Dose= 5 mg me me me me e

49.5-58.4 kg 1 5 3 4 5 6
Max Dose= 6 mg me e e e e e
58.5 kg and above
1 mg 2 mg 3mg 4 mg 5mg 6 mg 7mgb

Max Dose= 7 mg

a Adolescent subjects must weigh at least 34kg.

b Adolescents weighing 58.5 and above may be titrated to a 7mg/day dose after the subject has completed a
minimum of 1 week of therapy on a 6mg/day dose and the physician has performed a thorough review of the
subject’s tolerability and efficacy.
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Ty rvroEREHE 12 » AU ERT 5 Z LA BINUZERNS, BP0 14EMIT3 2 A Z
L, FORITDIRL ELEE, BRIPHIBHNCESW T 77 7o O AMEEZ FHRHME L (4.4 1
Z), EPEEZ T TR WIRIE T OBF OMREZ TG4 5 7O ORSEF LB A2 ZjE T 5 Z
b BEERIEEIRIEFR ORI E L.

2 e OG-
BEMNEHEE L, EMiA~OHERRL ST o7 7oA I LWL IRET A 0NEERN S
5.

TT T 7 OGRS, MEROLHES ERTAEAENH 5. INTUNIVEO# 5 ki
(2, USHREEA B OSBRI O SEEN TLDOR— R T A HEEOEN S Z N E 44 3 mmHg 2 OY 1
mmHg F5H-LTWD Z RO BT

ENTENOBEOMEIT, FHEEICKMINDMEE Y LRI LR T2 MRS 5. 0T
W, 7777 OABEOWENE 3~7 8 Z &I 1mg ToEBA i X ) ICHliE) L OE D
#oOFERIEHMIL, TRTOBECMERNLHEET=F—T5Z ERHERINS.

TS DIBERRBER S B A I 2 D720, BT AERICIE, INTUNIV® O H R 2 & %
ZEMNHEREEND.

BB B - 72858, INTUNIVEOR 5. 2B HICHB L TH kv, 2 B R L T Enn
ol h, BEOTT V7 7 AT ARG U CHBEAHIE I NS,

DT T 7 D DFNE E DEJERZ
W T 7 7 v v OFER & INTUNIVE CIEESEBIRE 7' 0 7 7 A VN7 5728, mg/mg ~—
ATEHL T bR,

FrE D BEEM

JENJ OB
AR O #E D ADHD BEICR T D 7T v 7 7 3 o OLEME R OARIEITHESL STV RNz
W, ZOBRFEMIK L THERLRN &.

NFhEEE

TT 77 IR OBIEOM T I L VRESNDDE, I T 773 0DI VT T AD
2 EH S0WIIARIC L D DO TH D, Hix REEE OFREE RS T, HERENSLEREAEN
H5D.

INRBE (6~17 RO/NERNEFE)TIE, 77 07 7 v OMBhRRIC - 5 FTFREE 08Iz -
W T OFEAT I TR0,

Bl

T T 7 L OB RO W L 0 BRES DA, K 30%IXRE LR & LRIz
IND. EEOEREE (GFR 2% 29~15 mL/min) X URHE A (GFR<15 mL/min) X {3FEHT &
LTAHRETIE, ARBENLERGANSD. NNUEE 6~17TBO/NEROEFEE)TIE, 77
V77 ¥ DI KT D BREE OB OV TOFHEA T TR,

6 RN
6 WA O /N O B TIX INTUNIVEO G301 K ORISR ST nizo, Zhb
OBFIFHEH L2 &

CYP344 R TN CYP3AS &A1 58 A DO RG 2521 T S HE

CYP3A4/5 BHERIZ AT D L, 70 773 v OIWENRBICER B EL 52 52 LRREN
TW5., SR 3172 CYP3AA/S THER] (X haty—n, JL—T TN —Y Vo —R72 )X
X8R 72 CYP3A4 FHEH] (IR~ BE U2 AT BRI, AERE/HREIND 4.5
HZH., WO OTEED CYP3A BMEREZ T 256, 77077 v OfEE 50%ET
HIENHEIEEND. MHAEHOBREIIZIES SER’H 5720, S HICHEE SR N
b5 (LB, 777y LA REREFEA S 20T 25, HEISUT, 1 Hix
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RKEGED Tmg £ THET LD OFEELZMRFTT 5 A2HSH). FEANC LDBENET L
A, IT7r T v EEBET DD, HliEAHEREND 4.5 HEBR).

B5 515
B,

INTUNIV®IE, 1 H 1B, 813IciRAT 5. INTUNIVEO g R EEA N4 5 7=, fRTeEIIC
Hent=0, AT, Elof=0 LTIERD 70,

BEDHER SN DO, GEAIA AL S 2 B S BANAT 2 L8 TR HNROHBTH .

INTUNIVPIZ B H L S IR F R L CIRATRETH 52, EIERIIEBERELZENSE 5720
HICEBENT 2 Z LITBET 20 ERH D (5.2 THER).

INTUNIV¥IZ 7 L —F 7 =Y P a— X LAETIIRA L7222 & (4.5 THBR).

43 Fm By X1 6.1 TR 2ehk L T=\ ST A ORRIGAN KT % B s
44 B | ML, GARE O

= RO |-

OVEF INTUNIVE 350, ASLE B ORAR A 31 2 L 3 T REtE A B . AR SR D ) 2 2 %

BV, ERZREEICED RGN DD (4.8 RN 4.7 HSMH).

B 5BRMARTIC, B OB OME T A — 2723 EODMEROIREE, (I2RE,/ JRIKARH D
IR DFIRE 230 L, RIE, BIRE QT IERED Y A7 28 EH L T B 8E /REkD Y
A7 /T HBEEZRETHLERD D, DK RMTE T A—20F=421 7%, HEH
EROHEZECHIRIC T EmEkE L, WROEEZ2E5EB L C, RPO 1VFERIZT3 » AZEICHE
T 5. ZO®BIZ6nATEICE=X ) U TEITHD, MEFREZEE LZGE13 L SHEET
F=H YL TETHOL.

KT, 7 vy 7, HRIRCULOMEREZ EOBFERE, Udspmss U < 3RmE, &3S m
JE, BRI 7 & KA DFRIN & 72 DIRREDOBEEIE A A4 % BRE I INTUNIVE & # 5.9 5 54,
EET2E2MET2. BEET, mER L A OB X3 kih ) 27 @ LR %25 %
O H D MOERKL Z G LTV B BEIC INTUNIVR 2 B 53 28810y, EET S X
SEIETA. BEIIKSEZHDICERT 2L 5METALERH 5.

HIERRC R B ME, Ak LA

INTUNIV O ERF ML, JR\O EHASEZ 200 LvZen. BEERGERIZBW T, @M
FE2Y, INTUNIV O23 e IEIZ L0 T < Fhucls Sve @8 B . FEHIkic L A2ME E
HDU R ZB/NRICINZ 572912, INTUNIV @ 1 H#ERIT3-7 HZ &2 T mg SoESH
RN By 42 EBR) . ME LRI, INTUNIV O ERLh IR IcE =% —F & T
BH5D.

QTc [Hi&

HAREDO S - ABEEAL “EERRR T, N—AT7 A VENSOEN 60 2 VB EEX
% QTc WIMBAEE: 1%, Fridericia O 1E F 15 K& Y Bazett OFHIE L% AW EhER, 7T
AEETIZ 0(0.0%) % TR 2 (0.3%), INTUNIVERETIZ 1(0.1%) %N (0.1%) TH -7z, ZOFFROME
K EDBERIZOWTIIARPATH S.

QTIEE OB AF T 28, MY K- K RT7TUOEKRETY (b7 v v s, HIk, 820D
LMSEZR &) 2HTHBE L QTMRAILET 5 Z L NHMOLN TV AERMOK G 25T TV
LRETIE, /777 Y UORFIXEEIIT) Z L. IO OBEE, BRI KRS X,
DR 2 & BT 20 ERH D (4.8 THEBR).

R e MR

INTUNIV®IZ, LI BERICES R OIRZ 5| SR ZTHARH Y, @EIX 2~3 BEER L,
EHMRO NI GEAELHD. O, HAEEEEOHEFEMMICIEE 2 EREE T =
Z—1L (425, BIRAHIZBE LT, PO 1TERI3 »AZLICE=42—72 &R
HELES D . INTUNIVE 2 Ath O PARRAERE O BflA] (7 v a—v, §EK, 7=/ FT7 V0, 2L
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EY L— hXER Y UT B e ORI 2RI, EFFOMIER OFEEM 2 REHT D 45
NP %. INTUNIVEO B g, BF 137 L a— L 28R LW 2 &, INTUNIVEO G254 5 %
JIGORELZIRT S E T, EROBRE, EXCHIEOMIREZIThRN L ) B ICRETS 4.7
THER).

RN

AR EE

ADHD DEHEPICBRED B RSB X IT BRI TANRO DN -BEX, EHICEMIZL 27HME%2 %
FAMENDD. EEECH DEMIEEBOIEGRENLIE L R E0RH Y, ADHDIRE 0 /J LD
EROFREM A R T 20 ERH D,

BE, MERUVRT 4 - <A AT v 7 A (BMD)IZXT D8

INTUNIV® O 5-% 5213 7= /NE R OFETIE, BMIO EABROLNAEENHD. FDT-0,
R, KELXOBMI OE=4% U 7 2 IRERIGRTI BTV, BIRPHEI 2B E L T, PO 14
MIE3 v AZEICEwmTD. ZD%IFT 6y AZLICE=X ) 7 24TH N, HERELEFEKL7-
BAZIVEHEETE=XZ) L7 %ITHZ L.

ST Al

INTUNIVRIZIZ T 7 F—ADREEN TS, FRICHLNDBUBIEDH T 7 b —ARMHE, Lapp
FIHE—BREIEXNI T NVa—A « HT7 7 b—ARINARBIEDIEE 2G5 EBEHIT, ZOEERDL
FRA LW &,

4.5 MM H. | INTUNIV® % CYP3A4/5 [REAI L OFFEAI L 0FAT D&, 777 7 ¥ O mERRER A X
EREOZO | MK T 285482880, INTUNIV OB 9K LS 8% 5 2 5 WHEEN 6 5. INTUNIV®
MOMAEIER | 1%, CYP3A4/SIZE VRSN A0FHERSOMFETREZ LR IELFRENHD (4.2, 44K
W 5.2 THS ).

e, RME I QT IR AR+ LMo TWAiofl & i+ % &, INTUNIV®
DOIFPFAVERNHIMER A b 72 b SND AN H D (4.4 THESIR).

W) — FEAHEAEANC BT 2RI T X TRAZHR L LTUTORTC b D TH 72, BiSE S
N L/NROFEHFI T H FRRORRB THISND.

QT ZFE R 25 [ i

INTUNIV®IZ DI OB 25| & 24, DEITEd 5 INTUNIVEO 84 25845 L,
INTUNIV® & QT # LR 5 E3E & OFFFH T, @FHER SR (4.4 HBR).

CYP3A4 } 1" CYP3AS [HZEH

gk =, AN FEEE R O ) 72 CYP3A4/S BRERIO G- 2517 T\ 5 B3 IT
INTUNIV® 2 8 5.4 25 513 EE NS LETH 5. INTUNIVED H 2O HESE H B4 N T OB 17
BEND (42 HEM). INTUNIV® & 45 1 O 1) 72 CYP3A4/S FLERIE offfic kv, 77>
77 v OMFERREN EA L, RIE, RIRK O EORWERO Y 27 8845, 7k
aFY =V ERA LSS, 77 7 7 ¥ VRO R ORI T RIE RN AR b TE
D, 7777 OREIMFETRE (Cow X OIREE (AUC)RZENZI 2 KON 5N L7,
> CYP3A4/S IHEFNZ G RIEOERNRH D LB 2 b, 3 ITHEE LU 7 CYP3A4/5 [H
EHNOF AT LN, Z0OU R MIFESL SN E O TIEARU.

CYP3A4 5 EH|

INTUNIV® & CYP3A4 #HiEA| & OO 252 1) TV 5 B TiE, INTUNIVEO o HELS St
FHNCOMENREBIND 42HESMR). CYPIAMAFERITHDHY) 77 B L Dfffrkz, 7
T T 7 v RO N ORREE ORI RO bz, TT T 7 v O AP IRE
(Coa) M OB TE R (AUC)BZ T 54% K ) T0%3800 L. fthod CYP3A4 35384 & RIZ% D /ER
DD EEZ LI, 312 CYPIAYS FHEBIOF Z R LT, ZDU A MIHESL Szt O T
7200,
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#x 3

Moderate CYP3A4/5 Strong CYP3A4/5 inhibitors CYP3A4 inducers
inhibitors
Aprepitant Boceprevir Bosentan
Atazanavir Chloramphenicol Carbamazepine
Ciprofloxacin Clarithromycin Efavirenz
Crizotinib Indinavir Etravirine
Diltiazem Itraconazole Modafinil
Erythromycin Ketoconazole Nevirapine
Fluconazole Posaconazole Oxcarbazepine
Fosamprenavir Ritonavir Phenobarbital
Imatinib Saquinavir Phenytoin
Verapamil Suboxone Primidone
Grapeftuit juice Telaprevir Rifabutin

Telithromycin Rifampicin

St. John’s Wort

See section 4.2 for further dosing recommendations

v ra=1

INTUNIV® & S v 7ok b OFFRIE, ~r oo ERE2 bz 55 meetndh 5. 2 oME
YEROFFIIRATHEIN, FT7 077 ROV Talgl bIZ7 V7 o UEREac ko
SNDHT-0, BANEETHDATREMA H 5. INTUNIVP &2 L7 g & gEH 2384, Tikes
TRR (CNS)~OHNMEHOFIEENEICE L TR ZE=4— L, MG VT rnBREDOE=41
JhEBTHMLENDD. OFAICIZ L7 2B R OV INTUNIVED Fl B8 S L 72 A0
BH5.

IS

INTUNIV® % B E3E & OF 3 28541, IRMUE R O 72s £ ORI 22 30 i %h R o T REME S
OO, EEPLETHD.

CNS il
INTUNIV®% CNS Mifil#l (7 /v z—b, S, BIRA, ~o Y oT7EEy, /SreYyL— bRk
ORI &) L O3 255813, #if R OMEIR 72 & ORINE 722 30 AR O WTREMES & 5

BOAFINT 2 =F— h

SEPEFE AAE A BER T, INTUNIV® & 2B ER h ¢ O 26 HY o 2 7 24 (OROS : Osmotic Release
Oral System) A F/L 7 = =7 — MEFEERBA G, OF RO OEIERL OEYERBIC L 5 %
RN ERE NI

VATXH 7 =282 IV AVVERE

YRR TIZ, INTUNIVEE U RF XY 72 Z I U A EoftHicky, 7
T 77 v OREINSEFREEIT 19% /L, 7777 o ORERE (AUCE 7% LS L.
ZDX RPN REICHEERIICER R H D LITEZ SRRV, [FRBRTIE, INTUNIVEE U
AFXY T2 Z IV AVABEEDORICE D d-T v 72X I U DRBE~DOEEBIIZR DL
Rino Tz,

B L O EEM

BRI &IZ T T > 7 7 2 v ORIUCERIR A 52 5 2 EAVRENTHY, INTUNIVE OIS
BEHMESE 570, INTUNIVY 2 @El & & HTIRAT 5 2 i3T5 2 L.

4.6 ZIRHE,
YEAR M UM L
O

58I

e xR e Lic 777 7 OFERICET 27— 2 I3GFEELRWD, HoTHHo®ETIE

-11 -




g7 oI 7 o UERIE

7200

% O T2 TIIAETREERED STV D (5.3THB).

INTUNIV®IE, F 05 M OSBETVE A L TNV WERIR T 2 FTREVED $ 5 2o MEICIZHER: S L 72u.
e

U777 v ROE ORI LA EBATT 5008 5 DA T 5.

W& AW F R OTFEICE T D5 AR RERT — X T, 7707 7 VU RO OREH D
BEHAOBITIRENTWD 53HSR). 207, BT OLR~DO U 27 IR TE 2200,

2 30% LT 2 INTUNIVEOTRFE & Tk L < IZA R Z RS 2 0L, /NE~0fLo
FigE & RAImA~OIRROFIIR 2 BB L TIThRe g hide brew.

E TN
ZIaEE

b hEXRE LT T U7 7 v OFERNOELNTEZIRRE~OREICET 5T — X IIFE LR
W, o THHoRETIER.

Pz OISR T, O ATEEE~ ORI VRSN TS 3 HEZR).

4.7 HEEEE Y | INTUNIVE IO £ W0 R OMEIR 2 5| & Z et 6 5. 2B O/ER IZEICIEIRBAAGIE 23R

FEhR R IERE b, JREEkE L & DICRBBEND 2L RDGA0NH D, KMLEB DL TWD. LiizED

DRI T, BEM O U H R OB ISP S EN S EEORBE 5 X AW REERS H. BEIC
X2 DX 7RERADOFREIEIC DWW TES L, EARNENIZGE, BEIXIN O OIGENZ#ET 5 0%
HH D (4.4 THBMR).

49 WEREG | WERGOMEKOERIZIE, KIE, PIHo&LE, @RIk BIREOMEENGH R ERS 5. F

7, MATEEERZZEN, HER 1 AED 3O T 77 o ORER 52 LTV 4. INTUNIVE
OBERGEZEET D121, D OBEEEROE=F U T RNNFEEIT.

REIR & R B L=/ NEBE (6~17 /N R OEFEEEET)TIE, b ORI ENTHREAT 2
TREMEIN B B T2, BE, RIRK OMEILEZ: £ X 0 BRI B LT 24 BRI 2 LEN
H5D.

RAE® ThiUE, BEESOIEEOTZDICH G ET>Th L. WIROIHNCE, ISR
HRBRGEENH D, BRIICEWROHLEBEDO T T 7 7 OB L ABEIAARETH D
(2.4%).

g
G =
NS
X

<~ U AERAWEZTSEORBRICBWT, 10mgkgHETOHETIE, 7777 v ORNBAEH
TR Lo T- 102BRIChT= 77 v 7 7 v 5mgkg B 2 %G LT21ET ~ - TRER O
RIE D S AL RN THE (TN L7228, M » b CIREOBZIIRD ShihoTz. ZOFF RO
R EOERIZOWVWTIIRETHS.

TT 770X, AmesikER K Win vitro T DY R B E RER 72 Sk 2 23R BRET I B W TEIR
TR SN ot

TT T DRGHICE (T v b, A X)TRD b —fEEMEICE, JEIEQTRINIEE
L), Ll ZE4E K O BRI, IFig~O B — v Y L e v R OALTEOHIIN, HIR %52 1 %
JEAEZ L2, 7 V7 F=r RO HFIRFBERMEORM (B, A (R)EE (7> RO~
TADRH, Ml v 77— OREE OIS, I ONE TR e ER B o T

M > M BREHELE RO 22 % (mg/m* _N— )L TOHBEEZ G LI ZhiERBRCi, AE
TERNTRR® b pinoTe.

HEDOZNEREIL 8 mg/kg/ A T %% -, ZOHBIFRBRHAEOFR TROLEHETHY, mEiE
RHESI B TdHh 5 0.12 mgkg D 10.8 fF (mg/m? N—2A)NTARYTHRTH D, @R FFaxx
T AT ADT —Z BR300, WK TOREL ORI RAETH 7=

TT T 7 AR DBREASOFENFET A5G, vV AKDT v M (NOAEL 1 0.5 mg/kg/
H), WONZ T HF (NOAEL I 3.0 mg/kg/ H)DRE VI BBER 70 FAEFEME DGR O H vz, @7 b
FLAXKT 4V ADT = E BRI, BR TOMEE L OB R TH 7.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

INTUNIV® (guanfacine) extended-release tablets, for oral use
Initial U.S. Approval: 1986

--------------------------- RECENT MAJOR CHANGES -----===s=s=ssmamanmnnnns
Dosage and Administration (2.5) 3/2016
Dosage and Administration (2.7) 7/2016
Warnings and Precautions (5.4) 3/2016

INDICATIONS AND USAGE
INTUNIV® is a central alphaza-adrenergic receptor agonist indicated for
the treatment of Attention Deficit Hyperactivity Disorder (ADHD) as
monotherapy and as adjunctive therapy to stimulant medications (1,
14).

----------------------- DOSAGE AND ADMINISTRATION ---=ssn=ssmanmanmnnnns

e Recommended dose: 1mg to 7mg (0.05-0.12 mg/kg target
weight based dose range) once daily in the morning or evening
based on clinical response and tolerability (2.2).

. Begin at a dose of 1 mg once daily and adjust in increments of no
more than 1 mg/week (2.2).

. Do not crush, chew or break tablets before swallowing (2.1).

e Do not administer with high-fat meals, because of increased
exposure (2.1).

. Do not substitute for immediate-release guanfacine tablets on a
mg-per-mg basis, because of differing pharmacokinetic profiles
(2.3).

e If switching from immediate-release guanfacine, discontinue that
treatment and titrate with INTUNIV® as directed (2.3).

e  When discontinuing, taper the dose in decrements of no more
than 1 mg every 3 to 7 days to avoid rebound hypertension (2.5).

--------------------- DOSAGE FORMS AND STRENGTHS ----===s=n=sunamnnnne
Extended-release tablets: 1 mg, 2 mg, 3 mg and 4 mg (3)

CONTRAINDICATIONS
History of hypersensitivity to INTUNIV®, its inactive ingredients, or
other products containing guanfacine (4).

----------------------- WARNINGS AND PRECAUTIONS------------=-==-==-----
e Hypotension, bradycardia, syncope: Titrate slowly and monitor
vital signs frequently in patients at risk for hypotension, heart
block, bradycardia, syncope, cardiovascular disease, vascular
disease, cerebrovascular disease or chronic renal failure. Measure
heart rate and blood pressure prior to initiation of therapy,

following dose increases, and periodically while on therapy. Avoid
concomitant use of drugs with additive effects unless clinically
indicated. Advise patients to avoid becoming dehydrated or
overheated (5.1).

. Sedation and somnolence: Occur commonly with INTUNIV®.
Consider the potential for additive sedative effects with CNS
depressant drugs. Caution patients against operating heavy
equipment or driving until they know how they respond to
INTUNIV® (5.2).

. Cardiac Conduction Abnormalities: May worsen sinus node
dysfunction and atrioventricular (AV) block, especially in patients
taking other sympatholytic drugs. Titrate slowly and monitor vital
signs frequently (5.3).

. Blood Pressure and Heart Rate Increase upon Discontinuation:
Hypertensive encephalopathy has been very rarely reported upon
abrupt discontinuation. To minimize the risk of an increase in
blood pressure upon discontinuation, the total daily dose of
INTUNIV® should be tapered in decrements of no more than 1 mg
every 3 to 7 days (5.4).

ADVERSE REACTIONS
Most common adverse reactions (25% and at least twice placebo rate)
in fixed-dose monotherapy ADHD trials in children and adolescents
(6 to 17 years): hypotension, somnolence, fatigue, nausea, and
lethargy (6.1)

Flexible dose-optimization ADHD trials in children (6 to 12 years) and
adolescents (13 to 17 years): somnolence, hypotension, abdominal
pain, insomnia, fatigue, dizziness, dry mouth, irritability, nausea,
vomiting, and bradycardia (6.1).

Adjunctive treatment to psychostimulant ADHD trial in children and
adolescents (6 to 17 years): somnolence, fatigue, insomnia, dizziness,
and abdominal pain (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

e Strong and moderate CYP3A4 inhibitors increase guanfacine
exposure. Decrease INTUNIV® to 50% of target dosage when
coadministered with strong and moderate CYP3A4 inhibitors (2.7).

e Strong and moderate CYP3A4 inducers decrease guanfacine
exposure. Based on patient response, consider titrating INTUNIV
dosage up to double the target dosage over 1 to 2 weeks (2.7).

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

INTUNIV® is indicated for the treatment of Attention Deficit Hyperactivity Disorder (ADHD) as
monotherapy and as adjunctive therapy to stimulant medications [see Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION

2.1 General Instruction for Use

Swallow tablets whole. Do not crush, chew, or break tablets because this will increase the rate of
guanfacine release. Do not administer with high fat meals, due to increased exposure.

2.2 Dose Selection

Take INTUNIV orally once daily, either in the morning or evening, at approximately the same time each
day. Begin at a dose of 1 mg/day, and adjust in increments of no more than 1 mg/week.

In monotherapy clinical trials, there was dose- and exposure-related clinical improvement as well as risks
for several clinically significant adverse reactions (hypotension, bradycardia, sedative events). To balance
the exposure-related potential benefits and risks, the recommended target dose range depending on
clinical response and tolerability for INTUNIV® is 0.05-0.12 mg/kg/day (total daily dose between 1-7 mg)
(See Table 1).

Table 1: Recommended Target Dose Range for Therapy with INTUNIV®
Weight Target dose range (0.05 - 0.12 mg/kg/day)
25-33.9 kg 2-3 mg/day
34-41.4 kg 2-4 mg/day
41.5-49.4 kg 3-5 mg/day
49.5-58.4 kg 3-6 mg/day
58.5-91 kg 4-7 mg/day
>91 kg 5-7 mg/day
Doses above 4 mg/day have not been evaluated in children (ages 6-12 years) and doses above 7 mg/day
have not been evaluated in adolescents (ages 13-17 years)

In the adjunctive trial which evaluated INTUNIV® treatment with psychostimulants, the majority of patients
reached optimal doses in the 0.05-0.12 mg/kg/day range. Doses above 4 mg/day have not been studied
in adjunctive trials.

2.3 Switching from Immediate-Release Guanfacine to INTUNIV®

If switching from immediate-release guanfacine, discontinue that treatment, and titrate with INTUNIV®
following above recommended schedule.

Do not substitute for immediate-release guanfacine tablets on a milligram-per-milligram basis, because of
differing pharmacokinetic profiles. INTUNIV® has significantly reduced Cpay (60% lower), bioavailability
(43% lower), and a delayed Tnax (3 hours later) compared to those of the same dose of
immediate-release guanfacine [see Clinical Pharmacology (12.3)].



2.4 Maintenance Treatment

Pharmacological treatment of ADHD may be needed for extended periods. Healthcare providers should
periodically re-evaluate the long-term use of INTUNIV®, and adjust weight-based dosage as needed. The
majority of children and adolescents reach optimal doses in the 0.05-0.12 mg/kg/day range. Doses above
4 mg/day have not been evaluated in children (ages 6-12 years) and above 7 mg/day have not been
evaluated in adolescents (ages 13-17 years) [see Clinical Studies (14)].

2.5 Discontinuation of Treatment

Following discontinuation of INTUNIV®, patients may experience increases in blood pressure and heart
rate [see Warnings and Precautions (5.4) and Adverse Reactions (6)]. Patients/caregivers should be
instructed not to discontinue INTUNIV® without consulting their health care provider. Monitor blood
pressure and pulse when reducing the dose or discontinuing the drug. Taper the daily dose in
decrements of no more than 1 mg every 3 to 7 days to avoid rebound hypertension.

2.6 Missed Doses

When reinitiating patients to the previous maintenance dose after two or more missed consecutive doses,
consider titration based on patient tolerability.

2.7 Dosage Adjustment with Concomitant Use of Strong and Moderate CYP3A4 Inhibitors or
Inducers

Dosage adjustments for INTUNIV® are recommended with concomitant use of strong and moderate
CYP3A4 inhibitors (e.g., ketoconazole) or CYP3A4 inducers (e.g., carbamazepine) (Table 2) [see Drug
Interactions (7)].

Table 2: INTUNIV® Dosage Adjustments for Patients Taking Concomitant CYP3A4
Inhibitors or Inducers

Clinical Scenarios
Starting INTUNIV® Continuing Continuing
while currently on a | INTUNIV® while INTUNIV® while
CYP3A4 modulator adding a CYP3A4 stopping a CYP3A4
modulator modulator
CYP3A4 Decrease INTUNIV® | Decrease INTUNIV® | Increase INTUNIV®
dosage to half the dosage to half the dosage to
Strong and recommended level. | recommended level. | recommended level.
moderate (see Table 1) (see Table 1) (see Table 1)
Inhibitors
CYP3A4 Consider increasing | Consider Decrease INTUNIV®
INTUNIV® dosage up | increasing dosage to
Strong and to double the INTUNIV® dosage recommended level
moderate recommended level. | up to double the over 1 to 2 weeks.
Inducers (see Table 1) recommended level | (see Table 1)
over 1 to 2 weeks.
(see Table 1)

3 DOSAGE FORMS AND STRENGTHS

1 mg, 2 mg, 3 mg and 4 mg extended-release tablets



4 CONTRAINDICATIONS

INTUNIV is contraindicated in patients with a history of a hypersensitivity reaction to INTUNIV or its
inactive ingredients, or other products containing guanfacine. Rash and pruritus have been reported.

5 WARNINGS AND PRECAUTIONS
5.1 Hypotension, Bradycardia, and Syncope

Treatment with INTUNIV® can cause dose-dependent decreases in blood pressure and heart rate.
Decreases were less pronounced over time of treatment. Orthostatic hypotension and syncope have
been reported [see Adverse Reactions (6.1)].

Measure heart rate and blood pressure prior to initiation of therapy, following dose increases, and
periodically while on therapy. Titrate INTUNIV slowly in patients with a history of hypotension, and those
with underlying conditions that may be worsened by hypotension and bradycardia; e.g., heart block,
bradycardia, cardiovascular disease, vascular disease, cerebrovascular disease, or chronic renal failure.
In patients who have a history of syncope or may have a condition that predisposes them to syncope,
such as hypotension, orthostatic hypotension, bradycardia, or dehydration, advise patients to avoid
becoming dehydrated or overheated. Monitor blood pressure and heart rate, and adjust dosages
accordingly in patients treated concomitantly with antihypertensives or other drugs that can reduce blood
pressure or heart rate or increase the risk of syncope.

5.2 Sedation and Somnolence

Somnolence and sedation were commonly reported adverse reactions in clinical studies [see Adverse
Reactions (6.1)]. Before using INTUNIV® with other centrally active depressants, consider the potential for
additive sedative effects. Caution patients a%ainst operating heavy equipment or driving until they know
how they respond to treatment with INTUNIV". Advise patients to avoid use with alcohol.

5.3 Cardiac Conduction Abnormalities

The sympatholytic action of INTUNIV® may worsen sinus node dysfunction and atrioventricular (AV)
block, especially in patients taking other sympatholytic drugs. Titrate INTUNIV slowly and monitor vital
signs frequently in patients with cardiac conduction abnormalities or patients concomitantly treated with
other sympatholytic drugs.

5.4 Blood Pressure and Heart Rate Increase upon Discontinuation

Blood pressure and pulse may increase following discontinuation of INTUNIV®. In postmarketing
experience, hypertensive encephalopathy has been very rarely reported upon abrupt discontinuation of
INTUNIV® [see Adverse Reactions (6.2)]. To minimize the risk of an increase in blood pressure upon
discontinuation, the total daily dose of INTUNIV® should be tapered in decrements of no more than 1 mg
every 3 to 7 days [see Dosage and Administration (2.5)]. Blood pressure and pulse should be monitored
when reducing the dose or discontinuing INTUNIV®.

6 ADVERSE REACTIONS

The following serious adverse reactions are described elsewhere in the labeling:

Hypotension, bradycardia, and syncope [see Warnings and Precautions (5.1)]

Sedation and somnolence [see Warnings and Precautions (5.2)]

Cardiac conduction abnormalities [see Warnings and Precautions (5.3)]

Blood Pressure and Heart Rate Increase upon Discontinuation [see Warnings and Precautions

(5.4)]



6.1 Clinical Trials

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.

The data described below reflect clinical trial exposure to INTUNIV® in 2,825 patients. This includes
2,330 patients from completed studies in children and adolescents, ages 6 to 17 years and 495 patients

in completed studies in adult healthy volunteers.

The mean duration of exposure of 446 patients that previously participated in two 2-year, open-label
long-term studies was approximately 10 months.

Fixed Dose Trials

Table 3: Percentage of Patients Experiencing Most Common (25% and at least twice the rate for
placebo) Adverse Reactions in Fixed Dose Studies 1 and 2

INTUNIV® (mg)
Adverse Reaction | Placebo 1mg* 2mg 3mg 4mg All Doses of
Term INTUNIV® (N=513)
(N=149) [ (N=61) (N=150) (N=151) (N=151)
Somnolence® 11% 28% 30% 38% 51% 38%
Fatigue 3% 10% 13% 17% 15% 14%
Hypotension” 3% 8% 5% 7% 8% 7%
Dizziness 4% 5% 3% 7% 10% 6%
Lethargy 3% 2% 3% 8% 7% 6%
Nausea 2% 7% 5% 5% 6% 6%
Dry mouth 1% 0% 1% 6% 7% 4%

*The lowest dose of 1 mg used in Study 2 was not randomized to patients weighing more than 50 kg.
a: The somnolence term includes somnolence, sedation, and hypersomnia.
b: The hypotension term includes hypotension, diastolic hypotension, orthostatic hypotension, blood pressure

decreased, blood pressure diastolic decreased, blood pressure systolic decreased).




Table 4: Adverse Reactions Leading to Discontinuation (22% for all doses of INTUNIV and >rate
than in placebo) in Fixed Dose Studies 1 and 2

INTUNIV® (mg)

Adverse Reaction Placebo 1mg* 2mg 3mg 4mg All Doses of
Term INTUNIV®
(N=149) (N=61) (N=150) (N=151) (N=151) (N=513)

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

Total patients 4 (3%) 2 3%)| 10 (7%) 15(10%) | 27 (18%) 54 (11%)
Somnolence® 1 (1%) 2 (3%) 5 (3%) 6 (4%) 17 (11%) 30 (6%)
Fatigue 0 (0%) 0 (0%) 2 (1%) 2 (1%) 4 (3%) 8 (2%)

IAdverse reactions leading to discontinuation in 2% in any dose group but did not meet this criteria in all doses
combined: hypotension (hypotension, diastolic hypotension, orthostatic hypotension, blood pressure decreased,
blood pressure diastolic decreased, blood pressure systolic decreased), headache, and dizziness.

* The lowest dose of 1 mg used in Study 2 was not randomized to patients weighing more than 50 kg.
a: The somnolence term includes somnolence, sedation, and hypersomnia.

Table 5: Other Common Adverse Reactions (22% for all doses of INTUNIV and >rate than in
placebo) in Fixed Dose Studies 1 and 2

INTUNIV® (mg)
Adverse Reaction |Placebo 1mg* 2mg 3mg 4mg All Doses of INTUNIV®
Term (N=513)
(N=149) | (N=61) |(N=150)| (N=151) [ (N=151)
Headache 19% 26% 25% 16% 28% 23%
Abdominal Pain® 9% 10% 7% 11% 15% 1%
Decreased Appetite 4% 5% 4% 9% 6% 6%
Irritability 4% 5% 8% 3% 7% 6%
Constipation 1% 2% 2% 3% 4% 3%
Nightmare® 0% 0% 0% 3% 4% 2%
Enuresis® 1% 0% 1% 3% 2% 2%
Affect Lability” 1% 2% 1% 3% 1% 2%

IAdverse reactions 22% for all doses of INTUNIV and >rate in placebo in any dose group but did not meet this criteria
in all doses combined: insomnia (insomnia, initial insomnia, middle insomnia, terminal insomnia, sleep disorder),
vomiting, diarrhea, abdominal/stomach discomfort (abdominal discomfort, epigastric discomfort, stomach discomfort),
rash (rash, rash generalized, rash papular), dyspepsia, increased weight, bradycardia (bradycardia, sinus
bradycardia), asthma (asthma, bronchospasm, wheezing), agitation, anxiety (anxiety, nervousness), sinus
arrhythmia, blood pressure increased (blood pressure increased, blood pressure diastolic increased), and first degree
atrioventricular block.

* The lowest dose of 1 mg used in Study 2 was not randomized to patients weighing more than 50 kg.

a: The abdominal pain term includes abdominal pain, abdominal pain lower, abdominal pain upper, and abdominal
tenderness.

b: The nightmare term includes abnormal dreams, nightmare, and sleep terror.
c: The enuresis term includes enuresis, nocturia, and urinary incontinence.
d: The affect lability term includes affect lability and mood swings.




Monotherapy Flexible Dose Trials

Table 6: Percentage of Patients Experiencing Most Common (25% and at least twice the rate for
placebo) Adverse Reactions in the Monotherapy Flexible Dose Study 4

INTUNIV®
Adverse Reaction Term Placebo AM PM All Doses of
INTUNIV®
(N=112) (N=107) (N=114) (N=221)
Somnolence® 15% 57% 54% 56%
Abdominal Pain® 7% 8% 19% 14%
Fatigue 3% 10% 11% 11%
Irritability 3% 7% 7% 7%
Nausea 1% 6% 5% 5%
Dizziness 3% 6% 4% 5%
Vomiting 2% 7% 4% 5%
Hypotension® 0% 6% 4% 5%
Decreased Appetite 3% 6% 3% 4%
Enuresis’ 1% 2% 5% 4%

a: The somnolence term includes somnolence, sedation, and hypersomnia.

b: The abdominal pain term includes abdominal pain, abdominal pain lower, abdominal pain upper, and abdominal
tenderness

c: The hypotension term includes hypotension, diastolic hypotension, orthostatic hypotension, blood pressure
decreased, blood pressure diastolic decreased, blood pressure systolic decreased).

d: The enuresis term includes enuresis, nocturia, and urinary incontinence.

Table 7: Adverse Reactions Leading to Discontinuation (22% for all doses of INTUNIV and >rate
than in placebo) in Monotherapy Flexible Dose Study 4

INTUNIV®
Adverse Reaction Placebo AM PM All Doses of INTUNIV®
Term (N=221)
(N=112) (N=107) (N=114)
n (%) n (%) n (%) n (%)
Total patients 0 (0%) 8 (7%) 7 (6%) 15 (7%)
Somnolence® 0 (0%) 4 (4%) 3 (3%) 7  (3%)

IAdverse reactions leading to discontinuation in =22% in any dose group but did not meet this criteria in all doses
combined: fatigue

a: The somnolence term includes somnolence, sedation, and hypersomnia.




Table 8: Other Common Adverse Reactions (22% for all doses of INTUNIV and >rate than in
placebo) in the Monotherapy Flexible Dose Study 4

INTUNIV®
Adverse Reaction Placebo AM PM All Doses of INTUNIV®
Term (N=221)
(N=112) (N=107) (N=114)
Headache 11% 18% 16% 17%
Insomnia® 6% 8% 6% 7%
Diarrhea 4% 4% 6% 5%
Lethargy 0% 4% 3% 3%
Constipation 2% 2% 4% 3%
Dry Mouth 1% 3% 3% 3%

IAdverse reactions 22% for all doses of INTUNIV and >rate in placebo in any dose group but did not meet this criteria
in all doses combined: affect lability (affect lability, mood swings), increased weight, syncope/loss of consciousness
(loss of consciousness, presyncope, syncope), dyspepsia, tachycardia (tachycardia, sinus tachycardia), and
bradycardia (bradycardia, sinus bradycardia).

a: The insomnia term includes insomnia, initial insomnia, middle insomnia, terminal insomnia, and sleep disorder.

Table 9: Percentage of Patients Experiencing Most Common (25% and at least twice the rate for
placebo) Adverse Reactions in the Monotherapy Flexible Dose Study 5

Adverse Reaction Term Placebo All Doses of INTUNIV® (N=157)
(N=155)
Somnolence® 23% 54%
Insomnia® 6% 13%
Hypotension® 3% 9%
Dry Mouth 0% 8%
Postural Dizziness 2% 5%
Bradycardia® 0% 5%

a: The somnolence term includes somnolence, sedation, and hypersomnia.
b: The insomnia term includes insomnia, initial insomnia, middle insomnia, terminal insomnia, and sleep disorder.

c: The hypotension term includes hypotension, diastolic hypotension, orthostatic hypotension, blood pressure
decreased, blood pressure diastolic decreased, blood pressure systolic decreased).

d: The bradycardia term includes bradycardia and sinus bradycardia.

There were no specific adverse reactions 22% in any treatment group that led to discontinuation in the
monotherapy flexible dose study (Study 5).



Table 10: Other Common Adverse Reactions (22% for all doses of INTUNIV and >rate than in
placebo) in the Monotherapy Flexible Dose Study 5

INTUNIV®
Adverse Reaction Term Placebo All Doses of INTUNIV® (N=157)
(N=155)

Headache 18% 27%
Fatigue 12% 22%
Dizziness 10% 16%
Decreased Appetite 14% 15%
Abdominal Pain® 8% 12%
Irritability 4% 7%
Anxiety” 3% 5%
Rash® 1% 3%
Constipation 0% 3%
Increased Weight 2% 3%
Abdominal/Stomach 1% 2%
Discomfort

Pruritus 1% 2%

IAdverse reactions 22% for all doses of INTUNIV and >rate in placebo in any dose group but did not meet this criteria
in all doses combined: nausea, diarrhea, vomiting, and depression (depressed mood, depression, depressive
symptom).

a: The abdominal pain term includes abdominal pain, abdominal pain lower, abdominal pain upper, and abdominal
tenderness.

b: The anxiety term includes anxiety and nervousness.

c: The rash term includes rash, rash generalized, and rash papular.

d: The abdominal/stomach discomfort term includes abdominal discomfort, epigastric discomfort, and stomach
discomfort.

Adjunctive Trial

Table 11: Percentage of Patients Experiencing Most Common (25% and at least twice the rate for
placebo) Adverse Reactions in the Short-Term Adjunctive

Study 3
INTUNIV® + stimulant
Adverse Reaction Term Placebo+ AM PM All Doses (N=302)
stimulant
(N=150) (N=152)
(N=153)
Somnolence® 7% 18% 18% 18%
Insomnia® 6% 10% 14% 12%
Abdominal Pain® 3% 8% 12% 10%




Fatigue 3% 12% 7% 10%
Dizziness 4% 10% 5% 8%
Decreased Appetite 4% 7% 8% 7%
Nausea 3% 3% 7% 5%

a: The somnolence term includes somnolence, sedation, and hypersomnia.
b: The insomnia term includes insomnia, initial insomnia, middle insomnia, terminal insomnia, and sleep disorder.

c: The abdominal pain term includes abdominal pain, abdominal pain lower, abdominal pain upper, and abdominal
tenderness.

There were no specific adverse reactions 22% in any treatment group that led to discontinuation in the
short-term adjunctive study (Study 3).

Table 12: Other Common Adverse Reactions (22% for all doses of INTUNIV and >rate than in
placebo) in the Short-Term Adjunctive Study 3

INTUNIV® + stimulant
Adverse Reaction Placebo AM PM All Doses of INTUNIV®
Term (N=153) (N=150) (N=152) (N=302)
Headache 13% 21% 21% 21%
Diarrhea 1% 4% 3% 4%
Hypotension® 0% 4% 2% 3%
Constipation 0% 2% 3% 2%
Affect Lability® 1% 3% 2% 2%
Dry Mouth 0% 1% 3% 2%
Bradycardia® 0% 1% 3% 2%
Postural Dizziness 0% 1% 3% 2%
Rash® 1% 1% 2% 2%
Nightmare® 1% 2% 1% 2%
Tachycardia' 1% 2% 1% 2%

IAdverse reactions 22% for all doses of INTUNIV and >rate in placebo in any dose group but did not meet this criteria
in all doses combined: irritability, vomiting, asthma (asthma, bronchospasm, wheezing), and enuresis (enuresis,
nocturia, urinary incontinence).

a: The hypotension term includes hypotension, diastolic hypotension, orthostatic hypotension, blood pressure
decreased, blood pressure diastolic decreased, blood pressure systolic decreased.

b: The affect lability term includes affect lability and mood swings.

c: The bradycardia term includes bradycardia and sinus bradycardia.

d: The rash term includes rash, rash generalized, and rash papular.

e: The nightmare term includes abnormal dreams, nightmare, and sleep terror.
f: The tachycardia term includes tachycardia and sinus tachycardia.

Effects on Blood Pressure and Heart Rate

In the monotherapy pediatric, short-term, controlled trials (Studies 1 and 2), the maximum mean changes
from baseline in seated systolic blood pressure, diastolic blood pressure, and pulse were —5.4 mmHg,
-3.4 mmHg, and -5.5 bpm, respectively, for all doses combined (generally one week after reaching target
doses). For the respective fixed doses 1 mg/day, 2 mg/day, 3 mg/day or 4 mg/day the maximum mean
changes in seated systolic blood pressure were -4.3 mmHg, -5.5 mmHg, -5.4 mmHg and -8.2 mmHg. For
these respective fixed doses the maximum mean changes in seated diastolic blood pressure were
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-3.4 mmHg, -3.3 mmHg, -4.4 mmHg and -5.4 mmHg. For these respective fixed doses the maximum
mean changes in seated pulse were -4.8 bpm, -3.1 bpm, -6.5 bpm and -8.6 bpm. Decreases in blood
pressure and heart rate were usually modest and asymptomatic; however, hypotension and bradycardia
can occur. Hypotension was reported as an adverse reaction for 7% of the INTUNIV® group and 3% of
the placebo group. This includes orthostatic hypotension, which was reported for 1% of the INTUNIV®
group and none in the placebo group. These findings were generally similar in the monotherapy flexible
dose trials (Studies 4 and 5). In the adjunctive trial, hypotension (3%) and bradycardia (2%) were
observed in patients treated with INTUNIV® as compared to none in the placebo group. In long-term,
open-label studies, (mean exposure of approximately 10 months), maximum decreases in systolic and
diastolic blood pressure occurred in the first month of therapy. Decreases were less pronounced over
time. Syncope occurred in 1% of pediatric patients in the clinical program. The majority of these cases
occurred in the long-term, open-label studies.

Discontinuation of Treatment

Blood pressure and pulse may increase following discontinuation of INTUNIV®. In postmarketing
experience, hypertensive encephalopathy has been very rarely reported upon abrupt discontinuation of
INTUNIV® [see Adverse Reactions (6.2)]. In a maintenance of efficacy study in children and adolescents
[see Clinical Studies (14)], increases in mean systolic and diastolic blood pressure, of approximately
3 mmHg and 1 mmHg respectively, above original baseline were observed upon discontinuation of
INTUNIV®. The increases in blood pressure were observed in some individuals at the end of the follow up
period which ranged between 3 and 26 weeks post final dose. Mean increases in pulse of approximately
1.5 bpm were observed at approximately 2 weeks after the last dose of INTUNIV® and then decreased to
baseline 4 weeks later. In this study, the increases in blood pressure and pulse were not considered
serious or associated with adverse events. However, individuals may have larger increases than reflected
by the mean changes.

Effects on Height, Weight, and Body Mass Index (BMI)

Patients taking INTUNIV® demonstrated similar growth compared to normative data. Patients taking
INTUNIV® had a mean increase in weight of 0.5 kg compared to those receiving placebo over a
comparable treatment period. Patients receiving INTUNIV® for at least 12 months in open-label studies
gained an average of 8 kg in weight and 8 cm (3 in) in height. The height, weight, and BMI percentile
remainei%stable in patients at 12 months in the long-term studies compared to when they began receiving
INTUNIV™.

Other Adverse Reactions Observed in Clinical Studies

Table 13 includes additional adverse reactions observed in short-term, placebo-controlled and long-term,
open-label clinical studies not included elsewhere in section 6.1, listed by organ system.
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Table 13: Other adverse reactions observed in clinical studies

Body System Adverse Reaction
Cardiac Atrioventricular block
General Asthenia, chest pain

Immune System Disorders | Hypersensitivity

Investigations Increased alanine amino transferase
Nervous system Convulsion

Renal Increased urinary frequency
Vascular Hypertension, pallor

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of guanfacine. Because
these reactions are reported voluntarily from a population of uncertain size, it is not always possible to
reliably estimate their frequency or establish a causal relationship to drug exposure.

Less frequent, possibly guanfacine-related events observed in the post-marketing study and/or reported
spontaneously, not included in section 6.1, include:

General: edema, malaise, tremor

Cardiovascular: palpitations, tachycardia, hypertensive encephalopathy
Central Nervous System: paresthesias, vertigo

Eye Disorders: blurred vision

Musculo-Skeletal System: arthralgia, leg cramps, leg pain, myalgia
Psychiatric: confusion, hallucinations

Reproductive System, Male: impotence

Respiratory System: dyspnea

Skin and Appendages: alopecia, dermatitis, exfoliative dermatitis, pruritus, rash
Special Senses: alterations in taste

7 DRUG INTERACTIONS
Table 14 contains clinically important drug interactions with INTUNIV® [see Clinical Pharmacology (12.3)].
Table 14: Clinically Important Drug Interactions: Effect of other Drugs on INTUNIV®

Concomitant Drug Name or Clinical Rationale and Clinical Recommendation
Drug Class Magnitude of Drug Interaction

Strong and moderate CYP3A4 | Guanfacine is primarily Consider dose reduction [see
inhibitors, e.g., ketoconazole, metabolized by CYP3A4 and Dosage and administration
fluconazole its plasma concentrations can | (2.7)]

be significantly affected
resulting in an increase in
exposure

Strong and moderate CYP3A4 | Guanfacine is primarily Consider dose increase [see
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inducers, e.g., rifampin, metabolized by CYP3A4 and Dosage and administration
efavirenz its plasma concentrations can | (2.7)]

be significantly affected
resulting in a decrease in
exposure

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category B

Risk Summary

There are no adequate and well-controlled studies of INTUNIV in pregnant women. No fetal harm was
observed in rats and rabbits with administration of guanfacine at 4 and 2.7 times, respectively, the
maximum recommended human dose. Because animal studies are not always predictive of human
response, this drug should be used during pregnancy only if clearly needed.

Animal data

Reproduction studies conducted in rats have shown that guanfacine crosses the placenta. However,
administration of guanfacine to rats and rabbits at 4 and 2.7 times, respectively, the maximum
recommended human dose of 0.12 mg/kg/day on a mg/m basis resulted in no evidence of harm to the
fetus. Higher doses (13.5 times the maximum recommended human dose in both rabbits and rats) were
associated with reduced fetal survival and maternal toxicity.

8.3 Nursing Mothers

It is not known whether guanfacine is excreted in human milk; however, guanfacine is excreted in rat m|Ik
Because many drugs are excreted in human milk, caution should be exercised when INTUNIV®
administered to a nursing woman. Observe human milk-fed infants for sedation and somnolence.

8.4 Pediatric Use

Safety and efficacy of INTUNIV® in pediatric patients less than 6 years of age have not been established.
The efficacy of INTUNIV® was studied for the treatment of ADHD in five controlled monotherapy clinical
trials (up to 15 weeks in duration), one randomized withdrawal study and one controlled adjunctive trial
with psychostimulants (8 weeks in duration) in children and adolescents ages 6-17 who met DSM- Iv®
criteria for ADHD [see Adverse Reactions (6) and Clinical Studies (14)].

Animal Data

In studies in juvenile rats, guanfacine alone produced a slight delay in sexual maturation in males and
females at 2 to 3 times the maximum recommended human dose (MRHD). Guanfacine in combination
with methylphenidate produced a slight delay in sexual maturation and decreased growth as measured by
a decrease in bone length in males at a dose of guanfacine comparable to the MRHD and a dose of
methylphenidate approximately 4 times the MRHD.

In a study where juvenile rats were treated with guanfacine alone from 7 to 59 days of age, development
was delayed as indicated by a slight delay in sexual maturation and decreased body weight gain in males
at 2 mg/kg/day and in females at 3 mg/kg/day. The No Adverse Effect Level (NOAEL) for delayed sexual
maturation was 1 mg/kg/day, which is equivalent to the MRHD of 4 mg/day, on a mg/m basis. The effects
on fertility were not evaluated in this study.

In a study where juvenile rats were treated with guanfacine in combination with methylphenidate from 7 to
59 days of age, a decrease in ulna bone length and a slight delay in sexual maturation were observed in
males given 1 mg/kg/day of guanfacine in combination with 50 mg/kg/day of methylphenidate. The
NOAELs for these findings were 0.3 mg/kg of guanfacine in combination with 16 mg/kg/day of
methylphenidate, which are equivalent to 0.3 and 1.4 times the MRHD of 4 mg/day and 54 mg/day for
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guanfacine and methylphenidate, respectively, on a mg/m2 basis. These findings were not observed with
guanfacine alone at 1 mg/kg/day or methylphenidate alone at 50 mg/kg/day.

8.5 Geriatric Use
The safety and efficacy of INTUNIV®in geriatric patients have not been established.
8.6 Renal Impairment

It may be necessary to reduce the dosage in patients with significant impairment of renal function [see
Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

It may be necessary to reduce the dosage in patients with significant impairment of hepatic function [see
Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

INTUNIV® is not a controlled substance and has no known potential for abuse or dependence.
10 OVERDOSAGE

Symptoms

Postmarketing reports of guanfacine overdosage indicate that hypotension, drowsiness, lethargy, and
bradycardia have been observed following overdose. Initial hypertension may develop early and may be
followed by hypotension. Similar symptoms have been described in voluntary reports to the American
Association of Poison Control Center’'s National Poison Data System. Miosis of the pupils may be noted
on examination. No fatal overdoses of guanfacine have been reported in published literature.

Treatment
Consult a Certified Poison Control Center by calling 1-800-222-1222 for up-to-date guidance and advice.

Management of INTUNIV® overdose should include monitoring for and the treatment of initial
hypertension, if that occurs, as well as hypotension, bradycardia, lethargy and respiratory depression.
Children and adolescents who develop lethargy should be observed for the development of more serious
toxicity including coma, bradycardia and hypotension for up to 24 hours, due to the possibility of delayed
onset hypotension.

11 DESCRIPTION

INTUNIV® is a once-daily, extended-release formulation of guanfacine hydrochloride (HCI) in a matrix
tablet formulation for oral administration only. The chemical designation is N-amidino-2-(2,6-
dichlorophenyl) acetamide monohydrochloride. The molecular formula is CgHgCl, N3O-HCI corresponding
to a molecular weight of 282.55. The chemical structure is:

Cl
H
N NH, e HCI

O NH
Cl

Guanfacine HCI is a white to off-white crystalline powder, sparingly soluble in water (approximately
1 mg/mL) and alcohol and slightly soluble in acetone. The only organic solvent in which it has relatively
high solubility is methanol (>30 mg/mL). Each tablet contains guanfacine HCI equivalent to 1 mg, 2 mg,
3 mg, or 4 mg of guanfacine base. The tablets also contain hypromellose, methacrylic acid copolymer,

14



lactose, povidone, crospovidone, microcrystalline cellulose, fumaric acid, and glyceryl behenate. In
addition, the 3-mg and 4-mg tablets also contain green pigment blend PB-1763.

12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Guanfacine is a central alpha,s-adrenergic receptor agonist. Guanfacine is not a central nervous system
(CNS) stimulant. The mechanism of action of guanfacine in ADHD is not known.

12.2 Pharmacodynamics

Guanfacine is a selective central alphays-adrenergic receptor agonist in that it has a 15-20 times higher
affinity for this receptor subtype than for the alpha,g or alpha,c subtypes.

Guanfacine is a known antihypertensive agent. By stimulating central alphays-adrenergic receptors,
guanfacine reduces sympathetic nerve impulses from the vasomotor center to the heart and blood
vessels. This results in a decrease in peripheral vascular resistance and a reduction in heart rate.

In a thorough QT study, the administration of two dose levels of immediate-release guanfacine (4 mg and
8 mg) produced concentrations approximately 2to 4 times the concentrations observed with the
maximum recommended dose of INTUNIV® of 0.12 mg/kg. Guanfacine was not shown to prolong the QTc
interval to any clinically relevant extent.

12.3 Pharmacokinetics

Absorption and Distribution

Guanfacine is readily absorbed and approximately 70% bound to plasma proteins independent of drug
concentration. After oral administration of INTUNIV® the time to peak plasma concentration is
approximately 5 hours in children and adolescents with ADHD.

Immediate-release guanfacine and INTUNIV® have different pharmacokinetic characteristics; dose
substitution on a milligram per milligram basis will result in differences in exposure.

A comparison across studies suggests that the C,,x is 60% lower and AUC,... 43% lower, respectively, for
INTUNIV® compared to immediate-release guanfacine. Therefore, the relative bioavailability of INTUNIV®
to immediate-release guanfacine is 58%. The mean pharmacokinetic parameters in adults following the
administration of INTUNIV® 1 mg once daily and immediate-release guanfacine 1mg once daily are
summarized in Table 15.

Table 15: Comparison of Pharmacokinetics: INTUNIV® vs. Immediate release
Guanfacine in Adults
INTUNIV® Immediate-release
Parameter 1 mg once daily guanfacine
(n=52) 1 mg once daily
(n=12)
Chax (ng/mL) 1.0+0.3 25+0.6
AUC,.. (ng-h/mL) 32+9 56 + 15
tmax () 6.0 (4.0-8.0) 3.0 (1.5-4.0)
ty, (h) 18+4 16+3

Note: Values are mean +/- SD, except for tmax Which is median (range)
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Figure 1: Comparison of Pharmacokinetics: INTUNIV® vs. Immediate-release guanfacine in Adults
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Exposure to guanfacine was higher in children (ages 6-12) compared to adolescents (ages 13-17) and
adults. After oral administration of multiple doses of INTUNIV® 4 mg, the C,.x was 10 ng/mL compared to
7ng/mL and the AUC was 162 ng-h/mL compared to 116 ng-h/mL in children (ages 6-12) and
adolescents (ages 13-17), respectively. These differences are probably attributable to the lower body
weight of children compared to adolescents and adults.

The pharmacokinetics were affected by intake of food when a single dose of INTUNIV® 4 mg was
administered with a high-fat breakfast. The mean exposure increased (Cnax ~75% and AUC ~40%)
compared to dosing in a fasted state.

Dose Proportionality

Following administration of INTUNIV® in single doses of 1 mg, 2 mg, 3 mg, and 4 mg to adults, C,,,x and
AUC,... of guanfacine were proportional to dose.

Metabolism and Elimination

In vitro studies with human liver microsomes and recombinant CYP’s demonstrated that guanfacine was
primarily metabolized by CYP3A4. In pooled human hepatic microsomes, guanfacine did not inhibit the
activities of the major cytochrome P450 isoenzymes (CYP1A2, CYP2C8, CYP2C9, CYP2C19, CYP2D6
or CYP3A4/5). Guanfacine is a substrate of CYP3A4/5 and exposure is affected by CYP3A4/5
inducers/inhibitors.

Studies in Specific Populations

Renal Impairment

The impact of renal impairment on the pharmacokinetics of guanfacine in children was not assessed. In
adult patients with impaired renal function, the cumulative urinary excretion of guanfacine and the renal
clearance diminished as renal function decreased. In patients on hemodialysis, the dialysis clearance was
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about 15% of the total clearance. The low dialysis clearance suggests that the hepatic elimination
(metabolism) increases as renal function decreases.

Hepatic Impairment

The impact of hepatic impairment on PK of guanfacine in children was not assessed. Guanfacine in
adults is cleared both by the liver and the kidney, and approximately 50% of the clearance of guanfacine
is hepatic [see Hepatic Impairment (8.7)].

Drug Interaction Studies

Guanfacine is primarily metabolized by CYP3A4 and its plasma concentrations can be affected
significantly by CYP3A4 inhibitors or inducers (Figure 2).

Figure 2: Effect of Other Drugs on the Pharmacokinetics (PK) of INTUNIV®
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Guanfacine does not significantly affect exposures of methylphenidate and lisdexamfetamine when
coadministered (Figure 3).
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Figure 3: Effect of INTUNIV® on the Pharmacokinetics (PK) of Other Drugs
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13  NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis

No carcinogenic effect of guanfacine was observed in studies of 78 weeks in mice or 102 weeks in rats at
doses up to 6.8 times the maximum recommended human dose of 0.12 mg/kg/day on a mg/m2 basis.

Mutagenesis

Guanfacine was not genotoxic in a variety of test models, including the Ames test and an in vitro
chromosomal aberration test; however, a marginal increase in numerical aberrations (polyploidy) was
observed in the latter study.

Impairment of Fertility

No adverse effects were observed in fertility studies in male and female rats at doses up to 22 times the
maximum recommended human dose on a mg/m2 basis.

14  CLINICAL STUDIES

Efficacy of INTUNIV® in the treatment of ADHD was established in children and adolescents (6 to
17 years) in:

e Five short-term, placebo-controlled monotherapy trials (Studies 1, 2, 4, 5, and 6).
e One short-term, placebo-controlled adjunctive trial with psychostimulants (Study 3).
¢ One long-term, placebo-controlled monotherapy maintenance trial (Study 7).

Studies 1 and 2: Fixed-dose INTUNIV® Monotherapy

Study 1 (301 study) was a double-blind, placebo-controlled, parallel-group, fixed-dose study, in which
efficacy of once daily dosing with INTUNIV® (2 mg, 3 mg and 4 mg) was evaluated for 5 weeks (n=345) in
children and adolescents aged 6-17 years. Study 2 (304 study) was a double-blind, placebo-controlled,
parallel-group, fixed-dose study, in which efficacy of once daily dosing with INTUNIV® (1 mg, 2 mg, 3 mg
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and 4 mg) was evaluated for 6 weeks (n=324) in children and adolescents aged 6-17 years. In both
studies, randomized patients in 2 mg, 3 mg and 4 mg dose groups were titrated to their target fixed dose,
and continued on the same dose until a dose tapering phase started. The lowest dose of 1 mg used in
Study 2 was not randomized to patients weighing more than 50 kg. Patients who weighed less than 25 kg
were not included in either study.

Signs and symptoms of ADHD were evaluated on a once weekly basis using the clinician administered
and scored ADHD Rating Scale (ADHD-RS-1V), which includes both hyperactive/impulsive and inattentive
subscales. The primary efficacy outcome was the change from baseline to endpoint in ADHD-RS-IV total
scores. Endpoint was defined as the last post-randomization treatment week for which a valid score was
obtained prior to dose tapering (up to Week 5 in Study 1 and up to Week 6 in Study 2).

The mean reductions in ADHD-RS-IV total scores at endpoint were statistically significantly greater for
INTUNIV® compared to placebo for Studies 1 and 2. Placebo-adjusted changes from baseline were
statistically significant for each of the 2 mg, 3 mg, and 4 mg INTUNIV® randomized treatment groups in
both studies, as well as the 1 mg INTUNIV® treatment group that was included only in Study 2 (see
Table 16).

Dose-responsive efficacy was evident, particularly when data were examined on a weight-adjusted
(mg/kg) basis. When evaluated over the dose range of 0.01-0.17 mg/kg/day, clinically relevant
improvements were observed beginning at doses in the range 0.05-0.08 mg/kg/day. Doses up to
0.12 mg/kg/day were shown to provide additional benefit.

In the monotherapy trials (Studies 1 and 2), subgroup analyses were performed to identify any differences
in response based on gender or age (6-12 vs. 13-17). Analyses of the primary outcome did not suggest
any differential responsiveness on the basis of gender. Analyses by age revealed a statistically significant
treatment effect only in the 6-12 age subgroup. Due to the relatively small proportion of adolescent
patients (ages 13-17) enrolled into these studies (approximately 25%), these data may not have been
sufficient to demonstrate efficacy in the adolescent patients. In these studies, patients were randomized
to a fixed dose of INTUNIV® rather than optimized by body weight. Therefore, some adolescent patients
were randomized to a dose that might have resulted in relatively lower plasma guanfacine concentrations
compared to the younger patients. Over half (55%) of the adolescent patients received doses of
0.01-0.04 mg/kg. In studies in which systematic pharmacokinetic data were obtained, there was a strong
inverse correlation between body weight and plasma guanfacine concentrations.

Table 16: Fixed dose Studies

Study

Number Treatment Group

Primary Efficacy Measure: ADHD-RS-IV Total Score

(Age Range) Mean Baseline LS Mean Change Placebo-subtracted

Score (SD) from Baseline (SE) Difference® (95% ClI)

Study 1 INTUNIV® 2 mg* 36.1 (9.99) -15.9 (1.37) -7.4 (-11.3, -3.5)
(6—17 INTUNIV® 3 mg* 36.8 (8.72) -16.0 (1.38) -7.5(-11.4, -3.6)
years) INTUNIV® 4 mg* 38.4 (9.21) -18.5 (1.39) -10.0 (-13.9, -6.1)

Placebo 38.1 (9.34) -8.5 (1.42) -
Study 2 INTUNIV® 1 mg** 41.7 (7.81) -19.4 (1.69) -6.8 (-11.3, -2.2)
(6—17 INTUNIV® 2 mg* 39.9 (8.74) -18.1 (1.60) -5.4 (-9.9,-0.9)
years) INTUNIV® 3 mg* 39.1 (9.22) -20.0 (1.64) -7.3 (-11.8, -2.8)

INTUNIV® 4 mg* 40.6 (8.57) -20.6 (1.60) -7.9 (-12.3, -3.4)

Placebo 39.3 (8.85) -12.7 (1.60) --

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted confidence interval.
@ Difference (drug minus placebo) in least-squares mean change from baseline.
* Doses statistically significantly superior to placebo.
" The lowest dose of 1 mg used in Study 2 was not randomized to patients weighing more than 50 kg.

19



Study 3: Flexible-dose INTUNIV® as Adjunctive Therapy to Psychostimulants

Study 3 (313 study) was a double-blind, randomized, placebo-controlled, dose-optimization study, in
which efficacy of once daily optimized dosing (morning or evening) with INTUNIV®(1 mg, 2 mg, 3 mg and
4 mg), when co-administered with psychostimulants, was evaluated for 8 weeks, in children and
adolescents aged 6-17 years with a diagnosis of ADHD, with a sub-optimal response to stimulants
(n=455). Patients were started at the 1 mg INTUNIV® dose level and were titrated weekly over a 5-week
dose-optimization period to an optimal INTUNIV® dose not to exceed 4 mg/day based on tolerability and
clinical response. The dose was then maintained for a 3-week dose maintenance period before entry to
1 week of dose tapering. Patients took INTUNIV® either in the morning or the evening while maintaining
their current dose of psychostimulant treatment given each morning. Allowable psychostimulants in the
study were ADDERALL XR®, VYVANSE®, CONCERTA®, FOCALIN XR®, RITALIN LA®, METADATE CD®
or FDA-approved generic equivalents.

Symptoms of ADHD were evaluated on a weekly basis by clinicians using the ADHD Rating Scale
(ADHD-RS-IV), which includes both hyperactive/impulsive and inattentive subscales. The primary efficacy
outcome was the change from baseline to endpoint in ADHD-RS-IV total scores. Endpoint was defined as
the last post-randomization treatment week prior to dose tapering for which a valid score was obtained
(up to Week 8).

Mean reductions in ADHD-RS-IV total scores at endpoint were statistically significantly greater for
INTUNIV® given in combination with a psychostimulant compared to placebo given with a psychostimulant
for Study 3, for both morning and evening INTUNIV® dosing (see Table 17). Nearly two-thirds (64.2%) of
patients reached optimal doses in the 0.05-0.12 mg/kg/day range.

Studies 4, 5 and 6: Flexible-dose INTUNIV® Monotherapy

Study 4 (314 study) was a double-blind, randomized, placebo-controlled, dose-optimization study, in
which efficacy of once daily dosing (morning or evening) with INTUNIV® (1 mg, 2 mg, 3 mg, and 4 mg)
was evaluated for 8 weeks in children aged 6-12 years (n=340).

Signs and symptoms of ADHD were evaluated on a once weekly basis using the clinician administered
and scored ADHD Rating Scale (ADHD-RS-1V), which includes both hyperactive/impulsive and inattentive
subscales. The primary efficacy outcome was the change from baseline score at endpoint on the
ADHD-RS-IV total scores. Endpoint was defined as the last post-randomization treatment week for which
a valid score was obtained prior to dose tapering (up to Week 8).

Mean reductions in ADHD-RS-IV total scores at endpoint were statistical%/ significantly greater for
INTUNIV® compared to placebo in both AM and PM dosing groups of INTUNIV™ (see Table 17).

Study 5 (312 study) was a 15-week, double-blind, randomized, placebo-controlled, dose-optimization
study conducted in adolescents aged 13-17 years (n=314) to evaluate the efficacy and safety of
INTUNIV® (1-7 mg/day; optimized dose range of 0.05-0.12 mg/kg/day) in the treatment of ADHD as
measured by the ADHD Rating Scale-IV (ADHD-RS-IV). Patients receiving INTUNIV® showed statistically
significantly greater improvement on the ADHD-RS-IV total score compared with patients receiving
placebo (see Table 17).

Study 6 (316 study) was a 12-week (for children aged 6-12) or 15-week (for adolescents aged 13-17),
randomized, double-blind, parallel-group, placebo- and active-reference, dose-optimization study
conducted in pediatric patients (children and adolescents aged 6-17 years old inclusive) (n=337) to
assess the efficacy and safety of once-daily dosing (children: 1-4 mg/day, adolescents: 1-7 mg/day;
optimized dose range of 0.05 to 0.12 mg/kg/day) in the treatment of ADHD. INTUNIV® was statistically
superior to placebo on symptoms of ADHD in patients 6-17 years as measured by change from baseline
in ADHD-RS-IV total scores (see Table 17).
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Table 17: Flexible-Dose studies

ﬁtuur:)l;er Treatment Group Primary Efficacy Measure: ADHD-RS-IV Total Score

(Age Placebo-

Range) Mean Baseline ChLaSn Mee:r?)m subtracted
Score (SD) B g Difference® (95%

aseline (SE) cly

Study 3° INTUNIV® 1—4 mg AM* 37.6 (8.13) -20.3 (0.97) -4.5(-7.5,-1.4)

(6—17 INTUNIV® 1—4 mg PM* 37.0 (7.65) -21.2 (0.97) -5.3 (-8.3, -2.3)

years) Placebo 37.7 (7.75) -15.9 (0.96) --

Study 4 INTUNIV® 1—4 mg AM* 41.7 (6.39) -20.0 (1.23) -9.4 (-12.8, -6.0)

(6—12 INTUNIV® 1—4 mg PM* 41.6 (6.66) -20.4 (1.19) -9.8 (-13.1, -6.4)

years) Placebo 42.9 (6.29) -10.6 (1.20) --

Study 5 INTUNIV® 1—7 mg* 39.9 (5.57) -24.6 (1.06) -6.03 (-8.87, -3.19)

(13—17 Placebo 40.0 (6.11) -18.5 (1.08) -

years)

Study 6 INTUNIV® 1—7 mg* 43.1 (5.47) -23.89 (1.15) -8.88 (-11.94, -

(6—17 Placebo 43.2 (5.60) -15.01 (1.16) 5.81)

years) --

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted confidence interval.
@ Treatment was given in combination with a psychostimulant.

® Difference (drug minus placebo) in least-squares mean change from baseline.

* Doses statistically significantly superior to placebo.

Study 7: Long-Term Maintenance of INTUNIV® Efficacy

Study 7 (315 study) was a double-blind, placebo-controlled, randomized withdrawal trial in pediatric
patients aged 6 to 17 years with DSM-IV-TR diagnosis of ADHD. The study consisted of an open-label
phase, including a 7-week dose optimization period to titrate patients to an optimal dose (maximum
4 mg/day for children and 7 mg/day for adolescents; optimized dose range: 0.05 to 0.12 mg/kg/day) and a
6-week dose maintenance period. There were 526 patients included in the open-label phase. Among
those, 315 patients who met response criteria in the open-label phase were then randomized (1:1,
INTUNIV:placebo) in a 26-week, double-blind, randomized withdrawal phase. The response criteria were
defined by 230% reduction in ADHD-RS-IV total score and a Clinical Global Impression-Improvement
(CGI-l) score of 1o0r2 during the open-label phase. A statistically significantly lower proportion of
treatment failures occurred among INTUNIV patients compared to placebo at the end of the randomized
withdrawal period (Figure 4). Treatment failure was defined as a >50% increase (worsening) in
ADHD-RS-IV total score and a >2-point increase in Clinical Global Impression-Severity (CGI-S) score.
Patients who met the treatment failure criteria on two consecutive visits or discontinued for any reason
were classified as treatment failure.
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Figure 4. Kaplan-Meier Estimation of Proportion of Patients with Treatment Failure for Children
and Adolescents Ages 6-17 (Study 7)
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16 HOW SUPPLIED/STORAGE AND HANDLING

INTUNIV® is supplied in 1 mg, 2 mg, 3 mg, and 4 mg strength extended-release tablets in 100 count
bottles.

1mg 2 mg 3 mg 4 mg
Color White/off-white White/off-white Green Green
Shape Round Caplet Round Caplet
Debossment 503/1mg 503 /2 mg 503 /3 mg 503 /4 mg
(top/bottom)
NDC number 54092-513-02 54092-515-02 54092-517-02 54092-519-02

Storage - Store at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to 86°F). See
USP Controlled Room Temperature.

17  PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Dosing and Administration

Instruct patients to swallow INTUNIV® whole with water, milk or other liquid. Tablets should not be
crushed, chewed or broken prior to administration because this may increase the rate of release of the
active drug. Patients should not take INTUNIV® together with a high-fat meal, since this can raise blood
levels of INTUNIV®. Instruct the parent or caregiver to supervise the child or adolescent taking INTUNIV®
and to keep the bottle of tablets out of reach of children.

Advise patients not to abruptly discontinue INTUNIV®. Instruct patients on how to properly taper the dose
because clinically significant blood pressure increases can occur [see Dosage and Administration (2.5)
and Warnings and Precautions (5.4)].

Adverse Reactions

Advise patients that sedation can occur, particularly early in treatment or with dose increases. Caution
against operating heavy equipment or driving until they know how they respond to treatment with
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INTUNIV® [see Warnings and Precautions (5.2)]. Headache and abdominal pain can also occur. If any of
these symptoms persist, or other symptoms occur, the patient should be advised to discuss the

symptoms with the health care provider.

Advise patients to avoid becoming dehydrated or overheated, which may potentially increase the risks of
hypotension and syncope [see Warnings and Precautions (5.1)]. Advise patients to avoid use with

alcohol.
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Patient Information
INTUNIV® (in-TOO-niv)
(guanfacine)
Extended-Release Tablets

Read the Patient Information that comes with INTUNIV® before you start taking it
and each time you get a refill. There may be new information. This leaflet does not
take the place of talking with your doctor about your medical condition or your
treatment.

What is INTUNIV®?

INTUNIV® is a prescription medicine used to treat the symptoms of attention deficit
hyperactivity disorder (ADHD). INTUNIV may be used alone or with ADHD stimulant
medicines.

INTUNIV® is not a central nervous system (CNS) stimulant.

It is not known if INTUNIV is safe and effective in children younger than 6 years of
age.

Who should not take INTUNIV®?

Do not take INTUNIV if you are allergic to guanfacine or any of the ingredients in
INTUNIV. See the end of this leaflet for a complete list of ingredients in INTUNIV.

What should I tell my doctor before taking INTUNIV®?
Before you take INTUNIV®, tell your doctor if you:

e have heart problems or a low heart rate

e have fainted

¢ have low or high blood pressure

e have liver or kidney problems

e have any other medical conditions

e are pregnant or plan to become pregnant. It is not known if INTUNIV® will
harm your unborn baby. Talk to your doctor if you are pregnant or plan to
become pregnant.

e are breastfeeding or plan to breastfeed. It is not known if INTUNIV® passes
into your breast milk. Talk to your doctor about the best way to feed your
baby while taking INTUNIV®.



Tell your doctor about all of the medicines you take, including prescription and
over-the-counter medicines, vitamins, and herbal supplements.

INTUNIV® may affect the way other medicines work, and other medicines may
affect how INTUNIV® works.

Especially tell your doctor if you take:
e ketoconazole
e medicines that can affect enzyme metabolism
¢ high blood pressure medicine
e sedatives
e benzodiazepines
e barbiturates
e antipsychotics

Ask your doctor or pharmacist for a list of these medicines, if you are not sure.

Know the medicines you take. Keep a list of them and show it to your doctor and
pharmacist when you get a nhew medicine.

How should I take INTUNIV®?
e Take INTUNIV® exactly as your doctor tells you.

e Your doctor may change your dose. Do not change your dose of INTUNIV®
without talking to your doctor.

e Do not stop taking INTUNIV® without talking to your doctor.

e Try not to miss your dose of INTUNIV®. If you miss a dose of INTUNIV®, take
the next dose at your regular time. If you miss 2 or more doses, talk to your
doctor, as you may need to restart INTUNIV® with a lower dose.

e Do not take a double dose to make up for a missed dose.

o INTUNIV® should be taken 1 time a day in the morning or in the evening,
either alone or in combination with an ADHD stimulant medicine that your
doctor may prescribe. Your doctor will tell you when to take INTUNIV® and
when to take your ADHD stimulant medication.

e INTUNIV® should be swallowed whole with a small amount of water, milk, or
other liquid.

e Do not crush, chew, or break INTUNIV®. Tell your doctor if you cannot
swallow INTUNIV® whole.

o Do not take INTUNIV® with a high-fat meal.

e Your doctor will check your blood pressure and heart rate while you take
INTUNIV®,
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If you take too much INTUNIV®, call your local Poison Control Center at
1-800-222-1222 or go to the nearest emergency room right away.

What should I avoid while taking INTUNIV®?

Do not drive, operate heavy machinery, or do other dangerous activities until
you know how INTUNIV® affects you. INTUNIV® can slow your thinking and
motor skills.

Do not drink alcohol or take other medicines that make you sleepy or dizzy
while taking INTUNIV® until you talk with your doctor. INTUNIV® taken with
alcohol or medicines that cause sleepiness or dizziness may make your
sleepiness or dizziness worse.

Do not become dehydrated or overheated. This may increase your chance of
having low blood pressure or fainting while taking INTUNIV.

What are the possible side effects of INTUNIV®?

INTUNIV® may cause serious side effects including:

low blood pressure

low heart rate

fainting

sleepiness

withdrawal symptoms of increased heart rate and high blood pressure after
suddenly stopping INTUNIV® (which may be accompanied by headaches,
feeling confused, nervousness, agitation, and tremors).

Get medical help right away, if you have any of the symptoms listed above.

The most common side effects of INTUNIV® include:

sleepiness
tiredness
trouble sleeping
low blood pressure
nausea
stomach pain
dizziness

dry mouth
irritability
vomiting

slow heart rate

Tell the doctor if you have any side effect that bothers you or that does not go

away.
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These are not all the possible side effects of INTUNIV®. For more information, ask
your doctor or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects
to FDA at 1-800-FDA-1088.

How should I store INTUNIV®?

e Store INTUNIV® between 68°F to 77°F (20°C to 25°C)
Keep INTUNIV® and all medicines out of the reach of children.
General Information about the safe and effective use INTUNIV®

Medicines are sometimes prescribed for purposes other than those listed in a
Patient Information Leaflet. Do not use INTUNIV® for a condition for which it was
not prescribed. Do not give INTUNIV® to other people, even if they have the same
symptoms that you have. It may harm them.

This leaflet summarizes the most important information about INTUNIV®. If you
would like more information, talk with your doctor. You can ask your pharmacist or
doctor for information about INTUNIV® that is written for health professionals.

For more information, go to www.INTUNIV.com or call 1-800-828-2088.
What are the ingredients in INTUNIV®?

Active ingredient: guanfacine hydrochloride

Inactive ingredients: hypromellose, methacrylic acid copolymer, lactose,
povidone, crospovidone, microcrystalline cellulose, fumaric acid, and glycerol
behenate. In addition, the 3 mg and 4 mg tablets also contain green pigment blend
PB-1763.

This Patient Information has been approved by the U.S. Food and Drug
Administration.

Manufactured for Shire US Inc., 300 Shire Way, Lexington, MA 02421.
INTUNIV®is a registered trademark of Shire LLC.

Revised: 7/2016

© 2016 Shire US Inc.

This product is covered by US patents including 6,287,599; 6,811,794.
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ANNEXI

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
Intuniv 1 mg prolonged-release tablets
Intuniv 2 mg prolonged-release tablets
Intuniv 3 mg prolonged-release tablets
Intuniv 4 mg prolonged-release tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Intuniv 1 mg tablet
Each tablet contains guanfacine hydrochloride equivalent to 1 mg of guanfacine.

Intuniv 2 mg tablet
Each tablet contains guanfacine hydrochloride equivalent to 2 mg of guanfacine.

Intuniv 3 mg tablet
Each tablet contains guanfacine hydrochloride equivalent to 3 mg of guanfacine.

Intuniv 4 mg tablet
Each tablet contains guanfacine hydrochloride equivalent to 4 mg of guanfacine.

Excipient(s) with known effect

Each 1 mg tablet contains 22.41 mg of lactose (as monohydrate).
Each 2 mg tablet contains 44.82 mg of lactose (as monohydrate).
Each 3 mg tablet contains 37.81 mg of lactose (as monohydrate).
Each 4 mg tablet contains 50.42 mg of lactose (as monohydrate).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Prolonged-release tablet
Intuniv 1 mg tablet

7.14mm round, white to off-white tablets debossed with ‘1MG’ on one side and ‘503’ on the other
side.

Intuniv 2 mg tablet
12.34mm x 6.10mm oblong shaped, white to off-white tablets debossed with ‘2MG’ on one side and
“503” on the other side.

Intuniv 3 mg tablet
7.94mm round, green tablets debossed with ‘3MG’ on one side and ‘503 on the other side.

Intuniv 4 mg tablet
12.34mm x 6.10mm oblong shaped, green tablets debossed with ‘“4MG’ on one side and ‘503’ on the
other side.




4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Intuniv is indicated for the treatment of attention deficit hyperactivity disorder (ADHD) in children
and adolescents 6-17 years old for whom stimulants are not suitable, not tolerated or have been shown
to be ineffective.

Intuniv must be used as a part of a comprehensive ADHD treatment programme, typically including
psychological, educational and social measures.

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.

Pre-treatment screening:

Prior to prescribing, it is necessary to conduct a baseline evaluation to identify patients at increased
risk of somnolence and sedation, hypotension and bradycardia, QT-prolongation arrhythmia and
weight increase/risk of obesity. This evaluation should address a patient’s cardiovascular status
including blood pressure and heart rate, documenting comprehensive history of 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 4.4).

Posology
Careful dose titration and monitoring is necessary at the start of treatment with Intuniv since clinical

improvement and risks for several clinically significant adverse reactions (syncope, hypotension,
bradycardia, somnolence and sedation) are dose- and exposure-related. Patients should be advised that
somnolence and sedation can occur, particularly early in treatment or with dose increases. If
somnolence and sedation are judged to be clinically concerning or persistent, a dose decrease or
discontinuation should be considered.

For all patients, the recommended starting dose is 1 mg of guanfacine, taken orally once a day.

The dose may be adjusted in increments of not more than 1 mg per week. Dose should be
individualised according to the patient’s response and tolerability.

Depending on the patient’s response and tolerability for Intuniv the recommended maintenance dose
range is 0.05-0.12 mg/kg/day. The recommended dose titration for children and adolescents is
provided below (see tables 1 and 2). Dose adjustments (increase or decrease) to a maximum tolerated
dose within the recommended optimal weight-adjusted dose range based upon clinical judgement of
response and tolerability may occur at any weekly interval after the initial dose.

Monitoring during titration
During dose titration, weekly monitoring for signs and symptoms of somnolence and sedation,
hypotension and bradycardia should be performed.

Ongoing monitoring
During the first year of treatment, the patient should be assessed at least every 3 months for:
o Signs and symptoms of:
o somnolence and sedation
o hypotension
o bradycardia
o weight increase/risk of obesity
It is recommended clinical judgement be exercised during this period. 6 monthly monitoring should
follow thereafter, with more frequent monitoring following any dose adjustments (see section 4.4).



Table 1
Dose Titration Schedule for Children Aged 6-12 years

Weight Group Week 1 Week 2 Week 3 Week 4
25 kg and up
Max 1 mg 2 mg 3 mg 4 mg
Dose=4 mg
Table 2
Dose Titration Schedule for Adolescents (Aged 13-17 Years)
Weight Group® erk W;ek Wgek erk Week 5 Week 6 Week 7
34-41.4 kg
Max I mg 2 mg 3 mg 4 mg
Dose=4 mg
41.5-49.4 kg
Max 1 mg 2 mg 3 mg 4 mg 5mg
Dose= 5 mg
49.5-58.4 kg
Max 1 mg 2 mg 3 mg 4 mg 5 mg 6 mg
Dose= 6 mg
58.5 kg and
above b
1 mg 2 mg 3 mg 4 mg 5mg 6 mg 7 mg
Max
Dose= 7 mg

* Adolescent subjects must weigh at least 34 kg.

® Adolescents weighing 58.5 kg and above may be titrated to a 7 mg/day dose after the
subject has completed a minimum of 1 week of therapy on a 6 mg/day dose and the
physician has performed a thorough review of the subject’s tolerability and efficacy.

The physician who elects to use guanfacine for extended periods (over 12 months) should re-evaluate
the usefulness of guanfacine every 3 months for the first year and then at least yearly based on clinical
judgement (see section 4.4), and consider trial periods off medication to assess the patient’s
functioning without pharmacotherapy, preferably during times of school holidays.

Downward titration and discontinuation
Patients/caregivers should be instructed not to discontinue guanfacine without consulting their
physician.

When stopping Intuniv, the dose must be tapered with decrements of no more than 1 mg every 3 to
7 days, and blood pressure and pulse should be monitored in order to minimise potential withdrawal
effects, in particular increases in blood pressure and heart rate (see section 4.4).

In a maintenance of efficacy study, upon switching from guanfacine to placebo, 7/158 (4.4%) subjects
experienced increases in blood pressure to values above 5 mmHg and also above the 95" percentile for
age, sex and stature (see sections 4.8 and 5.1).



Missed dose
In the event of a missed dose, Intuniv dosing can resume the next day. If two or more consecutive
doses are missed, re-titration is recommended based on the patient’s tolerability to guanfacine.

Switching from other formulations of guanfacine
Immediate-release guanfacine tablets should not be substituted on a mg/mg basis, because of differing
pharmacokinetic profiles.

Special populations

Adults and elderly

The safety and efficacy of guanfacine in adult and the elderly with ADHD has not been established
and therefore should not be used in this group.

Hepatic impairment

Guanfacine is cleared both by the liver and the kidneys, and at least 50% of the clearance of
guanfacine is hepatic. Dose reduction may be required in patients with different degrees of hepatic
impairment.

The impact of hepatic impairment on the pharmacokinetics of guanfacine in paediatric patients
(children and adolescents 6-17 years old) was not assessed.

Renal impairment

Guanfacine is cleared both by the liver and the kidneys, with approximately 30% of an intact
medicinal product excreted with urine. Dose reduction may be required in patients with severe renal
impairment (GFR 29-15 ml/min) and an end stage renal disease (GFR<15 ml/min) or requiring
dialysis. The impact of renal impairment on the pharmacokinetics of guanfacine in paediatric patients
(children and adolescents 6-17 years old) was not assessed.

Children under 6 years
Intuniv should not be used in children under the age of 6 years because efficacy and safety in this
patient population has not been studied.

Patients treated with CYP3A4 and CYP3A5 inhibitors/inducers

CYP3A4/5 inhibitors have been shown to have a significant effect on the pharmacokinetics of
guanfacine when co-administered. Dose adjustment is recommended with concomitant use of
moderate/strong CYP3A4/5 inhibitors (e.g., ketoconazole, grapeftuit juice), or strong CYP3A4
inducers (e.g., carbamazepine) (see section 4.5). In case of concomitant use of strong and moderate
CYP3A inhibitors, a 50% reduction of the guanfacine dose is recommended. Due to variability in
interaction effect, further dose titration may be needed (see above). If guanfacine is combined with
strong enzyme inducers, a retitration to increase the dose up to a maximum daily dose 7 mg (see
section 4.2), may be considered if needed. If the inducing treatment is ended, retitration to reduce the
guanfacine dose is recommended during the following weeks (see section 4.5).

Method of administration
Oral use.

Intuniv is taken once daily either morning or evening. Intuniv should not be crushed, chewed or
broken before swallowing because this increases the rate of guanfacine release.

Treatment is recommended only for children who are able to swallow the tablet whole without
problems.

Intuniv can be administered with or without food but should not be administered with high fat meals,
due to increased exposure (see section 5.2).

Intuniv should not be administered together with grapefruit juice (see section 4.5).



4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Hypotension, bradycardia and syncope

Intuniv can cause syncope, hypotension and bradycardia. Syncope may involve risks of falls or
accidents, which could result in serious harm (see sections 4.8 and 4.7).

Prior to initiation of treatment, patient’s cardiovascular status including heart rate and blood pressure
parameters, family history of sudden cardiac death /unexplained death, should be assessed to identify
patients at increased risk of hypotension, bradycardia, and QT-prolongation/risk of arrhythmia.
Monitoring of heart rate and blood pressure parameters should continue on a weekly basis during dose
titration and stabilisation and at least every 3 months for the first year, taking into consideration
clinical judgement. 6 monthly monitoring should follow thereafter, with more frequent monitoring
following any dose adjustment.

Caution is advised when treating patients with Intuniv who have a history of hypotension, heart block,
bradycardia, or cardiovascular disease, or who have a history of syncope or a condition that may
predispose them to syncope, such as hypotension, orthostatic hypotension, bradycardia, or
dehydration. Caution is also advised when treating patients with Intuniv who are being treated
concomitantly with antihypertensives or other medicinal products that can reduce blood pressure or
heart rate or increase the risk of syncope. Patients should be advised to drink plenty of fluid.

Blood pressure and heart rate increase upon discontinuation

Blood pressure and pulse may increase following discontinuation of Intuniv. In post-marketing
experience, hypertensive encephalopathy has been very rarely reported upon abrupt discontinuation of
Intuniv (see section 4.8). To minimise the risk of an increase in blood pressure upon discontinuation,
the total daily dose of Intuniv should be tapered in decrements of no more than 1 mg every 3 to 7 days
(see section 4.2). Blood pressure and pulse should be monitored when reducing the dose or
discontinuing Intuniv.

QTc interval

In phase II-11I randomised double-blind monotherapy studies respective increases in QT, interval
prolongation that exceeded change from baseline greater than >60 ms Fridericia-correction and
Bazett-correction were 0 (0.0%) and 2 (0.3%) among placebo and 1 (0.1%) and 1 (0.1%) among
Intuniv patients. The clinical relevance of this finding is uncertain.

Guanfacine should be prescribed with caution in patients with a known history of QT prolongation,
risk factors for torsade de pointes (e.g., heart block, bradycardia, hypokalaemia) or patients who are
taking medicinal products known to prolong the QT interval. These patients should receive further
cardiac evaluation based on clinical judgement (see section 4.8).

Sedation and somnolence

Intuniv may cause somnolence and sedation predominantly at the start of treatment and could typically
last for 2-3 weeks and longer in some cases. It is therefore recommended that patients will be closely
monitored weekly during dose titration and stabilisation (see section 4.2), and every 3 months during
the first year, taking into consideration clinical judgement. Before Intuniv is used with any other
centrally active depressants (such as alcohol, sedatives, phenothiazines, barbiturates, or
benzodiazepines) the potential for additive sedative effects should be considered. Patients should not
drink alcohol whilst taking Intuniv. Patients are advised against operating heavy equipment, driving or
cycling until they know how they respond to treatment with Intuniv (see section 4.7).




Suicidal ideation

Patients with emergent suicidal ideation or behaviour during treatment for ADHD should be evaluated
immediately by their physician. Treatment of an underlying psychiatric condition may be necessary
and consideration should be given to a possible change in the ADHD treatment programme.

Effects on height, weight and Body Mass index (BMI)

Children and adolescents treated with Intuniv may show an increase in their BMI. Therefore,
monitoring of height, weight and BMI should be done prior to initiation of therapy and then every

3 months for the first year, taking into consideration clinical judgement. 6 monthly monitoring should
follow thereafter, with more frequent monitoring following any dose adjustment.

Excipients
Intuniv contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp

lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.
4.5 Interaction with other medicinal products and other forms of interaction

When Intuniv is used concomitantly with CYP3A4/5 inhibitors or inducers, plasma concentrations of
guanfacine may be elevated or lowered, potentially affecting the efficacy and safety of Intuniv. Intuniv
can increase plasma concentrations of concomitantly administered medicinal products that are
metabolised via CYP3A4/5 (see sections 4.2, 4.4 and 5.2).

Guanfacine is an in vitro substrate of OCT1. Potential drug interactions with drugs that inhibit OCT1
cannot be excluded.

Guanfacine is an in vitro inhibitor of MATE]1 and the clinical relevance of MATE] inhibition cannot
be excluded. Concomitant administration of guanfacine with MATEI substrates may result in
increases in the plasma concentrations of these medicinal products. Furthermore, based on in vitro
studies, guanfacine may be an inhibitor of OCT1 at maximal portal vein concentrations. Concomitant
administration of guanfacine with OCT]1 substrates with a similar T, (e.g., metformin) may result in
increases in C,, of these medicinal products.

The pharmacodynamic effect of Intuniv can have an additive effect when taken with other products
known to cause sedation, hypotension or QT prolongation (see section 4.4).

All drug-drug interaction studies have been performed in adults, however, the outcome is expected to
be similar in the indicated paediatric age range.

QT Prolonging medicinal products
Intuniv causes a decrease in heart rate. Given the effect of Intuniv on heart rate, the concomitant use of
Intuniv with QT prolonging medicinal products is generally not recommended (see section 4.4).

CYP3A4 and CYP3AS inhibitors

Caution should be used when Intuniv is administered to patients taking ketoconazole and other
moderate and strong CYP3A4/5 inhibitors, a decrease in the dose of Intuniv within the recommended
dose range is proposed (see section 4.2). Co-administration of Intuniv with moderate and strong
CYP3AA4/5 inhibitors elevates plasma guanfacine concentrations and increases the risk of adverse
reactions such as hypotension, bradycardia, and sedation. There was a substantial increase in the rate
and extent of guanfacine exposure when administered with ketoconazole; the guanfacine peak plasma
concentrations (Cp,,x) and exposure (AUC) increased 2- and 3-fold, respectively. Other CYP3A4/5
inhibitors may have a comparable effect, see table 3 for a list of examples of moderate and strong
CYP3A4/5 inhibitors, this list is not definitive.

CYP3A4 inducers

When patients are taking Intuniv concomitantly with a CYP3A4 inducer, an increase in the dose of
Intuniv within the recommended dose range is proposed (see section 4.2). There was a significant
decrease in the rate and extent of guanfacine exposure when co-administered with rifampin, a




CYP3A4 inducer. The peak plasma concentrations (C,,.) and exposure (AUC) of guanfacine
decreased by 54% and 70% respectively. Other CYP3A4 inducers may have a comparable effect, see
table 3 for a list of examples of CYP3A4/5 inducers, this list is not definitive.

Table 3

Moderate CYP3A4/5 Strong CYP3A4/5 inhibitors CYP3A4 inducers
inhibitors
Aprepitant Boceprevir Bosentan
Atazanavir Chloramphenicol Carbamazepine
Ciprofloxacin Clarithromycin Efavirenz
Crizotinib Indinavir Etravirine
Diltiazem Itraconazole Modafinil
Erythromycin Ketoconazole Nevirapine
Fluconazole Posaconazole Oxcarbazepine
Fosamprenavir Ritonavir Phenobarbital
Imatinib Saquinavir Phenytoin
Verapamil Suboxone Primidone
Grapefruit juice Telaprevir Rifabutin

Telithromycin Rifampicin

St. John’s Wort

See section 4.2 for further dosing recommendations

Valproic acid

Co-administration of Intuniv and valproic acid can result in increased concentrations of valproic acid.
The mechanism of this interaction is unknown, although both guanfacine and valproic acid are
metabolised by glucuronidation, possibly resulting in competitive inhibition. When Intuniv is
co-administered with valproic acid, patients should be monitored for potential additive central nervous
system (CNS) effects and consideration should be given to the monitoring of serum valproic acid
concentrations. Adjustments in the dose of valproic acid and Intuniv may be indicated when co-

administered.

Antihypertensive medicinal products

Caution should be used when Intuniv is administered concomitantly with antihypertensive medicinal
products, due to the potential for additive pharmacodynamic effects such as hypotension and syncope.

CNS depressant medicinal products

Caution should be used when Intuniv is administered concomitantly with CNS depressant medicinal
products (e.g., alcohol, sedatives, hypnotics, benzodiazepines, barbiturates, and antipsychotics) due to
the potential for additive pharmacodynamic effects such as sedation and somnolence.

Oral Methylphenidate

In a drug interaction study, neither Intuniv nor Osmotic Release Oral System (OROS)-
methylphenidate HCI extended-release were found to affect the pharmacokinetics of the other
medicinal products when taken in combination.

Lisdexamfetamine dimesylate

In a drug interaction study, administration of Intuniv in combination with lisdexamfetamine
dimesylate induced a 19% increase in guanfacine maximum plasma concentrations, whereas exposure
(AUC) was increased by 7%. These small changes are not expected to be clinically meaningful. In this
study, no effect on d-amphetamine exposure was observed following combination of Intuniv and
lisdexamfetamine dimesylate.




Food interactions

Intuniv should not be administered with high fat meals due to increased exposure, as it has been shown
that high fat meals have a significant effect on the absorption of guanfacine.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no or limited amount of data from the use of guanfacine in pregnant women.

Studies in animals have shown reproductive toxicity (see section 5.3).
Intuniv is not recommended during pregnancy and in women of childbearing potential not using
contraception.

Breast-feeding
It is unknown whether guanfacine and its metabolites are excreted in human milk.

Available pharmacodynamic and toxicological data in animals have shown excretion of guanfacine
and its metabolites in milk (see section 5.3). Therefore, a risk on the breast-fed infant cannot be
excluded.

A decision must be made whether to discontinue breast-feeding or to discontinue and/or abstain from
Intuniv therapy taking into account the benefit of breast feeding for the child and the benefit of therapy
for the woman.

Fertility
There are no or limited amount of data regarding effect on fertility from the use of guanfacine in
humans.

Animal studies indicate an effect on male fertility (see section 5.3).
4.7 Effects on ability to drive and use machines

Intuniv can cause dizziness and somnolence. These effects occur predominantly at the start of
treatment and may occur less frequently as treatment continues. Syncope has also been observed. It
may have a moderate to severe influence on the ability to drive, use machines or cycling. Patients
should be warned of these possible effects and be advised that if affected, they should avoid these
activities (see section 4.4).

4.8 Undesirable effects

Summary of the safety profile

In the data set from controlled, doubled blinded and open-label clinical studies with Intuniv the most
frequently reported adverse reactions (very common) include somnolence (40.6%), headache (27.4%),
fatigue (18.1%), abdominal pain upper (12.0%), and sedation (10.2%). Serious adverse reactions
commonly reported include hypotension (3.2%), weight increase (2.9%), bradycardia (1.5%) and
syncope (uncommon) (0.7%). The adverse reactions somnolence and sedation occurred predominantly
at the start of treatment and may typically last for 2-3 weeks and longer in some cases.

Tabulated list of adverse reactions
The following table presents all adverse reactions based on clinical trials and spontaneous reporting.
All adverse reactions from post-marketing experience are italicised.

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)

Not known (cannot be estimated from the available data).

Table 4. Adverse Drug Reactions Reported with Intuniv

System/Organ Class
)Adverse Drug Reaction

Incidence Category

Immune system disorders

Hypersensitivity Uncommon
Metabolism and nutrition disorders

Decreased appetite Common
Psychiatric disorders

Depression Common
Anxiety Common
Affect lability Common
Insomnia Common
Middle insomnia Common
Nightmare Common
Agitation Uncommon
Hallucination Uncommon

INervous system disorders

Somnolence

Very common

Headache Very common
Sedation Common
Dizziness Common
Lethargy Common
Convulsion Uncommon
Syncope/loss of consciousness Uncommon
Dizziness postural Uncommon
Hypersomnia Rare
Cardiac disorders

Bradycardia Common
IAtrioventricular block first degree Uncommon
Tachycardia Uncommon
Sinus arrhythmia Uncommon
\Vascular disorders

Hypotension Common
Orthostatic hypotension Common
Pallor Uncommon
Hypertension Rare
Hypertensive encephalopathy Very rare
Respiratory, thoracic, and mediastinal disorders

\Asthma Uncommon

Gastrointestinal disorders

\Abdominal pain Very common
'Vomiting Common
Diarrhoea Common
Nausea Common
Constipation Common
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Table 4. Adverse Drug Reactions Reported with Intuniv

System/Organ Class Incidence Category
)Adverse Drug Reaction

\Abdominal/stomach discomfort Common

Dry mouth Common
Dyspepsia Uncommon

Skin and subcutaneous tissue disorders
Rash Common
\Pruritus Uncommon

IRenal and urinary disorders
Enuresis Common

PPollakiuria Uncommon

General disorders

Fatigue Very common
Irritability Common
IAsthenia Uncommon
Chest pain Uncommon
Malaise Rare
Investigations

Blood pressure decreased Common
Weight increased Common
Blood pressure increased Uncommon
Heart rate decreased Uncommon
)Alanine aminotransferase increased Uncommon

Description of selected adverse reactions

Somnolence/sedation, hypotension, bradycardia and syncope

In the overall pool of guanfacine-treated patients, somnolence occurred in 40.6% and sedation in
10.2% of guanfacine-treated patients. Bradycardia occurred in 1.5%, hypotension in 3.2% and syncope
occurred in 0.7% of all guanfacine-treated patients. The occurrence of somnolence/sedation and
hypotension was most prominent in the first few weeks of treatment and diminished gradually
thereafter.

Effects on height, weight and body Mass index (BMI)

Careful follow-up for weight suggests that children and adolescents who took Intuniv in the study (i.e.,
treatment for 7 days per week throughout the year) have demonstrated by an age- and sex-normalised
mean change from baseline in BMI percentile, 4.3 over 1 year (average percentiles at baseline and

12 months were 68.3 and 73.1, respectively). Consequently, as part of routine monitoring height,
weight and BMI should be monitored at the start of treatment and every 3 months during the first year,
then 6 monthly taking in to consideration clinical judgement with maintenance of a growth chart.

Thorough QT /QTc study

The effect of 2 dose levels of immediate-release guanfacine (4 mg and 8 mg) on QT interval was
evaluated in a double-blind, randomised, placebo- and active-controlled, cross-over study in healthy
adults. An apparent increase in mean QTc was observed for both doses. This finding has no known
clinical relevance.

In phase II-11I randomised double-blind monotherapy studies respective increases in QTc interval
prolongation that exceeded change from baseline greater than 60 ms Fridericia-correction and
Bazett-correction were 0 (0.0%) and 2 (0.3%) among placebo and 1 (0.1%) and 1 (0.1%) among
Intuniv patients. The clinical relevance of this finding is uncertain.
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Blood pressure and heart rate increase upon discontinuation of Intuniv

Blood pressure and pulse may increase following discontinuation of Intuniv. In post-marketing
experience, hypertensive encephalopathy has been very rarely reported upon abrupt discontinuation of
Intuniv (see section 4.4).

In a maintenance of efficacy study in children and adolescents, increases in mean systolic and diastolic
blood pressure of approximately 3 mmHg and 1 mmHg, respectively, above original baseline were
observed upon discontinuation of Intuniv. However, individuals may have larger increases than
reflected by the mean changes. The increases in blood pressure were observed in some individuals at
the end of the follow up period which ranged between 3 and 26 weeks post final dose (see sections 4.2
and 5.1).

Adult patients
Intuniv has not been studied in adults with ADHD.

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 national reporting system

listed in Appendix V.

4.9 Overdose

Signs and symptoms of overdose may include hypotension, initial hypertension, bradycardia, lethargy,
and respiratory depression. Haemodynamic instability has also been associated with a guanfacine
overdose 3 times the recommended daily dose. Management of Intuniv overdose should include
monitoring for and treatment of these signs and symptoms.

Paediatric patients (children and adolescents 6-17 years old inclusive) who develop lethargy should be
observed for the development of more serious toxicity including coma, bradycardia, and hypotension
for up to 24 hours, due to the possibility of delayed onset of these symptoms.

Treatment of overdose may include gastric lavage if it is performed soon after ingestion. Activated
charcoal may be useful in limiting the absorption. Guanfacine is not dialysable in clinically significant
amounts (2.4%).

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antihypertensives, antiadrenergic agents, centrally acting ATC code:
C02ACO02.

Mechanism of action

Guanfacine is a selective alpha,s-adrenergic receptor agonist in that it has 15-20 times higher affinity
for this receptor subtype than for the alpha,g or alpha,c subtypes. Guanfacine is a non-stimulant. The
mode of action of guanfacine in ADHD is not fully established. Preclinical research suggests
guanfacine modulates signalling in the prefrontal cortex and basal ganglia through direct modification
of synaptic noradrenalin transmission at the alpha 2- adrenergic receptors.

Pharmacodynamic effects

Guanfacine is a known antihypertensive agent. By stimulating alpha ,,-adrenergic receptors,
guanfacine reduces sympathetic nerve impulses from the vasomotor centre to the heart and blood
vessels. This results in a decrease in peripheral vascular resistance and blood pressure, and a reduction
in heart rate.
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Clinical efficacy and safety

The effects of guanfacine in the treatment of ADHD has been examined in 5 controlled studies in
children and adolescents (6 to 17 years), 3 short-term controlled trials in children and adolescents aged
6 to 17 years, 1 short-term controlled study in adolescents aged 13 to 17 years, and 1 randomised
withdrawal trial in children and adolescents aged 6-17 years, all of whom met the DSM-IV-TR criteria
for ADHD. The majority of patients achieved an optimised dose between 0.05-0.12mg/kg/day.

Three hundred and thirty-seven patients aged 6-17 years were evaluated in the pivotal Phase 3 Study
SPD503-316, to assess safety and efficacy of once-daily dosing (children:1-4mg/day, adolescents:

1-7 mg/day). In this 12-week (6-12 years) or 15-week (13-17 years), randomised, double-blind,
parallel-group, placebo- and active-reference (atomoxetine), dose-titration study, guanfacine showed
significantly greater efficacy than placebo on symptoms of ADHD based upon investigator ratings on
the ADHD Rating Scale (ADHD-RS). The ADHD Rating Scale is a measure of the core symptoms of
ADHD. The results with respect to the primary endpoint study are presented in Table 5.

Table 5. Summary of primary efficacy for study SPD503-316: ADHD-RS-1V

Treatme | N Baseline Change Difference Responde | Difference
nt groups ADHD- from from rs from
RS-1V baseline | placebo placebo
(SD) (SD) (95%CI) (95%CI)
Effect size
Guanfaci | 114 | 43.1(5.5) -23.9 -8.9 (-11.9, - 64.3% |21.9%(9.2;
ne (12.4) 5.8) 34.7)
112 | 43.7(5.9) 0.8 55.4%
Atomoxet -18.6 -3.8 (-6.8, - 13.0% (0.0 ;
ine 111 43.2 (5.6) (11.9) 0.7) 42.3% | 26.0)
0.3
Placebo -15.0 NA NA
(13.1)

Results of the secondary endpoints were consistent with that of the primary endpoint. The percentages
of subjects who met response criteria (>30% reduction from baseline in ADHD-RS-IV Total Score
and a CGI-I value of 1 or 2) was 64.3% for guanfacine, 55.4% for atomoxetine and 42.3% for placebo.
Guanfacine also showed significant improvement in learning, school and family functioning as
measured with the (WFIRS-P score).

In addition a 15-week, double-blind, randomised, placebo-controlled, dose-optimisation study
(SPD503-312) conducted in adolescents aged 13-17 years (n=314) to confirm the efficacy, safety, and
tolerability of guanfacine (1-7 mg/day) in the treatment of ADHD. Guanfacine showed a significantly
greater improvement in the ADHD-RS-IV total score compared with subjects receiving placebo.
Guanfacine-treated patients were in statistically significantly better conditions on the functional
outcome as measured by the clinical global impression of severity (CGI-S) at endpoint compared to
placebo-treated patients. Superiority (statistical significance) over placebo on the family and school,
and learning domains of the WFIRS-P score was not established in this study.

Study (SPD503-315) was a 41 week long term maintenance of efficacy study which included an
open-label phase (up to 13 weeks) followed by double-blind, placebo-controlled,
randomised-withdrawal phase (up to 26 weeks), conducted in paediatric patients (children and
adolescents aged 6-17 years old inclusive) (n=526 in the open-label phase and n=315 in the
double-blind randomised-withdrawal phase) to assess the efficacy, safety, and tolerability of
once-daily dosing with guanfacine (children: 1-4 mg/day, adolescents: 1-7 mg/day) in the treatment of
ADHD. Guanfacine was superior to placebo in the long-term maintenance of treatment in children and
adolescents with ADHD as measured by cumulative treatment failures (49.3% for Intuniv, and 64.9%
for placebo, p=0.006). Treatment failure was defined as a >50% increase in ADHD-RS-IV total score
and a >2 point increase in CGI-S score compared to the respective scores at the double-blind baseline
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visit. At the end of their double-blind treatment, a significantly larger proportion of subjects in the
guanfacine compared with placebo group were normal or borderline mentally ill as measured by the
clinical global impression of severity (CGI-S) that includes assessment of functioning. Superiority
(statistical significance) over placebo on the family and school, and learning domains of the WFIRS-P
score was not consistently established in this study.

Similar results for the efficacy of guanfacine in the treatment of ADHD were established in

2 randomised, double-blind, placebo-controlled, fixed-dose (range of 1-4 mg/day) monotherapy trials
in paediatric patients (children and adolescents 6-17 years old inclusive). Studies SPD503-301 and
SPD503-304 were 8 and 9 weeks in duration, respectively, both conducted in the United States.
Guanfacine showed significantly greater improvement compared to placebo on the change from
baseline to final on treatment assessment in the ADHD Rating Scale (ADHD-RS-IV) score in both
studies (placebo-adjusted reduction in LS mean range from 5.4 to 10.0, p<0.02).

Study SPD503-314 was conducted in children aged 6-12 years to assess the efficacy of once daily
dosing with guanfacine (1-4 mg) administered either in the morning or the evening. This was a
double-blind, randomised, placebo-controlled, dose-optimisation study, 9-weeks in duration conducted
in the United States and Canada. Symptoms of ADHD were evaluated as the change from baseline to
week 8 (final on treatment assessment) in the ADHD Rating Scale (ADHD-RS-IV) total scores.
Guanfacine showed significantly greater improvement compared to placebo regardless of time (AM or
PM) of administration (placebo-adjusted LS mean difference of -9.4 and -9.8 for AM and PM dosing,
respectively, p<0.001).

Co-administration with Psychostimulants

The effect of co-administration with psychostimulants was examined in an add-on study in partial
responders to psychostimulants. The study was double-blind, randomised, placebo-controlled,
multi-centre, dose-optimisation 9-weeks study. It was designed to evaluate the efficacy and safety of
guanfacine (1, 2, 3, and 4 mg/day) when co-administered with long-acting psychostimulants
(amphetamine, lisdexamphetamine, methylphenidate, dexmethylphenidate) in children and adolescents
aged 6-17 years with a diagnosis of ADHD and a suboptimal, partial response to psychostimulants.
Suboptimal response was defined as an ADHD-RS-IV total score of >24 and a CGI-S score >3 at
screening and baseline. The primary efficacy assessment was the ADHD-RS-IV total score.

The results showed that patients treated with add-on guanfacine improved more on the ADHD-RS-IV
compared to those treated with add-on placebo (20.7 (12.6) points vs. 15.9 (11.8); difference: 4.9 95%
CI2.6,7.2). No age differences were observed with respect to response to the ADHD-RS-IV.

ADHD with Oppositional Symptoms Study

Study SPD503-307 was a 9-week, double-blind, randomised, placebo-controlled, dose-optimisation
study with guanfacine (1-4 mg/day) conducted in children aged 6-12 years with ADHD and
oppositional symptoms (n=217). Oppositional symptoms were evaluated as the change from baseline
to endpoint in the Oppositional Subscale of the Conners’ Parent Rating Scale — revised Long Form
(CPRS-R:L) score. Results show statistically significantly (p<0.05) greater mean reductions at
endpoint from Baseline (indicating improvement) in oppositional subscale of CPRS-R:L scores in the
guanfacine group compared to placebo (10.9 points vs. 6.8 for guanfacine vs. placebo, respectively)
and the effect size was 0.6 (p<0.001). These reductions represent a percentage reduction of 56% vs.
33% for guanfacine vs. placebo, respectively.

5.2 Pharmacokinetic properties

Absorption
Guanfacine is readily absorbed, with peak plasma concentrations reached approximately 5 hours after

oral administration in paediatric patients (children and adolescents 6-17 years old inclusive). In adults,
the mean exposure of guanfacine increased (Cax ~75% and AUC ~40%) when Intuniv was taken
together with a high fat meal, compared to intake in the fasted state (see section 4.2).
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Distribution
Guanfacine is moderately bound to plasma proteins (approximately 70%), independent of drug
concentration.

Biotransformation

Guanfacine is metabolised via CYP3A4/5-mediated oxidation, with subsequent phase II reactions of
sulphation and glucuronidation. The major circulating metabolite is 3-OH-guanfacine sulphate which
lacks pharmacological activity.

Guanfacine is a substrate of CYP3A4 and CYP3AS, and exposure is affected by CYP3A4 and
CYP3AS inducers and inhibitors. In human hepatic microsomes, guanfacine did not inhibit the
activities of the other major cytochrome P450 isoenzymes (CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6, CYP3A4 or CYP3AS5); guanfacine is also not expected to be an inducer of
CYP3A, CYP1A2 and CYP2B6.

Transporters
Based on in vitro studies, guanfacine is a substrate of OCT1 and OCT2, but not BCRP, OATP1BI,

OATPI1B3, OAT1, OAT3, MATE1 or MATE2. Guanfacine is not an inhibitor of BSEP, MRP2,
OATPI1B1, OATP1B3, OATI1, OAT3, OCT2 or MATE2K, but it is an inhibitor of MATE1 and may
be an inhibitor of OCT1 at maximal portal vein concentrations.

Elimination

Guanfacine is cleared by the kidneys via filtration and active secretion and the liver. Active renal
secretion is mediated via OCT2 transporter. Renal excretion is the major elimination pathway (80%)
with parent drug accounting for 30% of the urinary radioactivity. The major urinary metabolites were
3-hydroxy guanfacine glucuronide, guanfacine dihydrodiol, 3-hydroxy guanfacine sulphate. The
elimination half-life of guanfacine is approximately 18 hours.

The pharmacokinetics of guanfacine is similar in children (aged 6 to 12) and adolescents (aged
13 to 17) ADHD patients, and healthy adult volunteers.

Special populations
There have been no studies performed in children with ADHD under the age of 6 years with Intuniv.

Systemic exposure to guanfacine 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 Intuniv.

5.3 Preclinical safety data

No carcinogenic effect of guanfacine was observed in studies of 78 weeks in mice at doses up to

10 mg/kg/day. A significant increase in incidence of adenomas of the pancreatic islet was observed in
male rats treated with 5 mg/kg/day guanfacine for 102 weeks but not in female rats. The clinical
relevance is unknown.

Guanfacine was not genotoxic in a variety of test models, including the Ames test and an in vitro
chromosomal aberration test.

General toxicity observed in animals (rat, dog) upon treatment with guanfacine included prolongation
of uncorrected QT interval (heart), atrophic spleen and decreased white blood cells, affected liver —
increased bilirubin and ALT levels included, irritated and inflamed intestines, increased creatinine and
blood urea nitrogen levels (kidney), corneal clouding (eye) in rat and mouse only, alveolar
macrophage infiltration & pneumonitis and reduced spermatogenesis.

No adverse effects were observed in a fertility study in female rats at doses up to 22 times the
maximum recommended human dose on a mg/m” basis.
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Male fertility was affected at 8 mg/kg/day, the lowest dose tested, equivalent of 10.8 times the
maximum recommended human dose of 0.12 mg/kg on a mg/m” basis. Due to lack of proper
toxicokinetic data, comparison to human clinical exposure was not possible.

Guanfacine showed embryo foetal developmental toxicity in mice and rats (NOAEL 0.5 mg/kg/day)
and in rabbits (NOAEL 3.0 mg/kg/day) in the presence of maternal toxicity. Due to a lack of proper
toxicokinetic data, comparison to human clinical exposure was not possible.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Hypromellose 2208
Methacrylic acid-Ethyl acrylate copolymer
Lactose monohydrate
Povidone

Crospovidone Type A
Microcrystalline cellulose
Silica, colloidal anhydrous
Sodium laurilsulphate
Polysorbate 80

Fumaric acid

Glycerol dibehenate

In addition 3 mg and 4 mg tablets include
Indigo carmine aluminium lake E 132
Iron oxide yellow E 172

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

4 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

The blister strips comprise of 2 layers, a clear thermoformable rigid film which is laminated with
PCTFE to a PVC backing to which a push-through aluminium foil is adhered. The blisters are
contained in cardboard cartons.

Intuniv 1 mg pack sizes: 7 or 28 tablets.

Intuniv 2 mg pack sizes: 7, 28 or 84 tablets.

Intuniv 3 mg pack sizes: 28 or 84 tablets.

Intuniv 4 mg pack sizes: 28 or 84 tablets.

Not all pack sizes may be marketed.
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6.6 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Shire Pharmaceuticals Ireland Limited
5 Riverwalk,

Citywest Business Campus,

Dublin 24,

IRELAND

8. MARKETING AUTHORISATION NUMBER(S)

Intuniv 1 mg tablet
EU/1/15/1040/001-002

Intuniv 2 mg tablet
EU/1/15/1040/003-005

Intuniv 3 mg tablet
EU/1/15/1040/006-007

Intuniv 4 mg tablet
EU/1/15/1040/008-009

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 17/09/2015

10. DATE OF REVISION OF THE TEXT
12/2016

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX IT

MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

SHIRE PHARMACEUTICALS LIMITED
Hampshire International Business Park
Chineham

Basingstoke

Hampshire

RG24 8EP

UNITED KINGDOM

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (See Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

Periodic safety update reports

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder shall submit the first periodic safety update report for this
product within 6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:
o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

) Additional risk minimisation measures

1. Prior to launch of Intuniv in each Member State the Marketing Authorisation Holder (MAH) must
agree about the content and format of the educational programme, including communication media,
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distribution modalities, and any other aspects of the programme, with the National Competent
Authority.

2. The MAH shall ensure that, following discussions and agreement with the National Competent
Authorities in each Member State where Intuniv is launched all healthcare professionals who are
expected to prescribe Intuniv are informed through an information letter on having access to / are
provided with the following items:

o Summary of Product Characteristics (SmPC) and Package Leaflet

o Educational material (including prescriber checklist) for the healthcare professionals

The Educational material and Prescriber checklist shall contain the following key messages:

o Information on the risks associated with Intuniv: Bradycardia, Syncope, Hypotension/decreased
blood pressure, withdrawal blood pressure increase, sedative events and weight increase

o Checklist prior to initiating treatment with Intuniv to identify patients at risk for serious
undesirable effects

o Checklist for ongoing monitoring and safety management of patients including titration phase
during treatment with Intuniv

o Chart for ongoing monitoring (vital signs, height, weight) of patients during treatment with
Intuniv.
o Checklist for discontinuation of guanfacine including monitoring blood pressure and pulse of

patients during downward titration.

Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:

[Description IDue date

SHP503-401: In order to investigate the long term safety (especially effects on Submission of
neurocognitive function) of Intuniv in Children and Adolescents Aged 6-17 Years final study
with ADHD, the MAH should conduct and submit the results of a comparative safety [Report:

study according to an agreed protocol. 31-January-202
2
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Carton

1. NAME OF THE MEDICINAL PRODUCT

Intuniv 1 mg prolonged-release tablets
Guanfacine

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains guanfacine hydrochloride equivalent to 1 mg of guanfacine.

3. LIST OF EXCIPIENTS

Also contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

7 prolonged-release tablets
28 prolonged-release tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.

Oral use.
Swallow the tablet whole. Do not chew, divide or crush.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Shire Pharmaceuticals Ireland Limited
Dublin 24
Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1040/001 7 prolonged-release tablets
EU/1/15/1040/002 28 prolonged-release tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Intuniv 1 mg

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

Blisters

1. NAME OF THE MEDICINAL PRODUCT

Intuniv 1 mg prolonged-release tablets

Guanfacine

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Shire Pharmaceuticals Ireland Limited (as MA Logo)

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Carton

1. NAME OF THE MEDICINAL PRODUCT

Intuniv 2 mg prolonged-release tablets
Guanfacine

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains guanfacine hydrochloride equivalent to 2 mg of guanfacine.

3. LIST OF EXCIPIENTS

Also contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

7 prolonged-release tablets
28 prolonged-release tablets
84 prolonged-release tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.

Oral use.
Swallow the tablet whole. Do not chew, divide or crush.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Shire Pharmaceuticals Ireland Limited
Dublin 24
Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1040/003 7 prolonged-release tablets
EU/1/15/1040/004 28 prolonged-release tablets
EU/1/15/1040/005 84 prolonged-release tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Intuniv 2 mg

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

Blisters

1. NAME OF THE MEDICINAL PRODUCT

Intuniv 2 mg prolonged-release tablets

Guanfacine

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Shire Pharmaceuticals Ireland Limited (as MA Logo)

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Carton

1. NAME OF THE MEDICINAL PRODUCT

Intuniv 3 mg prolonged-release tablets
Guanfacine

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains guanfacine hydrochloride equivalent to 3 mg of guanfacine.

3. LIST OF EXCIPIENTS

Also contains lactose. See leaflet for further information

4. PHARMACEUTICAL FORM AND CONTENTS

28 prolonged-release tablets
84 prolonged-release tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.

Oral use.
Swallow the tablet whole. Do not chew, divide or crush.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Shire Pharmaceuticals Ireland Limited
Dublin 24
Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1040/006 28 prolonged-release tablets
EU/1/15/1040/007 84 prolonged-release tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Intuniv 3 mg

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

Blisters

1. NAME OF THE MEDICINAL PRODUCT

Intuniv 3 mg prolonged-release tablets

Guanfacine

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Shire Pharmaceuticals Ireland Limited (as MA Logo)

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Carton

1. NAME OF THE MEDICINAL PRODUCT

Intuniv 4 mg prolonged-release tablets
Guanfacine

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains guanfacine hydrochloride equivalent to 4 mg of guanfacine.

3. LIST OF EXCIPIENTS

Also contains lactose, See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

28 prolonged-release tablets
84 prolonged-release tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.

Oral use.
Swallow the tablet whole. Do not chew, divide or crush.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Shire Pharmaceuticals Ireland Limited
Dublin 24
Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1040/008 24 prolonged-release tablets
EU/1/15/1040/009 84 prolonged-release tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Intuniv 4 mg

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

Blisters

1. NAME OF THE MEDICINAL PRODUCT

Intuniv 4 mg prolonged-release tablets

Guanfacine

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Shire Pharmaceuticals Ireland Limited (as MA Logo)

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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Package leaflet: Information for the patient

Intuniv 1mg prolonged-release tablets

Intuniv 2mg prolonged-release tablets

Intuniv 3mg prolonged-release tablets

Intuniv 4mg prolonged-release tablets
Guanfacine

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains
important information for you.

o Keep this leaflet. You may need to read it again.

o If you have any further questions, ask your doctor, pharmacist or nurse.

o This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

o If you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

o This leaflet has been written as though the person taking the medicine is reading it. If you are

giving this medicine to your child, please replace “you” with “your child” throughout.

What is in this leaflet:

1. What Intuniv is and what it is used for

2. What you need to know before you take Intuniv
3. How to take Intuniv

4. Possible side effects

5. How to store Intuniv

6. Contents of the pack and other information

1. What Intuniv is and what it is used for

What Intuniv is

Intuniv contains the active substance guanfacine. This medicine belongs to a group of medicines
which affects brain activity. This medicine can help improve your attention, concentration and make
you less impulsive and hyperactive.

What Intuniv is used for

This medicine is used to treat ‘attention deficit hyperactivity disorder’ (ADHD) in children and
adolescents 6-17 years old for whom current stimulant medication is not appropriate and/or current
medication does not adequately control ADHD symptoms.

The medicine is given as part of a treatment programme, which usually includes the following:
o psychological therapy
. educational therapy
. social therapy

You should talk to your doctor if you do not feel better or if you feel worse and very sleepy or drowsy
after taking this medicine for around 6 weeks. Your doctor may want to review your treatment.
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About ADHD

People with ADHD find it hard to:
° sit still
° concentrate.

ADHD can cause problems with everyday life. Children and young people with ADHD may have
difficulty learning and doing homework. They can find it hard to behave well at home, at school or in

other places.

ADHD does not affect the intelligence of a child or young person.

2. What you need to know before you take Intuniv

Do not take Intuniv if:

e you are allergic to guanfacine or any of the other ingredients of this medicine (listed in section 6).
Warnings and precautions

Talk to your doctor or pharmacist before taking this medicine if:

o you have low or high blood pressure, heart problems or have a family history of heart problems
o you have fainted recently

o you have thoughts or feelings of suicide

o you suffer from any other psychiatric conditions

Intuniv may affect your weight and height if taking for long periods, your doctor will therefore
monitor your growth.

Do not stop taking Intuniv without talking to your doctor. If you suddenly stop taking Intuniv, you
may develop withdrawal symptoms of increased heart rate and high blood pressure (see section 4).

If any of the above apply to you (or you are not sure), talk to your doctor or pharmacist before taking
this medicine. This is because this medicine can make these problems worse. Your doctor will
routinely monitor you to see how this medicine affects you.

Children (under 6 years old) and adults (18 years and over)

This medicine should not be used in children under 6 years of age and adults 18 years and over
because it is not known if it works or is safe.

Checks your doctor will do when you take Intuniv

Before you start taking this medicine your doctor will check to make sure this medicine is safe for you
and that it will help you. While you are taking this medicine your doctor will repeat these checks
weekly during initial dosing, after dose adjustments, at least every 3 months for the first year and then
at least twice a year. These checks may include:

o your blood pressure and heart rate and other checks on your heart if appropriate

o your response to treatment, in particular if it makes you sleepy or drowsy

. your height and weight

Other medicines and Intuniv

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines. This is because Intuniv and some other medicines can affect each other.
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In particular, tell your doctor or pharmacist if you are taking any of the following types of medicines:
o medicines that lower your blood pressure (antihypertensives)

medicines for epilepsy such as valproic acid

medicines that make you sleepy (sedatives)

medicines for mental health problems (benzodiazepines, barbiturates and antipsychotics)
medicines that can affect the way Intuniv is eliminated by the liver (please see table below)

Medicines Used to treat
Aprepitant Nausea and vertigo.
Atazanavir, efavirenz, etravirine, HIV infection.
fosamprenavir, indinavir, nevirapine,
ritonavir, saquinavir

Ciprofloxacin, chloramphenicol, Bacterial infections.
clarithromycin, erythromycin, rifabutin,
rifampicin, telithromycin

Fluconazole, itraconazole, posaconazole Fungal infections.

Crizotinib, imatinib Cancer.

Diltiazem, verapamil Cardiovascular conditions.

Boceprevir, telaprevir Viral hepatitis.

Suboxone Substance dependence.

Bosentan Cardiovascular conditions (e.g. constriction of
blood vessels in the lung).

Carbamazepine, oxcarbazepine, Used to control epilepsy.

phenobarbital, phenytoin, primidone

Modafinil Is a medicine that promotes alertness and is used to
treat sleep disorders.

St. John’s Wort Is a herbal preparation that is used to treat
depression.

If any of the above apply to you or you are not sure, talk to your doctor or pharmacist before taking
this medicine.

Intuniv with food, drinks and alcohol

o Do not take this medicine with fatty foods (e.g., high fat breakfast), as it may affect the way this
medicine works.

o Do not take grapefruit juice with this medicine as it can have an effect on the way this medicine
works.
o Do not drink alcohol when taking this medicine as it may make you sleepy or drowsy.

Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor or pharmacist for advice before taking this medicine.

o Do not take this medicine if you are pregnant or you are not using contraception. It is not known
if Intuniv will affect your unborn baby.
o Do not breast-feed while taking Intuniv unless told to do so by your doctor.

Driving and using machines

You may feel dizzy and drowsy when taking this medicine, especially at the start of treatment and this
may last for 2 to 3 weeks possibly longer. If this happens do not drive, cycle, use any tools or
machines or participate in activities that could cause injury until you know how this medicine affects
you. Fainting has also been reported but is not a common effect.
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Intuniv contains lactose:

Lactose is a type of sugar. If you have been told by your doctor that you cannot tolerate or digest some
sugars, talk to your doctor or pharmacist before taking this medicine.

3. How to take Intuniv

Your treatment will start under the supervision of an appropriate specialist in childhood and/or
adolescent behavioural disorders.

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your doctor
or pharmacist if you are not sure.

As part of your treatment your doctor will closely monitor how Intuniv is affecting you during initial
dosing and/or dose adjustments.

How much to take

o Your doctor will start you on 1 mg per day. Your doctor may increase your dose based on your
body weight and how Intuniv is working for you but not by more than 1 mg per week.
Depending on how you respond to treatment your doctor may increase your dose more slowly.
The recommended dose is between 0.05 up to 0.12 mg per kg of bodyweight per day.

o You may not notice an immediate effect upon starting treatment, some patients may notice an
improvement after the first week but it could take longer.
o Your daily dose will be between 1 and 7 mg depending on your age and how you respond to

Intuniv, but not more that 7 mg.
How to take Intuniv

This medicine should be taken once a day either in the morning or evening.

It can be taken with or without food, but do not take it with fatty foods (e.g., high fat breakfast).
Swallow the tablet whole with a drink of water or other liquid (but not grapefruit juice).

Do not break, crush or chew the tablet; this will affect how the tablet works. Tell your doctor if
you cannot swallow the tablet whole.

Length of treatment

If you need to take Intuniv for more than a year your doctor will monitor your response to treatment
and your doctor may stop the medicine for a short time; this may happen during a school holiday. This
will show if you still need to take the medicine.

If you take more Intuniv than you should

If you take more Intuniv than you should, talk to a doctor or go to a hospital straight away. Take the
medicine pack with you and tell them how much you have taken.

The following effects may happen: low or high blood pressure, slow heart rate, slow breathing rate,
feeling tired or exhausted.

If you forget to take Intuniv

If you forget a dose, wait until the next day and take your usual dose.

o If you have missed two or more doses talk to your doctor as you may need to restart Intuniv
with a lower dose.
o Do not take a double dose to make up for a forgotten dose.
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If you stop taking Intuniv

Do not stop taking this medicine without first talking to your doctor.

o If you stop taking this medicine your blood pressure and heart rate may increase (see section 4
below).

o To stop the medicine, your doctor will slowly reduce your Intuniv dose to minimise any side
effects.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. If you are
worried, speak to your doctor.

If you feel unwell in any way while you are taking your medicine please tell an adult straight
away.

Serious side effects

The following serious side effects have been reported. Common: feeling drowsy (sedation), feeling
dizzy (hypotension), slow heart beat (bradycardia). Uncommon: feeling faint or loss of conciousness
(syncope). Very rare: a serious withdrawal side effect of high blood pressure after suddenly stopping
Intuniv; symptoms may include headaches, feeling confused, nervousness, agitation, and tremors
(hypertensive encephalopathy).

Some of these side effects are more likely to occur at the start of treatment and may disappear as you
continue with your treatment, if you experience any of these side effects contact your doctor straight
away.

Very common: may affect more than 1 in 10 people

feeling sleepy (somnolence)
feeling tired (fatigue)
headache

tummy pain (abdominal pain).

Common: may affect up to 1 in 10 people

feeling restless or irritable

trouble sleeping (insomnia) or broken sleep (middle insomnia) or nightmares
feeling depressed, worried (anxiety) or having mood swings (affect lability)
lack of energy (lethargy)

weight gain

loss of appetite

have a dry mouth

wetting yourself (enuresis)

feeling (nausea) or being sick (vomiting)

diarrhoea, abdominal discomfort or constipation

low blood pressure when standing up (orthostatic hypotension)

rash.
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Uncommon: may affect up to 1 in 100 people

allergic reaction (hypersensitivity)

chest pain

indigestion (dyspepsia)

trouble breathing (asthma)

feeling weak (asthenia)

pale skin colour (pallor)

fits or convulsions

need to urinate frequently (pollakiuria)

feeling agitated

changes in liver blood test results (increased alanine aminotransferase)
increase in blood pressure

unusual heart rhythm (sinus arrhythmia and first-degree arterioventricular block)
fast heart beat (tachycardia)

reduced heart rate

feeling dizzy when standing up (postural dizziness)

itchy skin (pruritus)

seeing or hearing things that are not there (hallucination).

Rare: may affect up to 1 in 1,000 people

. sleeping more than normal (hypersomnia)
. high blood pressure (hypertension)
o feeling unwell (malaise)

Very rare: may affect up to 1 in 10,000 people

o a serious withdrawal side effect of high blood pressure after suddenly stopping Intuniv;
symptoms may include headaches, feeling confused, nervousness, agitation, and tremors
(hypertensive encephalopathy).

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system
listed in Appendix V. By reporting side effects you can help provide more information on the safety of
this medicine.

5. How to store Intuniv

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and blister pack after EXP.
The expiry date refers to the last day of that month.

This medicinal product does not require any special storage conditions.

Do not use this medicine if the tablets or blister pack look damaged.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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6.

Contents of the pack and other information

What Intuniv contains

Each 1 mg tablet contains guanfacine hydrochloride equivalent to 1 mg of guanfacine
Each 2 mg tablet contains guanfacine hydrochloride equivalent to 2 mg of guanfacine
Each 3 mg tablet contains guanfacine hydrochloride equivalent to 3 mg of guanfacine
Each 4 mg tablet contains guanfacine hydrochloride equivalent to 4 mg of guanfacine

The other ingredients are hypromellose, methacrylic acid-ethyl acrylate copolymer, lactose
monohydrate, povidone, crospovidone (Type A), microcrystalline cellulose, silica colloidal
anhydrous, sodium laurilsulphate, polysorbate 80, fumaric acid, glyceryl dibehenate.

The 3 mg and 4 mg tablets also contain indigo carmine E 132 and yellow iron oxide E 172

What Intuniv looks like and contents of the pack

Intuniv is a prolonged-release tablet which means that the active substance is released from the tablet
over a period of time. The tablets come in pack sizes of 7, 28 or 84 but not all pack sizes may be
available.

The 1 mg prolonged-release tablets are round and white, hard tablets, debossed with IMG on
one side and 503 on the other side.

The 2 mg prolonged-release tablets are oval and white, hard tablets, debossed with 2MG on one
side and 503 on the other side.

The 3 mg prolonged-release tablets are round and green, hard tablets, debossed with 3MG on
one side and 503 on the other side.

The 4 mg prolonged-release tablets are oval and green, hard tablets, debossed with 4MG on one
side and 503 on the other side.

Marketing Authorisation Holder

Shire Pharmaceuticals Ireland Limited
5 Riverwalk

Citywest Business Campus

Dublin 24

Ireland

Tel + 44 (0) 800 055 6614

e-mail medinfouk@shire.com

Manufacturer

Shire Pharmaceuticals Limited
Hampshire International Business Park
Basingstoke

Hampshire RG24 8EP

UK

Tel +44 (0)800-055 6614
e-mail medinfouk@shire.com

This leaflet was last revised in 12/2016.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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ZEAVEILHENT LT\ v, [EARER A 20, ] Téﬁ%ﬁ&@ﬁﬁﬁi%ibf“ﬁ“.ﬁﬁ* Téﬁiﬁi%ibf“ﬁ“.%ﬁ*ﬁ@%%%
WO/NREE R E Lo, ElishTuna R E LB, ElIh T, ]
AN 2)  RWEGRHREEINOME], BB W S 41
() BEAIAEIEIMO I, R IR HE ST TWa. [ MEEREARNEE] OHSMH]
. | THEEREANEER] OHESR]
7. HERE 8. HEG 8. HEKRG
Mfpe, SEWR ARMLE, UK, RGOS nLE, | B, R R ERGRICIT, KR, QT IER, MR, | Bk, EIR
FEHR, PSR D SN D T LR DD, B, EZTHE, BWATH), MR, B, S, F L U CHUR AR R 0 it IR K NIt FE 0D A2 RE AR 1R
ALiE WG (RGER), EERPADRSERH D F¥8, FEEDEW, T&%&Uﬁu}—J_ﬁ SR B L WCERT 22U TOBBEREMER? D bbb Z L
e, AANTBATICKVBRES NV, BIRAFEHREL | TWb. Fio, KFIKOMAZ FRFZEER S LG N5,
i, BEE, RIRE OMEMIES O &Y EEREME | A0, ECflbBRESATND. WA, WEE, HREE, PCHTUHE, FREERNE, R (SHE
R o | SEVTRET B WIS S B, MBI o7 b | LE  SGEETER L, DRSS Z A A D= EMETHZ LB D), SRR, MHE, W, ¢

TR & h 24 MBlIET S L

H =z T\, BYRHERIEEZTT S 2 L. MBS
THESR SUTEEROKR G275 2 L. ok, AHIT
BAMGERP @D, BITTAZTIERW.

NE, BT, WKL, B, SE, IR, B, R
Wk, e, i, kbR
AL
JERITIS UToili ) e XRpRIE 21T 2 & B TAK
OSE AR 2 B S 24l 2 Pebk 42 X 5
WCHETDZ L. MBS THERICK > THRE
MERET D, UIEERS TAOREEITI Z L.
WESCTAEN & 25 6121E, BikfoRiic=y ha—

VEATL, ﬂE%ﬁ%f%Té & T e IR K O
WR e R 2 7o IR IR 21T 9 2 & @Bt

LTI E R e B E 2 & 5 2 L. a5
% REIEEE AT AT M H BT OB MR HESL L T ZRu,
BERGBEEOBFEICE LU, AFALT==FT—h
NERMNTTHREEND Z L E2EBETRETH .
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JT7 77 UiEEEE

1.7 BERMRE—ER

TT Ty R

7 R Ex T T R

AFNT = =7 — MEBE

ikl (Guanfacine hydrochloride) (Atomoxetine hydrochloride) (Methylphenidate hydrochloride)

8. W LokE 9. WA LoE 9. WA LoE

SRHFNAS (B (1) BEAKIZZfFHE PTP 2O IKANL PTP > — b DR | SRAIZ g

(1) PTP AMEDIAL PTP > — F S0 H L THRA DHLUCHRAT DL 24 ESHZ L. [PTP >—h | 1) PTP — bRV HELCRATD L OHEET S
THEORESHZ L. (PTP v — hORAKIZ X DFEKIT LY, OGN EERE~FIAL, & Z &, [PTP > — FORRBIC LY, #OSLAEES A
0, S HSRERR AL, EIZIEERAL WXL 2 U CHERIA R %0 BEE LA IHE % EREEA~FIA L, IS ITZRIL 2 5 2 L CHithaiR s 4
R UCHERBRA SO RERSINEEZ T 5 BT D LRRESNATND. ] DEBERAIEZ T 2 2 NG T
ZEBRHEIN TS, ) 2) HRERFNEAMEN S B 728, B 7 'AFZBT THRA L 5. ]

Q) AFNIHREERATH D720, Flofeh, iz ROWESEET DL T EANEWRIREKICH | 2) ARNIRBMERAICH D720, WA, Hlo72b,
D, $TVO5LEY LBRNWT, ZOEFENETIC LIS AIEd IR CHE L, ERIICHKT D & W20, B LT 0 &9, TSR L —fElcE
JRAT A X OfETLHZ L. IWETHZ L. Fio, FROZTOMODFE L8 DFEERATHLH>EETHZ L.

YO H D EINE, TAKRTHRET DL OBET D | 3) KHOIBIZNHO REHEO RSy & — R FEE
L. WCHEIE SN0, ER R Z L Th Y LELT 20 1T
RNZEEBATE L.
FEHIAR A
ARHIPHACENICHEE L TR & 28581203,
JEETF 2 Z L X BB TARILTE 20T, %
B THREOA\BATRAT D L.
R LoE — 10. ZDOMOEE 10. & OO AR
(1) AEOPNEROFEDEEZNRE L7 78RR | 1) KHEBRIIHEL L TRV, AF LT = =F—
FIRER (AD/HD AR 5 11 R K O IR IE HERERIAI L 7 v =2 0 L OB LV, Z2RFEN
BFICBT D 1| REOF 12 R OOFGIEITICE WESh T3,
WTC, 7T REGRICK L TAFIBGRE TS | 2) AF L7 =5 — MEBE ORI BEIERBRO
WO BEREED Y AT BKRED> T2 E OGN B, F344/N 7 v N & W72 38R CIm IR o
HD (AFNBEGRE 5/1357 (037%), 7T & R G5RE b olz. B6C3F, v U A& HW-RERTIE,
0/851 (0%)). 7235, T 6 OFRBRITISUTEEZHIIT B 2 1 2 A BRI D HE N, 9 60mg/kg/ A 2 5-
RO BN 7=, £72, ADMD IZHHFET %Ki REDOHECIHEFEDORBLNR A DAL TN D.
FREBIZERSE, BRITEIO IV A7 O8INZE#E |3) A F A7 =5 — MNEMIE X, Salmonella

@

LT3 EDNAEORERS S.
AEONEROEDEEGRE LT 7 2R
IR (AD/HD BEIZEIT 5 11 RBR) DfFA %
HriCBWTC, BERIITED, BUROFRBURIIAAIE -
BE 21/1308 (1.6%), 77 &R E 57 9/806 (1.1%) T
bole. BRKOHNEORANEX G L Lic 7 TR
*f T HEAER (AD/HD BFI2EBIT 5 9 RBR) off
ERENTIC BT, BORAITE), BGE OFEBURIIAH
B5RE 6/1697 (0.35%), 77 RS 4/1560
(026%) THo7z.

typhimurium % AN 72 Ames R ClI 28R 28 L% %
HIFRD ENTe ol Fr A =—ZANLAZ—D
EEARIN ARG & O 72 BRIBR T Il sk s oy RS R &
PR E OHND T B, 59 PR R EFEIE M
BROHIATND.
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JT7 77 UiEEEE

1.7 RERM&E—ER

—fREIA PR

7T T 7 v o R
(Guanfacine hydrochloride)

7 R F o R
(Atomoxetine hydrochloride)

AFNT = =7 — MEBE
(Methylphenidate hydrochloride)

A EorE

€)

)

)

E WA O ERIRRER T — % OPFEIRITICB N T, /I
R OFRAD 5.9~11.6%\Z fiLE 57 (XHEE 20
mmHg LA F, $E3EH] 15 mmHg LA E) 3ok
N (20 bpm LA k) 23FE® b Eo@mERH
L. MR ME@E#s) TEERZEARHER] ©
THZ ]

T v MCT FEXFEF 1, 10 T 50 mg/kg
R 75 HRIXE#EG L& 25, 1 mgkg L ET
PERRED P 2B AE, 10 mgkg DL L TR IR
B E B O T KON LR o8 Hasd 2
FLBNTns, PEAEE O ARECZ MG REIC B T
Riotz. Ty hTHELTZIND DL E T
Hold, TOLEOIMMETERE (AUC) % K
B ARHERAGR (1.8 mgkg) @ AUC & ikt 5
& 1 mg/kg TIXHEATO02R% (CYP2DG6 i & &1L,
EM) XI% 0.02 f% (CYP2D6 {&MEK4E, PM), 10
mgkg TIEAEKT 1.9 5 (EM) XiT 0.2 fiF (PM)
ThHY, BRARETORZRBIIME ST
W, 7k, SNEO/NR R OVE D EEREICBWVT,
B RPEBIC RT3 2 B A A T BRI BRI
A b OVERGER KT D BT RB S LR
Mol

IR Y X ICHRBERAHZE L CT hEXET
VEROELELIZ3IRBRO O H 1R BRICEBNT,
= & O 100 mgkg THEFR RO, R4
WRAR DN, e ZHBINREC AR S F & 848 FEIR K
HEORBEROMMMRBD SN0, ThbDZE(L
FERT—ZOfENTH-7=. ZOHETITE
JE O R FEIEIN O K OHE B O R T 5% O BEHK
FHELRDOOLNTEY, Z0& &0 AUC 1K
B ARHERA G (1.8 mgkg) @ AUC & ikt 5
L26f%F (EM) XiT 035 (PM) Tholz. 2%,
INODOFANED LNOFIRBRO > H 1R
BThHY, 7 hEXFETF UEEEOBEEER O
kN ~DOHFEIFRHCTH 5.

AT SCEAEREA | —

2013 4 11 A%GET (55 9 [R)

2016 42 AtkET (55 8 i)
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[BFOBNXEEZSRTZ L

OOF@AFrk (1)

b REAE - ZRRF
AR : AFRFICRT

ERRM SRS SR

GBIRE 0,7 FLTY U RBEEEHE)

HBRDAFR, LFEERRED

00 ®

1oFa1=T% Tmg

00 ®

12F21=7%3mg

T7 2772 VRRIR RN

® AWK

Intuniv®

A AR BES
871179
1mg 3mg
ABES
AL
BR 55 AR
ERFE

(S (ROEFIZEFBRELAZWIE)]
1. FFOBESIHLBREOBEENH28E
2. EMRIFFELTOATREEOHSMA (5358, EB,
BABE~OBRE] OESE]

WIBEIZIE, BREFIEZERL, BREBELRNVI L,
3. AD/HD DL, KERHEFES ORBBERBODE - st
~ =27V (DSM¥) ZEDEAER THESL L= BT A S
ESHMEICERL, EEZB-THBAICORRET B L,

¥ @ Di ti d Statistical Manual of Mental
3. BEJOvs ESE BZE) O5HSEE [FFOHE rusieuiahh
HORRERICEVERNBIETIEFTLANHS.]
3 [Ai% - AE]
(4BRY - HEk) . : el
1 AR BHE, FESOKkgRBONMNRTIXITFo 7706 LTIHIng,
. HEOkg LED/NRTRIFoI77o0ELTIAE2 Mg &Y
JRTE4 AVF2=TEE Ing AV F 2 =7§E 3mg R N
PSP 2 TR VT e 5EMEL. AMUEOMBESTT Ing ¥, FROMHK
(Lggem) |1 14ne 3. 42mg BFETHET S,
U7v77vveLlTing| (FT7¥T7 2L LT 3ng) s, ERICEVEERET A5, TROBSAREBALVC
b7uAn—X, EfAZ 7 e Tuio—X, EBRAZS fod
DB <D ST |V B Y - miD, R L, WFhE 1 B1EBAOBETEZ L,
No—z, EREKT AR, |(Vu—2, BEEKAE,
- FUEERFY, ARy, 7o |fUEkTY, He Ry, so #®E MR | #5AER | BEAR
ZRE Ky, ZVE Y VREM |[ARE Ky, )& Y VAR 17kg LAE 25kg K 1mg Img 2mg
B AT, T</EE BTN, 7B BE2 25kg LIk 34kg ki 1mg 2mg 3mg
BETAI=ZTAL—F, EHE 34kg LI E 38kg kil 1mg 2mg 4mg
(73 38kg LIk 42kg ki 1mg 3mg 4mg
2. g 42kg KL E 50kg kil 1mg 3mg Smg
R > F = =76 Ing o F =78 ng 22:2 tﬁ sg:: :; §:§ ‘;:g g:i
BEOAFOEATH S, @[FEEEOAKDHERTH P
K - FI 5 5. (GrE) T5kg LAE 2mg 6mg 6mg
E311} i <BZ- ARCHET2ERLOEE>
o ) - 1. CYP3A4/5 FAERIZREHOBE, EEOCHBEREDD
o <:> e <:> BREVIEEOBBERED H5BEIRET 554
Wi @ - @ i:{:f, 1B Img J:'O?%‘@i’ﬁﬁ#‘ﬁ?‘élka H?ﬁ]@lﬁl‘?i&
& %7 im T 17 5 ENERTAAESENDD, (FBEER] RV TEYBHE)
ha g X % 4m M $ dm DESE)]
Eik %9 0. 15¢ #90.20g 2. FAloBEEZPRIETHHEIT, FRIE LT3 AMULEDOM
WA= — F 503 : 1MG 503 : 3UG Wz o T Ing 90, MERVIRMBEZRET 272 & BE
ORIEZ+ZCBELRR LR ICRETZZ &, [FF)
(ZhKE - 2] DARFBIIZ LY, IE ERRUERYE S bbh 5= & i

WRBIZE T+ HEBRME ZEEME (AD/HD)

CARDENERVELEE

<z - HRICEHET ERLOEE>

1. 6 BRBRV 18 MU EDOBEICRT 2 FPER VR LM
ITRESL L TR, [TERERARAE] DIESR]

2. IBRERBTAHANCL Y RYBREZRBLIZEE BT,
I8 LA biERE L TAAZBET 2B/ EIIT, BFELEOR
L fEREEZER L CIREICRET D & & big,

TEHIH

FHMEL, BREARD bR

ED EE-EMSOLLFECIVERTIZL

(69)

H5,]

(ERLDEE]

1. HERE ROBEICIREICHRETHIL)

M EmE, BEHELE, RIR LOERBOHDBEXIETE
OREROH 2 BE, MEEZET IIRBEE L BD S & 51F
RzAT2EA2BRETORE (MERVLEEEZETEE
5ZENRDHD.]

(2 mMEDSHZBEXILEOREEDH2BE [FFERICH




&)

€

(5

Pg

(6

)

(8

(M

(2

~

(3

=

4

]

2

~

3

=

(5

=

(6)

0

(8)

ELEEE, MEEERSbLNZZ B2, ((HE-HA
EETZERLEOEE) OEER)]
FERXIIZOEEROH D B, £XME T ERERHED
BEXT W ERFBITILFHNONTWAERTHRES
ORBE [FHOREICLY T ERBS DI IBEAED
3, (BEELEANEE] RO Rk 0ESR)]
BRLERVUDHEESOROMMLMEROLZBEXIZD
BREBEOHZBE [REL2LEETASLbhEEE, Eh
REIBD LEAMELRBRBIT 3R E RS 5, ]
BEESORMEREEOH S BE [(BBLLERTEL LD
NBE, MhFESED LERSBILT38Z08H5.]
BEEOMBEEEDHZBE (FAOLAFREN LR TEH
EMERHZ, (R ARCEETZER LoEE) 0E
®B)]
BEEOBHEREE0CHIBE (FAOLFRES LTS
RS S, (HE -ARCEETZ2HEALOER RUTE
BBk OEBR))]
MmO OREDOBE [AROHEBRERAIZLY, ERVBENTS
BEARDHS,]
EELEARMEE
FHEERETHEMXIEREEEL, REMNCBERGR
EEX X ZNIRD 2@ R2FTH LT, FEOEE EOA
BSTRUFHBREICLZEMERRERED ) A7 12207,
+oHRERERYETH L L bIT, BYRERFEIZSVTHE
EyHI L,
FH 2 RHERET 288101, EHNCEREOFTEES
EL, BRLEELAVEIEERTIZ &,
BEALZOLEETRURBER HBO L, KBRELRE
BHH0T, FRAORERBAMRVCAREED 1~2 ARk
I, RERCIRAEZAET - L, EEABORERIC
b4 B 1B% BRCAERVIRBEZHET A2 . 7,
AR OB EITE DA FHSERL, BAOERYED Hbh
EEEIE, HREENEEERLLIZ L,
LIER~OEE (BELRRBI ELE, TERS) bbb
DRATEERHZ DT, FEREHBAIIR RS HIZUT
DRIEEBTHI &,
FRR GBI LEREEOF B OVWTHRT S
L, LERERENEOLNALRAE, BEOTEEREEIZH
Miaz e,
LOERBE L XZOREERH 2B TFHBREH
HEICLEREESED bR BE1E, B LERKRE
27928, BEOKEIHECERE T L,
AFRETIILAEROREBIZERL, LOER~DOHEL
FRTHER BRIR, £, Sb0%, BES) Bbbbh
EBERIILBRRES 21TV, BULABEITIZ &
a&@ﬁ%aﬁﬁ%ﬁ%Ebné_ambéwf,E%@ﬁ
BE2EEREHEETH L, I, BERVEESXIEN
CRD2BWLREICRL, Znb0ER - TEHBH LIz
BAITE, FEPNCERBEICERTII IRETE I L,
RN, BREIXA/DIEBNTULEUIZBESNG, £&
OBRERIZHEBRYE, BEORANKESL TS, REF
3, IROITE, BROREXREBLI>VWTHET S Z &,
FROBREC I VBEEMERTZ LBH 0T, ERNIC
FEZEEL, BHEOBENDLbNEBEE, BBHFE,
ESRESOEVLRERITIZL,
ER, EHERREIIZLBHH0T, FHAREFOBREIR
HEBEOEGSEREME ) BROBEITIAEEZI TN
I5EETIZL,
HEHER
AFNL, FICFFRBIEESE CYP3A4 K UR CYP3AS TRIFEh B,

(2)

GRZE (HRISEETHoE)

BEHrs BEPRE: - B HE W - EREF
CYP3A4/5 FREH| FHOMDPBENER |ZhbOEACLy, £
A FaFs—n, VL, FRAKET 2R | AORBBESTEIND

rFrEN, 75V R0

b 50T, FEZH

THEMEN DD, & R aF

~ A E BTa3RPERETHI V- (B0, BRk
L. [THE - BRICHE|®ER) offRizky,
THEALEOREE) OE|(AF D AUC K &ML
ZE] 7. [[EHER OES

]
CYP3A4/5 B5ER) EFOMPBENED ([TheoFHhizXy, &

Y7y vey, A
RNeEvy, 7=/
NEF—, Tz= b
A%

L, fERAREET 235%
nBEH s,

FHoRBBRESN S
AHEMERHZ, V77
vyt ofiRicky,
AF D AUC 235 T0%3
L, [[EHBER ©
BHE]

SRR R WEZEREHE®RTS ([ChboERic kY, &
SHERAY, IR, Fi|Z &b B, RloSEBERAIIEHR S
WIRK, T2 ) FTY NBTERMERD B,
VR LY —

NVEEEE N, XY
TEY Ak
Tra—n
a1 AT o FBE |BFERS
AL 7= & oER
HD, .

BEEREAETHIESN |[HERERZHEEL, K|Zho0FAizXy, &K
BIEMTH], Cafshi®, (2RI T ERH B, |MOBERBRURIK
ACEPRERI, 7 ¥% YERBERINDFRE
Ty NREEE Hrd 5,

HAl, BEFRAS

LB EREE T

BHEA
Xy ) ARFIE

4. ElER

BRI BT 5 ZeM MR RER 254 B, BIER (BK
BREERELH 2 Ste) 1T 190 4] (74.8%) IZRD LI,

E72 b 03, 1R 146 F1 (57. 5%), MET 39 #1 (15. 4%),

8% 31 B (12.2%)

N
1)

EXUEER

BlE (5%ELE), Bk (6%LLLE) :

Thol,

BEZERIE, HIRA

Hobh, EMIIELBENHDIOT, MERTIRAERELE

PRICRETB L LY
D X5 RERDEHLbRIEE

LT 572 EENR2MEEITS Z L,

2) k# GRETHE

+3TAT,

bE

2, BEORBLERRIHASEL, C
KiZEE, REXIEREET

—

KHPRIZZERHIOT, BEL
EEPRBDLNEBEBIREEFET IR

3

2

)

~

HERNEEITH L,

BEJOvY (0.5%EKH) - BE7nvr/83bbbhsdZ e
BHEOT, RENBOONEBATRE, KEXEIRE:
FikT 5 2 EBWERABETI Z

ZTOOEIER

ROLS REEAR S b BEITIE, KEZSLT, B
B, AREXIRESPLETI R CENRABERITHIZL

WEJAE | s%LE | 1~5%KH | 1%KE | BEAEY
‘ BEUE, BE,
BEE Z5E

BUMERE |MELR B PETE
mm BB, B
R
G, TR, |BRRE B, BN TR, 5o
RHRER [FER, S0 BE, Wi, [HIE, wE, B
g, ®hiE R
[T BRRE, B EERR,
ipes o, B, TH, LRR .
nig, Wi
cop PSR MR AEEN[ER, AT |WE, MW B
(@1 L8|k

E 1 BAOBRRRBREVERBRSICESBERO L DRE

o]




5. i Ein BRILGF~ORS

) BREXZERL TSI FAEEOHIEBEATIITRELENVE
L, [(BYER (FUR) TBWTXKEREICL Y BEHHE
B OMNE, FHBERE) B8E5ShTn3,.]

(2) BAPOBANT, FAFREPIIBALBISEL2L, (b
FELF~OBITIIRALER, T F TUHFT~DOBITRE
HixhTwna,]

6. NZWRE~ADEES -

BEHAKRER, F4AER, LR, 6 RRBOHRIIRTEEE
TR LW, [ERRBRSZW.]

7. BERS

g ERCELE, RIk BREDHO—BEEOLE, ER
FRMESERH b3 L iH D,
E : B (REER), BHERRED2BENH D, &
B, FHRIIBIFIC X D BREINRZV, BEAEE LBAIL,
BE, RIRECELESO LV EELREENBRTHERETS
WREMER DB, REBEToET ALY 24 BEE
BTaz ek,

8. HFALOEE

BRI :

PTP BEDEHNIPTP O — F LRV B LTRATS L5

HY3zZ L, PIPU— MORREIC LY, BOSHARERER

BA~RIAL, BRRELZEZL TRBAXSOEE 286

EEHRETHZLRHRESALTNE,)

AENIIRBEMERATH D70, Blofy, BV, 705

BLEDLARVWT, ZOEEPETERATS L 558 T 3

bl N

a

~

(2

~

(EMEhiE]
1. miEdmE
(1) BEERLA
PREEFRRAEY B 11 FIIT Img, 2ng, 3me K% 4dng 2 WHBEET
FhEN 1R 1EIZERER 5 BRI, 320 BRIKESERN®REL

LEDERERICBIIIRESEEOMEPRELRLIC,

BYMENBNT A—F &K 1 ITRT, REE 5 BE (D)
C Coax IZEE L, Cmax B UNAUC i3RI LH L -CHIMN L=,
e, RERGBBEHEDNS B CEERBICELEDY,

(ng/mL)

10 -~ 4ng
i —o— 3mg
" o3 - 2ng
L —o- ing
g 5 mean =S.D
>
7
7 4
b4
P
- T3

0+ .

0 4 8 12 18 20 24 (hr)
(5]

Bl EEERAICET MR RE (RERS @ SHRESRICBY
5508)

F1 BEBRACBTIEVBHE S A% (RERS EREE
BT H/-E5HE)

BER o Cmax™ AUG,. ¥ Tmax™
(mg) (ng/nL) (ng' hr/mL) (hr)
1 1.66 (0.355) 27.61 (5.802) 5 (4-10)
2 [y 305 (0.948) 52.11 (18.25) 5 (4-8)
3 5.60 (2.13) 94.24 (36.61) 5 (4-10)
4 7.06 (2.98) 114.7 (50.45) | 5 (3-8)

X1 BHAE (RERE)
2 hRfE (R/ME-RKIE)
(2) NREE

AARANDNERUSABEA/NE AD/HD B (3924)) 6B bh
MBERTT TV RET -5 (3281 A ) AL
TREMEVBERIT 21To/. TORE, Rrritosy”s
V7 U ARTVRPT OSWMAERIIR L THRENRKE R
WEBREEEThoT, Tz, BEAANRESRE 160 41 (6
~12 &) RUEDESE 31 il (13~17 %) ZFEnEh
0. 04mg/kg EP, 0. 08mg/kg RTR0. 12ng/kg % 1 B 1 DR O#
ELict &, BEFEVBBRETOBRICESEHE LR
MEEART AT IR 20LBYTHD?,

®2 MRCRTDHEEEYBENRT A—F* (EERE)

HE5H

RE (6~125%) FOE (13~178)

(ng/ke) & Cmax AUC, . il Cmax AUC, .

%] (ng/wl) (ng- hr/ul) |%| (ng/nl) (ng: hr/ml)

0.04 |54

2.47 45.59 u 2.92 | 54.32
(1.51-3.92) | (26. 86-76. 07) (2. 06-4. 23) [ (29. 73-88. 48)

0.08 |52

5.00 90. 40 10 6.57 129.1
(2.31-7.48) | (31. 44-152.9) (5.11-9. 08) | (91. 42-197.7)

0.12 |54

7.49 132.1 10 10.0 200. 5
(5. 02-11. 3) | (90. 82-232. 2) (6. 56-12. 9) [ (120.8-272. 6)

X

2.

(n

2

n

PRE (B/ME-BKXE), SEREHBBENRY 7+ NONENIZE-S
SRYBBAT A—FZRN_A DT U HEE

BEOEE

REERAEY 140 HlZ2 R4, 3mg (Img 88 3 §8d BV ML 3mg
82 168) ERBERORFEOREBEIRFLZL A, K
REICH~ATRERS (RIEME) T Crax 1349 1.2~1.4
fEEL, AUCIIM L. 2~1. 3 &N o729,

i

b MIEEEBESRIT, WT0%THS 9,

|

TT 77 DEBRABEEL, FERICBT KB,
FNTHEL TN eV BRERXIIMBRETHD LIEFS
N, BEAAED B 1L HIC g EREEOFRE LI L
E, ERuR STy v ORBEABRENE Fuks
TTor77vvyDINya  BRAENMLERORSY L
LR EhED,
InvitroRBROBER, I'7 V77 o OBLHMARSHIET 3
R RBEER I CYP3A4/5 LEEINED,

Pttt

ITTTr R BROMEEALTHERT S Y, &
BRAEY B 1141 Ing 2 BEROARELELZXD T, 0
BIRTHME (EREZE) 1%, 18. 48/ (7.52) Thote, ¥
7o, Img BB (B5% T2HHET) El4g KE G R A
5% 24 B ET) BREBOST VT 7 U ORMBERPHM
2T, BEBD40.9% K36, 0% ThHo7 Y,

In vitro BRIZBWT, 7773 04% 0C12 (FiEL F
AU NFTURR—F—2) OEBTCHDI LRI,
BREEERE
BHEBSEED (HREH : 0l/minS AKESBE
<30nL/min, RERESBE<10oL/min, & 4~5 #l) 2
TYT7y vy dng R EEBIRMEEEY Lkl ¥, BHEEEE
HEEY (641) LEBLT, F7v 77 v r0RbEMET
EHTENTNH 5% RUVH 8ST%DIET, B2V 7T
13H 85% R UM RUDET THo7b00, 287V T T
VAR UHRTH 9%DETTHo1=7, (HBEAILL?
F—%)

EYREER

CYP3A4/5 REH & O 6

RERAZEY 200lic, ¥ haF Y — 1 400mg % 1 B 1E 6 A
BREZETOREIRBERI Ty 77 v ing BEIRE R
BFRLZEE, T ha by —AEETTCI Ty 7700
Cmax (349 1. 75 fREIZHBA0 L, AUC {345 2. 79~3. 13 f5iTHEML
7 ® GEACLEF—F)




(2) CYP3A4/5 B H & BFA

BEBAEY 194, V77 L 60mg 2 1 B LEH 11

FRRERETORESBRIRS TV T 7 Y dng DEER

5B LIEE, VIP VY ELVDREETTCI TV T2y

> O Cuax 1349 54%%BD L, AUC 1349 63~69%HA L7 2, (5

BEARLBF—%)

AFLTzF—HEBE L DA

BEBRAEL 8HIIZ, FTvI7 7o dng EAFAZ==F

— MEBSE 36ng ZHERE L L E, FSTU T VE &

AFNT 2 =F— bD Coax BT AUC ICEEIIRD Hhieh

20, BBACLBF—5)

8. QTRRIcXIT2EE
RERAED 83 5] (REBRFETH 61 #) 2HZIT, F/7v7
7 o AEMERA dng BER SRRV 4~8ng BERERE
TO 8ug BV R ERD QT BB ICT 5HEER L, ~—
274 b DOEE (QTcF (Fridericia #1E) MIMR) I2h
575 e RREW L OEORKEAME (AR 95%EHXA
EFRE) 13, 4mg #5TIL 4.55 (6.52) msec, Smg BETIE
7.61 (10.34) msec THY, QTc MROERSED LN,
HEANLZF—%)

3

ED FEAOERBENBE - AEIX TR - A& 0EsR

(47357559
1. —EERER
/MR AD/HD B (6 3ELA L 18 BRi) 2 NAICER LTS
EARBZEEFRUITHBILERRIZB N T, FohEOHM
RETH? ADHD-RS-1V AHRX =7 ORE 7T BEON—RF
AL DEIERITROLEI Thol 2,

#3 ADD-RS-IVEHRITOR—RF A )b OBLEM

R—2 51 N BE7TH%| BE& | 75 eRL ot
e ol Lo (o) G (METsmmsTsEos @
] 3 " of 4= %3
& ) 8 E) (BRTERRZE) |[95%ERIX )
o || 36.57 29.95 | -6.70
77EF O @5 % aza9 | .20 - -
36.95 22.41 | —14.60 ~7.89
0. OBmg/ke 65| (¢ 17) |51 o.0w) | (1.25) [r-11.14,-4. 657 20O
35.98 18.31 | 16,89 ~10.19
0. L2ne/ke (6] (g 70) || 1181) | (1.29) |1-13.48, 6. 801 "

¥1: BEPRTTNIE ST
BEH, FERA BREEXFERKXEERAZEEHR, ~—X
Z A > ADID-RS-IVEBtX 27 (40KH, 40 LLE) RUMERKS (13
WA, 1BRIL) 2HEE, SEIEHEEEITEEEL Lk,
TT e RBEBTICER 0.04, 0.08 R0, 12me/kg HEREL, ~—
AT A D ADHD-RS-IV A5t 2 a7 (40 SKRME /40 SLLE) RUE
#h (13ERWS/13REL L) 2RFL L-RREIMLEL AV THIM
ZfTol. L, KEHR 1Tkg LA L 25kg RIBOWERE IAH
0. 0dmg/ke BIZ, T5kg LA EDOHBREIIFRA) 0. 120e/ke B BT 2
WwWZlkr L,
ZENE, BEBEFECLIBRE TRETOp BEEH
0. 12mg/kg WL IS ERBL OB (BEKE 0.05) KLV EER
- BROONTBEDH 0.08ng/kg WL 7S RBLOLB: (FEK
#0.05) 175,

2. RUBREER
/MR AD/HD B (6 BEEA |k 18 BR®) XM RICERELEZTT
ERMB_EERBEMEBERBREET LN RREENR
WWEEL-RHRERBRIIEVWT, EHEORERETHLS
ADHD-RS-IVEEI AT OHEEBIITROLBY Thok 19,

X2

X3

#® 4 ADHD-RS-IVA#H R a7 D

75 R/ AFERAF A/ AFE

Bl |BER=7| A% |&HA=T

—EERARBAR 67 36.6+8.6 197 36.31+8.2
BB ERBRBHR 57 31.4+12.6 165 25.9+11.4
138 57 27.7+11.8 165 24:6+12.1

238 56 26.4+11.9 163 22.5+12.2

338 54 23.2+10.5 163 21.1*11.6

438 54 22.1£10. 8 159 19.6+11. 5

)]

7' e R/ FHIERT AR/ FHIEF
% |Aetx=7| K |4EzR=7
538 53 21.6+11. 3 160 18.8+11. 6
78 52 20.0+10. 1 155 18.4+11.5
1138 49 19.7%9.9 152 17.9+10.6
1538 46 20.4+9.6 152 18.9+11. 4
2738 41 19.0+8.4 138 17.9+10.6
3938 38 19.3+10. 1 130 16.2+9.8
5138 T34 19.1+10.9 125 16.2+10. 6
AR 57 22.2412.0 165 18.8+11. 4
il ERRE
X1: ZEEREBR T 7 RBIH 17 bh, RERERRBRTIIFAE
BE5ENEM

X2 : ZEERABTHHA 0. 04ng/kg B, 0.08ng/ke BEX X 0. 12meg/kg BT
BV oh, RURERBRTIEHEFAZRESNELA

[EHER]

1. EE{ER
AD/HD EFNBMPTHD BRARERMLES v MZBWT, £
EMMERCEBEOWTNOEEICH LTHLHEDRNIED
bhi= ',

2. EHBF
TT o777 FuF ) 8K (o) iox L TR MM
BRLY, o, 7 RLT Y UZR/EEN LEEENR /LT
FL Y oo 7R EEREBICLY, MENEER XK
HEBZBITAV I/ TAEHEBEL TV A AESENTREN
T3 923, AD/HD DIBRBIFITH 1T 5 AR EAEAITR
ATHA,

(B2 BT 2 B ERA R
—ROBT  TT LT v ERE (JAN)
Guanfacine Hydrochloride
: NFAmidino—2-(2, 6-dichlorophenyl) acetamide
monohydrochloride
FF : CHyCl,N;0-HC1
sy FE ;28256
{bPHEE=

=

« HCI

HRK: BE~RIREBBOBETHS,
B : 216°C

(@]
A F =2 =78 Ing : PTP140 &£ (14 $£X 10)
A VF 2 =78 3mg : PTP140 $& (14 58X 10)

(EX:3°¢9!
(XBRFERES)
1) #HNEH (BERACRT 2 EDEERER) (xxxxxxixx)
2) #AEHR (VMR AD/HD BEICRIT 5 BEFARYBIERNT)
{xxxxxxx%x)
3) HAEN (BREBRACBITIAEDZFIRSHERR)
(xxxxxxxxX]
4) Carchman,S.H.et al.
[xxxxxxxxX)
5) +EAEE (BERAICET2REZRDREZORBHHRE)
(xxxxxxxX%)
6) HAEH (GHEAMBRRAERR) (xxxxxxxxx)
7) Kirch,W.et al. Clin. Pharmacokinet., 1980, 5, 476
[xxxxxxxxx]
8) tPEH (EHWMEMERRBR-7 b2 —-) (xxxxxxxxx)
9) HNEH (EWEEERRR-V 77 =) [xxxxxxxxx)
10) #AEH (EBHBEERRBR-AFV7=z=F—b-)

. J.Clin. Pharmacol., 1987, 27, 762



(xxxxxxxxX)
11) #ANEHR (QT/QTc FTMEABR) (xxxxxxxxx)
12) #P¥E# (NE AD/HD BE D 2/3 HHRER) (xxxxxxxxx)
13) #£AEE (MR A/ BEOE 2/3 HEHESRAR)
[xxxxxxxxX)
14) #HAEE (in vivoBBREB) [xxxxxxxxx) .
15) #AEE (B b o, 7 FLFH U U2EEHEMMER CBIRKE
(xxxxxxx%X)

16) #REE (MAFETMER) (xxxxxxxxx)
[XareEk %]
FTEXRICEROTENERIZOE T L THTRIZIHRLEX
VY,

EHRMERASH EEFREF—
T541-0045 KIRFHREKEENITH1E8 S
E 55 0120-956-734

FAX 06-6202-1541

http://www. shionogi. co. jp/med/

— e GeGo———
BLEMRSET
EHSRERARH

T 541-0045 ABRHPRREBSEITE 1 &85

@ : M ERRTIE
INT 1

5
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1.8 TRMFSCE () DBETEMRIL .ooooeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeee e 3
1.8.1 ZHHE + ZHWR L OF DFETEARML ... 3
L8. 1.1 ZIHE = 2 () oot 3
1.8.1.2 ZHHE * NI DFERTEARIL ... 3
1.8.12.1 {EEXKMG ZEEREE (ADHD) DFZEI ..o 3
1.8.1.22  FEEEFRBRAGAE (A RITE) oo 3
1.8.1.2.3  FEEEFRBRAGAE (ZEAEME) oo 5
L8 L 2 R oottt 6
1.82 HE « FHEEOZDRETEARML ..o 7
L.8.2.1  HTEE = () oo 7
1.8.2.2  HHTE « FHEEDERTEARIL ..o 7
1.8.2.2.1 BB T DB oot 7
1.8.2.2.2  BHAA I B oottt 7
1.8.2.2.3 B BEAIIE coooeeeceeeeeeeee ettt ettt 8
1.8.2.2.4  FHERF B oot 8
1.8.2.2.5 B R et 8
1.8.2.2.6 TR TE 1.voeeeeeeeeeeeeeeee ettt 9
1.83 A EDEE () HOFDORRTEHIL ..cooooooeeeeeeeeeeeeeeeeeeeee e 10
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1.8 HRIAXE () DRTERM
1.8.1 Bk - MRR U ZDEXRTEIRA
1.8.1.1 %hEE - B ()

NERENZ BT D EEXM, L8RS (AD/HD)

1.8.1.2 $hEE - SHERD X ERHL
1.8.1.2.1 FEBERMa ZEN4EEE (ADHD) DK

NROVERERKMG, 28MEES (ADHD) (%, [F4FEEROF &6 &l LT, S T LWAEER,
L, HEMED 3 TERIC K > TERSNDEMEFE CTH 5. KERFWEFSIT L D%
BOBW - Mit~== 7V 4 BEHETR (DSM-IV-TR) T, LA F %7442 ADHD &2
Wrs4Ld. 7038, DSM-IV-TR (X 2013 ST S 4L, BIfEITEMIE B OBZE - HiGt~==27 /v
%5 5 R (DSM-5) AREMBZIRICH VLN TV DA, /NEH O ADHD ORI EEIC K& 7B H

I3 THIL TV,
o RUIEFEEJEIROIEA, ZEM: - HEMEIROHEHOEL LD, HHWEH T T6HEHELLE
DFET D

o JERDOWN ONE TELAINDIFEL TN D

o JERICK DIEED 2 LI LRI THET D

o thEM, FEM, BEMBEREIZBW T, FLWEEENEET 2 MR GHLY H 5

o JRNMEFREREE, WA KIE, MoORMREREEORRRICOAELZ Db D TIEARL,

ORI (ROBEEDH HWII A=V F U T fEE) TIE) ELMATE 20

BT, RER, ZEME-EEMEOEROMASDEIZLY, BAR, FNERESE, Lk
-HEWEESA O 3 SOOI SIS . AFRD ADHD OZWr - ek A K74 T,
DSM-IV-TR (YL L 7= 2 Wi 7 LT Y AL Z A LT 5.

1.8.1.2.2 BRERFABREAE (ARME)

HARN/NE ADHD B (6~17 i%) Zxfge& U725 2/3 f#HikBR (LARE, ENT 7 R xf gt
EFRT D) (A3122) KOVHAA/NE ADHD (84 % x4 & Ulofikfe e 5388k (LABE, EPAksE R
ISR L T %) (A3131) 2 3FMEE L L. F72, 4MEA/NL ADHD B#F&2x5 L U243
FHFRER (SPD503-301, SPD503-304, SPD503-312) (LARE, ¥Esh~' 7 & RAFHERER L Frd-5) 12D
WCHFHMBE R E Lz, 2 b 5 R BROA BRIl R & DL TR

(1) BERTStRxEHER (A3122)

ADHD-RS-IV G5t A a7 DXR—2 T A b DELEIZOWT, FEFHMIFEEE Ch 5 e i&qt
fiiE (Week 7) OFEREFR 1.8.1.2-1 TR T

BAETHAIE (Week 7) DOX—A T A DO EOFHETEIE (FEHERRZE) 1E, 0.04 mg/kg
RET-10.73 (1.24), 0.08 mg/kg B T—14.60 (1.25), 0.12 mg/kg B#ET-16.89 (1.29) TH V), [EENEFF
BIZ K> CEEMELZFE LR, WThoRGHETYS, 778 REE [-6.70 (1.24)] LHELT

-3
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RO B 2R E 80 bz (0.04 mg/kg BE : P=0.0148, 0.08 mg/kg A& 1 0.12 mg/kg F :
P<0.0001) [2.5.4.2.1 THZ: [i].

7 1.8.1.2-1 ADHD-RS-IV &t A 27 OEMEFEMEE (Week 7) D_X—R T A D O E
(m-ITT) —[EHN 7 7 & R xf iR

N—=ZXTA U NbHD

A NR—RT A B E TR E DL

\ ol
?jjvfek) B T WP WEEBEOE L
) " R (e 050 ]
7 TSR 67 36.57(857) 62 29.95(1219)  —6.70 (1.24)
0.04mgkg 66 36.08(7.86) 61 24.92(11.77)  —10.73 (1.24) ~4.03[-7.26,-0.79]  0.0148
0.08mgkg 65 36.95(8.17) 61 22.41(10.94)  —14.60(1.25) ~7.89[-11.14,-4.65]  <.0001
0.12mgke 66 35.98(8.70) 54 1831 (11.81)  —16.89(1.29) ~10.19[-13.48, ~6.89]  <.0001
MMRM fEHT

FEEN R« BGBE, FEMEEA, 5 BEGEMRe S AR

IR - N—R T A ADHD-RS-IV &5t 2 27 (40 Kiifi, 40 LLL), 4E#IX4y (13 Hoki, 13 L)

LT HOGIE IS

[a] ZEIE:, FEENEFEICL Y Week 7 TO P EAEH
0.12 mgkg Ff L 75 B ARBEL DL (BEKE0.05) ICX VAEENRDLNTHEDH 0.08 mgkg & 7T &
AHEE O (FEKNAE0.05) 21TV, ZOHB THERENBO bNTZHE DS 0.04 mgkg & 77 EREELE D
g (BEKTE0.05) 2179

(2) ERN#ERARER (A3131)
ADHD-RS-IV &5t A 2 71E, Week 1 205 Week 51 £ TORTOFRF A TR—2 T 14 > Lk
L CHEICAaTNWE L L& X2 bz, ADHD-RS-IV &5t A2 27 O FEHMEIE Week 11 F
TR L%, dEHERF STz [2.54.22 THS ).

(3) B\ TSR (SPD503-301)

T RHRA Y B TOR—=RATA U NEOELEOFELIE (FRAERZE) 1%, 0.04 mgkg 5
T-11.84 (2.06), 0.08 mg/kg $¢5-T-15.43 (1.14), 0.12 mg/kg #% 5 T-18.51 (1.50), 0.12 mg/kg %
.z HHET-24.22 (225 THY, 0.04 mgkg UANADETOHETT 78R ES [-8.55 (1.38)]
& ER U CHERHAOICE B 72 e E DGR H L7~ (0.04 mg/kg @ P=0.1872, 0.08 mg/kg : P=0.0002,
0.12 mg/kg } % 0.12 mg/kg # : P<0.0001) [2.5.4.2.3 TES[R].

(4) BNTSERABEER (SPD503-304)

TV RARA Y N TOR=ZT A U bOECEOFIEENLE BEERE) 1%, 0.04 mgkg &5
T-19.35 (1.35), 0.08 mg/kg % 5-T—18.05 (1.30), 0.12 mg/kg #%5-T—20.38 (1.96), 0.12 mg/kg %
B HPHHT-2541(2.83) THVY, ETCOHETT 7 REKEE [-12.67 (1.59)] &bz L CTHigH
FICA B 72U B TR H L7z (0.04 mg/kg: P=0.0015, 0.08 mg/kg: P=0.0092, 0.12 mg/kg: P=0.0025,
0.12 mg/kg # : P=0.0001) [2.5.4.2.4 THZ .
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(5) BT T ERxEEHER (SPD503-312)
TV RRA Y FTOR=RT A U bOEALEOFIFREEIIEIL, AFIFET-18.527, 77 &R
BET-18527 ThH Y, RAMETIEXT 7R L IR L THEANICHEEREENLRD bz
(P<0.001) [2.5.4.2.5 THEFH].

1.8.1.2.3 ERRRIBREHE (R£M)
HWE & RIRRIS, MRS L7ZEN 7T 2Rt IRaRBR (A3122), [ENAkG =058 (A3131)
R OMES 77 B R %G BR (SPD503-301, SPD503-304, SPD503-312) OZ2 4Rl 4 LT
[ N

(1) EBERTStRxEHER (A3122)

LB UEERAFFRR, SEOAFERRORIUTRN-T.

HEFRROFREMEE L, 0.04 mg/kg FET 75.8% (66 #1150 #1), 0.08 mg/kg HET 81.5% (65
o 53 f4), 0.12 mg/kg BE T 92.4% (66 5l 61 i), 77 B AREET 61.2% (67 i+ 41 f5)) Th-7-.

AAIFETORBUHE NS D> TG EFRO O L, KFRETT 7 2R L BBBHEN
BN T HEES (RRIREORRBMEE, 77 vARBEORBMEE) 13, IR (41.6%, 6.0%), 5
(11.2%, 6.0%), #Rk (4.6%, 1.5%), IKILE (4.6%, 0%), B (6.1%, 1.5%), FHI (5.1%, 4.5%),
MEET (5.6%, 0%) TH-o7z.

AEBEOFEFSORBBEEIL T 7 v R L CED -T2 b OO, FEBBHE 2% Eof
G (WTIDORFIEECRIBEE N 2%, ETH-T-HEFESR) 0% (19761 13441) 23
BETH Y, %< (197 Bt 136 #i) 23TE5RFHE I [E1E L7-.

bz s, KAlozEmic kE 2R EEZ bR,

7B, ENT T AR AR (A3122) THRIELL-ERAGERFRLIT, W77 &A% R
(SPD503-301, SPD503-304, SPD503-312) TAOLN=H D LFEBILTH Y, HARAFFAEOHESF
BORBLUIR ) o7 [2.5.53.1.1 HBH].

(2) ER#HERAFR (A3131)

FECHNI R - Tz, BEERAFFRIL 222 Hih 6 il 8 (M2, 77 /A FIEK, B
K, BERK, RIER, RAAINE, BRSNS 1) BBLLE. REPILRICEER S ShT
T A FIERZERLS 7 HIWT R B IGBREOE G 82 LT 5 2 & 72 5/ I EIE L.
F7o, ETRBRIE L ORI EBMRITBIEZ L &l STz,

HEFEZORBMEIL 96.8% (222 il 215 #) TH o7z, ERAEFRIL, EHIR (57.2%),
5H%E (13.5%), 8% (10.8%) TH Y, ENT T v RAHER (A3122), ST T Rk
(SPD503-301, SPD503-304, SPD503-312) M ONgESMikfe =115k (SPD503-303, SPD503-305,
SPD503-318) TA LIz b D & [FIEk Th o 7= BEHE 2% L. FOFEFEFERDEL < (222 614 167
fil) MEEETH Y, £< (222 B 184 fil) NIpBRFEMPICEE L-. £z, REGICLLSA
HEHRGOFBUHEHINOH 2 2B EEFROREBUIED biviehoTe.

EDZ LD, REIOEMEGREOZ2MHEICKRE RRMEIT 2N EE 2 bz [2.553.1.21H
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2.
(3) By TS EARXEBHAER (SPD503-301, SPD503-304, SPD503-312)

W ORER T HIETHNI R > 72, EERAFFRIL, SPD503-301 #AER TAAIRE 259 4+
200 21 (R, Wi B PG, SPD503-304 FRABR TAFIRE 256 Bl 1 611 2 44 (MR, fig) 3§
BLLTEDY, WTH b IREREE & K RBIRIZBIE e L & fllr S 417z, SPD503-312 #kiR ClIIAA#E
157 B 4 BN 7 1 (RENSE, ERRIEOS, W, ek, WrskhEE e, BrERgEsR, ) o
HERAERFGEORE LAY, MR OW S & i1 LA X 4 CIRBRIE & o [RRBEFR I X REE 72
L &l Sav7e. Mamd S OB & i 1R — 3R E CURCRBL L2 b DO Th Y, 1FERIK L
DOREERIIEE SN2 b DD, UANAEGES S, 89 HZIZEE L.

st 7 7 R BEER 2 BBROES (SPD503-301, SPD503-304) (2RI D A EHG (21K) D%
BUBEFE 13, ARHIAEK T 79.1% (513 %l 406 1)), 7" 7 B ARHET 70.5% (149 #7105 ) TH - 7=.
AAIRETORBBHE NS0 > TG EFERO O D, RARETT 7 2R REL D BEBEN S
Mol HERG RKFBEORBMEE, 77 v RBEORBEMEE) X, HIR 292%, 6.7%), FHH
(23.8%, 19.5%), 5 (14.0%, 3.4%), & (9.9%, 4.7%), LIEERE (9.9%, 74%) TH-o7-.

W7 7 2 Rt REER (SPD503-312) (281 2 A EHS (1K) ORBMEE X, AFEET
93.6% (157 Bl 147 Bil), 77 B HREET 77.4% (155 Bl 120 Bil) Th o7, ARHIFET OB
NGB E NS T B EFERD YL, AR TT IR BBEBEENES > - AEES (K
RIBFEOFRBUAEE, 77 B AREORBBEE) 1%, IR (43.9%, 21.3%), F8H (26.8%, 18.1%), ¥
5 (22.3%, 12.3%), FEIMED F 1 (15.9%, 10.3%), BEIHE (14.6%, 13.5%), SIHEER (11.5%,
5.8%), #HE (11.5%, 1.9%) TH-o7=.

WA T 7RG ERBR TR LEZAEERIIAVICELLTRY, SV EES%LLE
SPD503-312 fRBR ICFHMAO 2B 38D b e otz F72, B EHERIEERIIIIEN T
i SN OBERRBR EFETH -7, U Z s, AFloLetic k& 2REIZ R0
EEZ LN [2.553.1.4 S ]

1.8.1.2.4 #£iR

o Xoiz, HARANNE ADHD %, s/ ADHD £ &k OS5 /04 ADHD B2
T DARBNOENEDNRBD HiL, BRMEICHFET RESMEITEO b TV RN Lnb, K
FNTEGIR AR RHEEIch D EEZD. £z, BKTII/NE ADHD % #iiE & L CRAR ST
BV, BATEmEL AR, MBI TSR & A oME R Ok
BOTHEROER ThH o7, 0 Lhb, REIOZHEE - 234 VNI T 21EE X
LEIEREE (AD/HD)) La%E L7
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1.8.2 A% - RERUE DHRERN
1.8.21 FiE - AE ()

, KEE 50 kg RiiO/NRETIE, 7707732 L TC1HI mg KES50 kg UL ED/NE
m&7/77//&bf1Hzmgi@&ﬁéﬁ%b,1u%uL@%%%%if1ngﬁo,
TEROMFHEE CHEET 5.
7ok, JERICKVEEHET 50, TROKEHEZBEIWVWZEEL, WTINb 1 H 1 ER
NG+ 52 L.

RE BRAG A & MERFH & M=

17 kg L4 I 25 kg i 1 mg 1 mg 2 mg
25 kg UL I 34 kg i 1 mg 2 mg 3 mg
34 kg LI 38 kg Kk 1 mg 2 mg 4 mg
38 kg LL_E 42 kg K 1 mg 3 mg 4 mg
42 kg Ll I 50 kg i 1 mg 3 mg 5 mg
50 kg LL_E 63 kg AR 2 mg 4 mg 6 mg
63 kg LL_E 75 kg K 2 mg 5mg 6 mg

75 kg ULk 2 mg 6 mg 6 mg

1.8.2.2 Fi% - AEDRTERM
1.8.2.21 AEXRTEDRE
W4+ /IR ADHD BB % b5 & L C i S 72 ARRRER (SPD503-301 5858 & 1304 345R) 12
BT, REBEEHENOMET CH 227 HEERAENRBD b 2 &, WA ORGEHE - A
BT 10.05~0.12 mg/kg (1 HEREGEIZ 1~T mg)] EHESNTWDZ L, KOVNRIZE U4
CThHo THME X DEREIZCKERELDENH DL Z 0D, AFIOBEKRRIIAEBRAHRET
TOoZENWEIEB T, 2o enn, ENTERLZBARNNL ADHD BE & %5 L Lz
FERRBR CIIARERFE A EICESWEHEREEITV, AR ONLEEEMR LIz, £ Ok
B, REBEHE AL ORICHBE D 5 B2 bz,
—J5, MRZICIE, REREHE IR ERICRE SN R CERRMEZITH 2 L3 %
BLZxT, 20, ENORKRRABR CERICERESNCHEL, 1821 HOBYKEI L
(ZFREHR L7z

1.8.2.2.2 FthAE

BEFEGE F/NRICIZ 220 SIRFENRE S5 720, AFNTHES T ORI Y 90> bR &
FCHEZBHET 2G5 HENHRE SN TE 2. W CHElE SN - KRR (SPD503-301 745k
KON 304 i) TIiE, 8~9 B ORBRIAMIC 4 BFEEOBENEYPIEFIE 7o TNDH T L&
BT L E, WA EIMEI TS Z LITBET o R& LB o, £, WM
R (SPD503-301 #klk) 726, (AH 50 kg LL EOHERFE TiZ 1 H 2mg 72664 L THRTER W &
= Aoy (Wil

ZOZEND, ENTER L BEANNT ADHD B34 %2 x5 & U7 BARRER CI%, (K5 50 kg
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AR OWERE OBRLEAEIZ 1 B 1 mg, {KE 50kg UL EOWBREORBHAEIZ1I B 2mg & L, H
IMER VR e AR L. TORE, ZBeMEIfET REMEITRRO Lo T,

UboZ &b, EWNRERE FEROBIEHEZRE Lz, 72721, CYP3A4/5 PAFAIZ x5
HoOBRE, BEERIEEDS HBE IEEREREED S HEBE IR EGT 2581, AAIO
MmAEEN EFT2MEEEN S D720, 1 H 1mg LW HFGERBTIZEE LT

1.8.2.2.3 EEHRTE
WA OAGEHNE - &I 1 EBLL EOMEEZ 1T 1lmg T OMET L) ZEMBESN
TW5., 20w, [ENTER L HAANTL ADHD B# 254 L LKA Y [T
L5AE 1V EMU EORMREZHIT T Ilmg TOHE] $52 L& L. ZOMRE, BoMITRE
TAREMEITFRD Doz [2.553.1.1 10, 2.553.1.2 IHEBM).
UbDZ &int, EloOMEHEL T 5 2 &A%Y &l L.

1.8.2.24 #HFRAE

WS CHAGRENTWA R 10.05~0.12 mgkg (1 HEGEIZ 1~Tme)] THDH. 2D L
Mo, ENTHEM L2 HARANE ADHD BE 2358 E L —HEMR T 7 B ARRHERBR T,
0.04 mg/kg Bf (0.01 mg/kg/ H LA £ ~0.04 mg/kg/ H LLF), 0.08 mgkg #f (0.04 mg/kg/ H i~
0.08 mg/kg/ HLLT), 0.12 mgkg #f (0.08 mg/kg/ H#B~0.12 mg/kg/ HLELF) @ 3 BEA#RT, AzhME
B OVZ a2 Lz, O, FEFHMHEAICBWTETORERTY 78R 58
MR T & 2. Eo, EWNTERM L2k 538 T, 0.12mgkg/H (XL 6 mg/H) @
WTRMEWHEE COHMPHTHEBRE Z L ICEBEAREZ RS LR, RUICh > THMM
BHEFFSNL- & ZE 2 b=,

—J7C, AME /N ADHD B A x4 & U725 3 fHaER-1 (SPD503-301) (23T, 0.04 mg/kg
BHIZE D 7T RICRHT HEBMERHE T oo 2 &, WIMNIEIT D HEREMERFH &
0.05~0.12mgkg TH 2D Z &b, RIPIZHBIT HMEFHARIZEN_—EERT 7 A5 HEERTO
0.08 mg/kg # (0.04 mg/kg/ H #~0.08 mg/kg/ H LA T) &Y 0.12 mg/kg # (0.08 mg/kg/ H # ~
0.12mgkg/ HUAT) ICHYTAHAEHELTAZENRYLEEZTZ. LLens, YTl
0.12 mgkg HEIZHBWTLME RAEFEFS, RMEEEAFEFESR, RIBEEAEFERNLRD
DI Z & D, 012 mgkg BEICAE Y T 5 EHEIIAAOMERFH & & 77, 0.08 mg/kg BEICHH Y
TORMEBEOLZHFFHNEL T ENIVRYE EERTZ. 727210, 0.12 mgkg FEIZHEB LT
INOLOREFGIINTRORE ITEETHY, YEHBOKGIZIVEKRRY 27 23
I EFEZICL W L, £77, 012 mgkg B TIX 0.08 mgkg BEL W & EWAEIIMENHERTE T
WHZ Ern, 012mgkg FRICHEYT2FEAELZ 5O, ERICCTHEEERTELZ L
7.

18225 REHE
WA CHRREN TS AR 10.05~0.12 mgkg (1 HEGEIZ 1~Tmg)] THDH. LrL7A

D6, VSN CHEH L S AV BERER TlX 7T mg £ CHEINIIEG N Dol &, £z, AR

-8-
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NPNRTIEBIRD 97.6%, VLD 99.5%0MAE 75kg LR TH Y, {KHE 75 kg DEFH OLHA 6 mg
OFGCTHREHRFEHEL L T0.08mgkg THDHZ b+ L& %, ENO ADHD B x5
BRCIIEmmHELY 6mg & L7z, 7ok, RENBWEGEIL 6 mg 5 CRE#R & 0.12 mg/kg
R DGED 5T, R 50 kg Rl OFERE TIL 1 H &% 0.12 mgkg X 5 mg DWT i
WHIRWBEZBR RN L L Le. ZOMRE, AAOFIENRD b, LEMEICREST~E
FREITRRD B e o 7z,

UbDZ NG, EmllE (1 BE) & LT, KE 50 kg Rl O B4 TIiE 0.12 mg/kg XiT 5 mg
DNV 72V B (RE S0 kg LA EOBFE TIX 1 H 0.12 mgkg (ICH ST 2 FEHEEZHE L.

1.8.2.2.6 BERE

AR OEHZZBRPIET D2 Lick v, MENERGREL Y @t bR 28 (KR
) NIRESINTWD. ZORBER/NRIMZ D120, KFOTRGZ/&T T HEEICITIHEE
32 7 A o TR ED b TE 7.

WS OAEGEYE - & T 3~7 BHZ &I Img TORET S ZeMHEshTng. £
DIz, [ENTHEE L 72 HARANL ADHD B# 255 & LK 13 B ML EoREZ
BT T 1lmg TOWE] THMEMEEZRT CHEMLZ. ZOME, Wi ORSMEICFET
SMEITRRD b o7z,

PEoZ End, Mk AEICEETAHEH EOEE L LT, ARG %2 LT 5B
JRHIE LT3 AMLLEORIEEZ H T 1 mg ©oBET 2 B2 L.
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1.83 HALDIE () RUZDHRERN

AFN O EOEF () 13 TEBEMAERLIRASCEORTEERICOWT] RIS 606 7,
L 59 45, FEK 9 A 4 A 25 AAT) ROTERR M ESRK S O EoEEREEEIC OV T
FEH; 607 7, FRR 94 4 H 25 HAD) ICHEL L, AHIDIERRIR K O IRARBR AR I D &, oo
TER R /2 R E IR O EINIZ I T 2 EOEF ORE LS B ITRE L.

i EOVEE () OR#ENE X EAR L
(2T (ROBHEICEFEBRELLENIL) ]
1. ARFI DA xE i OE OBEERE D & 5 I3 1. IBBUE IR 5 — MR 2 B g &
LCaE LT,

2. PRI SUTIEIR U TS A et D & D N [ Tikhw, PE | 2. 3.

i, I ES~ORE ] OHBH] [ —p e DR LR E =S

3. EET vy (B, B ObLEE [(AHO BITRRIE LTz,

FRRPEDIRIRIERIC L W IER BB T 2200 H
2. ]

<%hEe - HRICEHET SERLDTE>

L. 6 BN M O 18 Ll LD TR 2 AR O | 1. ENERRRBRORRICESE, [FIFEFE
AMEIEHESL L TR, [ TERIREGE ] DS H] BEEDMEN EDEE 2B BITHRE L

7.

2. 18 AR TAANC L 0 Hipini 2 Bits LI BHICE | 2.3.

T, 18 R LARE B ke L CARKI A 5T 254121, [FAEF D DM EDIEEE 2B
R ORI L fERELZE L CHEEICERET S RE LT

&L bIT, EHIRIARHT DA NN K O AV 2 5
L, AHEPRD N WEEICE, &5FIEES
L, #RERELRNT L.

3. AD/HD OZWiE, KERGHIE S ORGHIREOZHET -
gt~ ==2 7L (DSM¥) 5 DOEUER ThENL LT-2
WrAL MBI S S HEEICHEM L, AEZ T LA
DHEGTH L.

2 : Diagnostic and Statistical Manual of Mental Disorders
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Do % BEXTEEOEEEREDH L BE KRS FEDFHSEERE E D & 5 BE T EE
THELAITIE, 1A Img K0 EEEBGTHZ &K DEFEREREE O & 2 BEITB VLT,
Ao MmPREN EFI 2N d 5. (AR AANOIM AR B L, 5B AREE

KON THMEhRE | DIAZIR)] DI PEE & U CITRERO 22 A
W ERTAFRERDL D LR
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2. ARlOERE A2 F 1T 2560, FHIE LT3 BRLLE | 2. KAlOREPET —% v — MIED
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%78 EBREORES B LR DIk AIEE
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MR LoD LR D, ]
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EMHLRERE L.

), (5
Al — oy B oA EoEE %25
BIZHELT.

6), (7)
ARFNEAT B O D it 7 % A L C AR
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NHbH., V77
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X H Y A
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1 L-F RINSXUEBEDILO D L Calcium L-Aspartate —  L-FRINSFUEBEDILY D LK Calcium L-Aspartate Hydrate

2 FTT/OV=Z)UB—F )DL Adenosine 5'-Triphosphate Disodium - FTI/OUENUEEZ NI LK Adenosine Triphosphate Disodium Hydrate

K V0| %) = VA o Argatroban -  FLAHRORC K Argatroban Hydrate

4 FILIZ=Ho LyO00ROXF O 7SN A—H Aluminum Chlorohydroxy Allantoinate -  FiLyoxy Alcloxa

5 TIVEIINSGTI/HYFILEEDILD D L Aluminoparaaminosalicylate Calcium —  FILZINSGTE/HYFILEEDIL Y D LK Aluminoparaaminosalicylate Calcium Hydrate

6 ZREBEFBEIANA—IL Estriol Benzoate Diacetate - IARMNA-ILEFBIATIRETBRIRATIL Estriol Diacetate Benzoate

7 Tz F ORI L Amfenac Sodium -  FUIzFUFRIDLKFIY Amfenac Sodium Hydrate

8 |[AVZTIRARD RNV EEF N L Isoniazid Sodium Methanesulfonate = AVYZTIORABD RIVRUEEF M) LKFY Isoniazid Sodium Methanesulfonate Hydrate

9 AVHRAVEEZ SR L Incadronate Disodium - AVARAVEEZF )9 LK Incadronate Disodium Hydrate

10 |THARMFRUDL Ecabet Sodium - ITHRMFRIDSLKFDY Ecabet Sodium Hydrate

1" |ZI7LUFRIIL Egualen Sodium -  ITTLYFRNII LK Egualen Sodium Hydrate

12 |TFMEALSILZFR) DL Calcium Disodium Edetate - ITrERAILD T LZ I LK Calcium Disodium Edetate Hydrate

13 |J|IEEFLEYD=IA Cetylpyridinium Chloride - EFLEYS=HLEEYKIIY Cetylpyridinium Chloride Hydrate

14 |EEBE7ILX=> Arginine Hydrochloride —  L—T7IX=iEEIE L-Arginine Hydrochloride

15  |{&EA)/THhy Irinotecan Hydrochloride — A/ THhUIERRIEKINY Irinotecan Hydrochloride Hydrate

16 [EEBIR=CEY Efonidipine Hydrochloride - IRZUEVIERMIBET S/ —ILATNY Efonidipine Hydrochloride Ethanolate

17 |fEBAHSLIL Ozagrel Hydrochloride — Y YLUILIEREIE KN Ozagrel Hydrochloride Hydrate

18 |EEA LTI/ Olprinone Hydrochloride - FIT) I AEEE KN Olprinone Hydrochloride Hydrate

19 |EEA A w0y Ondansetron Hydrochloride -  FUAwrOUIEESE KN Ondansetron Hydrochloride Hydrate

20 |EEALETSIY Carpipramine Hydrochloride - ANETSIUERIEKINY Carpipramine Hydrochloride Hydrate

91 |BEEENFTIY Cetotiamine Hydrochloride —  CENMFTIVIREREKAIY Cetotiamine Hydrochloride Hydrate
BBOEFT7IV Dicethiamine Hydrochloride (A4 : oeFT7IUERIEKIY) (Dicethiamine Hydrochloride Hydrate)

22 |EEETSVIY Terazosin Hydrochloride —  FIYIUERIE KT Terazosin Hydrochloride Hydrate

23 |EEENITOYDY Triprolidine Hydrochloride - MTOUS UGG KFIY Triprolidine Hydrochloride Hydrate

24 RS TFILT/REERSIFILTI/IFI p—Butylaminobenzoyldiethylaminoethyl = ASTFLTIIREERCIFILTI/IFILERE Diethylaminoethyl p—Butylaminobenzoate

Hydrochloride

1.3
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25 |EREALIDAK Pilsicainide Hydrochloride —  ELUHLZFigREKT Pilsicainide Hydrochloride Hydrate
26 |IEEEEILA/—IL Pirmenol Hydrochloride -  ELA/—)LIEERE KN Pirmenol Hydrochloride Hydrate

27 ot ) A I Bupivacaine Hydrochloride —  TENNhAUIERRIEKINY Bupivacaine Hydrochloride Hydrate
28 |IEEENTUDL Bepridil Hydrochloride - RFTYJLIEBMIEKIIY Bepridil Hydrochloride Hydrate

29 |EETHFFI—N Mazaticol Hydrochloride - IYFI—LEBIEKIY Mazaticol Hydrochloride Hydrate
30 |LEEAFILORATAY L-Methylcysteine Hydrochloride = L AFIVRTAUIEEE Methyl L-Cysteine Hydrochloride
31 BRI YRy Rilmazafone Hydrochloride — Y HREERIEKTIY Rilmazafone Hydrochloride Hydrate
32 BTP7AT ALY RIRVEEF RIS L Sodium Guaiazulene Sulfonate —  FRALURILKRUEEF R LIKFIY Sodium Gualenate Hydrate

33 |[VTUEBEYTUR Mosapride Citrate —  EBYTYRHIUEEEKIY Mosapride Citrate Hydrate

34 (oo BRI L Sodium Glucuronate -  JonrEgEro LK Sodium Glucuronate Hydrate

35  |L-JIILAIUEEL-TIILXZ=Y L-Arginine L-Glutamate -  L-ZIXZUL-F VAU BB KN L-Arginine L-Glutamate Hydrate
36 (L-TILESUEEFRUTIL Monosodium L-Glutamate Monohydrate = LU WVESUEEF N LK Sodium L-Glutamate Hydrate

37  |BFEETRETILIV Desmopressin Acetate -  TFTREILIUERRIE KDY Desmopressin Acetate Hydrate

38 |VARASEVAHIRRTF—F Cytarabine Ocfosphate -  VASEY FORRT7—RKIY Cytarabine Ocfosphate Hydrate

39 |¥I¥TUL Gilazapril - USYTYLKIY Gilazapril Hydrate

40 |BHILSR—IL Tacalcitol - BALIE—ILKIY Tacalcitol Hydrate

41 roLEERRDOF YD Tosufloxacin Tosilate —  rRI7AOFY UL ILERIE KNI Tosufloxacin Tosilate Hydrate

42  |ZFATILIEFRYH L Sodium Nitroprusside —  ZbAaFILURFRIY LK Sodium Nitroprusside Hydrate

43 |RIFAVEEZFMIIL Pamidronate Disodium —  NSROVEEZ SR LIKFIY Pamidronate Disodium Hydrate

44 [FRINTUBDILY T L Calcium Hopantenate = RNUTUBEAILL D LIKFN Calcium Hopantenate Hydrate

45 | AULBTRL/YOLE/FII/ITTZOY Adrenochrome Monoaminoguanidine Mesilate - FRUIOOLEITIIT TS H LEEKTY ﬁg;ﬁ;‘f:hmme Menoaminoguanidine Mesilate
46 |[FREERNILAYY Berberine Sulfate - NN UERERIE KN Berberine Sulfate Hydrate

47  |BREREILEXR Morphine Sulfate - EILERERERIEKIY Morphine Sulfate Hydrate

48 YUBT AN LRFUFRII L Estramustine Phosphate Sodium - IRRSLRFUYUEEIRTILFRID LKFIY Estramustine Phosphate Sodium Hydrate

273
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49 |YUBEREYRFXY—IL Pyridoxal Phosphate -  EUFFY—ILYUEBETXTILKIIY Pyridoxal Phosphate Hydrate
50 |LFY Rutin - LFUKIY Rutin Hydrate

51 LRzox4oy Levofloxacin -  LR7ax4ir Ky Levofloxacin Hydrate
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256 |JLIEEILKRTUF - HYLRIYRY TR

257 (UUEEAEILASEL -  FHEILAIE L UERIE

258 |UUBET R YA UFRDL = TXYARYIYUBIRTIVFRID L
259 |UUEEOLFSEY - JILESEVIUEETIRTIL

260 |ULEETLR=VB FRYY L -  JULRZVRVYUBEIRTIVFRIY L
261 |YrEBARLTARyY -  AuFoRyvyUEEE
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[BI#E3] JANKEZDAHEE FHIExER

No JANB XA [BJANZE £ HIANZE £

1 L-F RINSX VBN L L-Aspartate Potassium Potassium L-Aspartate

2 AAZSLBEF M) L Sodium Iotalamic Acid Sodium Iotalamate

3 GYFIIFUBEZH) D L Glycyrrhizinate Dipotassium Dipotassium Glycyrrhizinate

4 by =ity § Nu by 0 Estrogens, Conjugated Conjugated Estrogens

5 BT EAESRREAILEY Human Menopausal Gonadotrophin, Purified Purified Human Menopausal Gonadotrophin
6 ZaFUBI-(-AFILTIZI)L) ITFIL  1-(4-Methylphenyl)ethylnicotinate 1-(4-Methylphenyl)ethyl Nicotinate

7 INSTI/EREBEFR) DL p—Aminohippurate Sodium Sodium p—Aminohippurate

8 INITF LETIVE=D L Flufenamic Acid Aluminum Flufenamate Aluminum

9 mKIH/—)L Ethanol, Dehydrated Anhydrous Ethanol

11




[B& #HIAN(BERL -ER)—EX]

No JANH K4 JANZ B

1 TIOSR=D LF IO )LERIE Aclatonium Napadisilate

2 THerO GRS Azasetron Hydrochloride

3 TIAY /S ARNKIY Acitazanolast Hydrate

4 L-F RINSEUEER) D L Potassium L-Aspartate

5 L-7 R/INSFXUEEHIL S D LKFNY) Calcium L-Aspartate Hydrate

6 TRV RILIRVEEF M) LKFNH Sodium Gualenate Hydrate

7 THESAFUIEERIE Azelastine Hydrochloride

8 TR FEIILFRERE Atazanavir Sulfate

9 TFT/OoUZ YU F R LK Adenosine Triphosphate Disodium Hydrate
10 |7THREL ERFUIL Adefovir Pivoxil

11 FRU/OOLEITII/ T AD LERIE KT Adrenochrome Monoaminoguanidine Mesilate Hydrate
12 [Z/AHEILEREEIE Abacavir Sulfate

13 7S50 UUiERkE Apraclonidine Hydrochloride

14 [TV DUIERIE Aprindine Hydrochloride

15 TIAFOUIERRE Amiodarone Hydrochloride

16 |7LILESUIEEIE Amrubicin Hydrochloride

17 TFLACEURY L EEE Amlodipine Besilate

18 |TADZILAFIVERBIE Amezinium Metilsulfate

19 TERSO—)LIEEEIE Amosulalol Hydrochloride

20 TEOIII4IEREE Amorolfine Hydrochloride

21 FILA RO K Argatroban Hydrate

22 |L-FIFZUL-T VAU KEIY L-Arginine L-Glutamate Hydrate

23 L—7IL ¥ iERkE L-Arginine Hydrochloride

24 |TLFIST/IFAT IO UERIE Alkyldiaminoethylglycine Hydrochloride

25 FILXILRYTI/ITFILT YL UIEFREE Alkylpolyaminoethylglycine Hydrochloride
26 |7LoO%Y Alcloxa

27 FILOAARJ o TOEF UEET A TIL Alclometasone Dipropionate

28 FILEIINSTR/HUFIVEEDIL S LKFI Aluminoparaaminosalicylate Calcium Hydrate
29 TLURRVEET R D LK Alendronate Sodium Hydrate

30 (7T FUF NI LK Amfenac Sodium Hydrate

31 7rJOoxy— LIRS Ambroxol Hydrochloride

32 | AFESLEFIIY LA Sodium Iotalamate

33 AV R T UG EEE Isoxsuprine Hydrochloride

34 AV —)LEEEEIE Isoconazole Nitrate

35 AV T ORAZD Z LRV EE R LKFDY Isoniazid Sodium Methanesulfonate Hydrate
36 |[d-MVTLFUUIERIE di~Isoprenaline Hydrochloride
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No JANH K4 JANZ B
37 [AMTUREEE Itopride Hydrochloride

38 A/ R—AXHZOFUBETIRTIL Inositol Hexanicotinate

39 |AYFZTAVILEEE Imatinib Mesilate

40 [13HTVILIERIE Imidapril Hydrochloride

41 1)/ ThARERIE KN Irinotecan Hydrochloride Hydrate
42 AWV TSTRLAVERE Irsogladine Maleate

43 AARAVEEZF o LK1 Incadronate Disodium Hydrate

44 Ao hOVIERRIE Indisetron Hydrochloride

45 AV TFEIFRBIET S/ — L0 Indinavir Sulfate Ethanolate

46 AVRARL Y TFILRDIL Indometacin Farnesil

47 THRMFRY D LKFNY Ecabet Sodium Hydrate

48 IHFLUF R LK Egualen Sodium Hydrate

49 |ToFYJ—ILEEERIE Econazole Nitrate

50 [TRMSOA—LTOEFVBIRTIL Estradiol Dipropionate

51 IRNSGDA—ILEEBRIRTIL Estradiol Valerate

52 IRNSLRFUYBBIRT IV LKFNY Estramustine Phosphate Sodium Hydrate
53 IXM)A—)LTAEAVEETRTIL Estriol Tripropionate

54 IRMA—IIEFBEIATILZREREBIATIL Estriol Diacetate Benzoate

55 |TREA—/LIGEEIE Esmolol Hydrochloride

56 |IF/OA—LEFRRIRTIL Ethynodiol Diacetate

57 IFREEAIL O LZF R LK Calcium Disodium Edetate Hydrate
58 |[TFSTUILTLAUEEE Enalapril Maleate

59 IEFRFUIEERE Epinastine Hydrochloride

60 IFRV U BIbKEEEE Eptazocine Hydrobromide

61 ITFST/UERE Eprazinone Hydrochloride

62 |TARZUCEVERIETS/—IL{TINY Efonidipine Hydrochloride Ethanolate
63 [TAFRFUITIVERIR Emedastine Difumarate

64 [TLRITE2URILKREE Eletriptan Hydrobromide

65 Fxary—ILEEERE Oxiconazole Nitrate

66 [AFIFOEILRILLY Oxitropium Bromide

67 |(AFITF=UIEERIR Oxybutynin Hydrochloride

68 |[AFT ARV UGG Oxymetazoline Hydrochloride

69 |AUMLAFREFERIE Octreotide Acetate

70 |FYTLIVIERE KN Ozagrel Hydrochloride Hydrate

71 FEILAZE LY U EEE Oseltamivir Phosphate

72 FILT) s EEEE KN Olprinone Hydrochloride Hydrate

279




[B& #HIAN(BERL -ER)—EX]

No JANH K4 JANZ B
73 FangoUisikis Olopatadine Hydrochloride

74 T O IEEEE KN Ondansetron Hydrochloride Hydrate
75 hIL=FiEEH Carnitine Chloride

76 AIWETSIUTLAUBEE Carpipramine Maleate

77 HIVETSIUIEREIE KN Carpipramine Hydrochloride Hydrate
78 ATa=ry LiEiE Carpronium Chloride

79 |FFIVUINEEE Quinapril Hydrochloride

80 Jroori U iEEEE Guanfacine Hydrochloride

81 HDIFFEUIRIVEEE Quetiapine Fumarate

82 AR LRIGEEE Gusperimus Hydrochloride

83 JS-—wrOviEEsiE Granisetron Hydrochloride

84 GUFIW)FUBE—TEZI L Monoammonium Glycyrrhizinate
85 TYFI)FUBZH)D L Dipotassium Glycyrrhizinate

86 B%i=V o WLy FN & it Sodium Glucuronate Hydrate

87 L-J ILAS VB Lok FN Sodium L-Glutamate Hydrate

88 |JLARTYFYUTEEIE Clebopride Malate

89 oL IdTO—)LiEEE Clenbuterol Hydrochloride

90 |/ANEJ—)LTOEAVEIXTIL Clobetasol Propionate

91 AR BRI XTIV Clobetasone Butyrate

92 JARSRAFUIIVDYVERE Cloperastine Fendizoate

93 ooLFavooeRy XEEE Chlorpromazine Hibenzate

94 |(yOATOITLT/—ILTR) VR Chlorpromazine Phenolphthalinate
95  (JAAAXIDUTIILaVEEE Chlorhexidine Gluconate

96 FZN/AUhT7AVEETRATIL Gestonorone Caproate

97 EeBIRbOyy Conjugated Estrogens

98 |V LUIEVIEEIE Gemcitabine Hydrochloride

99 |TtLVUEFEE Goserelin Acetate

100 (2L oFO/—MERIE Colforsin Daropate Hydrochloride
101 |AYFRAFURBIRATIVFNID L Chondroitin Sulfate Sodium

102 |YFFELAVILEELE Saquinavir Mesilate

103 (47O 7) iERE Sapropterin Hydrochloride

104 | YIRS LS—MERIE Sarpogrelate Hydrochloride

105  |HILATFAO—)LFFRERE Salmeterol Xinafoate

106 [>opERYR #3530 Ciclopirox Olamine

107 (Y aH03 EEEE Dicyclomine Hydrochloride

108 [LASEY AORRT7—hKINY Cytarabine Ocfosphate Hydrate
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No JANH K4 JANZ B

109 |DERTYIGEIE Dipivefrin Hydrochloride

110 |PT7xZ)LESY U IEEIE Diphenylpyraline Hydrochloride

111 |D7zZIILES)UTAYIVERE Diphenylpyraline Teoclate

112 ([OTzVERSEUHFILEEE Diphenhydramine Salicylate

113 |72 ERSIUSHYILEREEE Diphenhydramine Laurylsulfate

114 [T FAVEERBRIXTIL Diflucortolone Valerate

115  |[7A3V VBRI R TIL Diflorasone Diacetate

116 [ RV anNgERiE Cibenzoline Succinate

M7 (PANFTIOUAD VBRI Dimetotiazine Mesilate

118 |VSHTY)LKFNY Cilazapril Hydrate

19 |YTFHIANIIUEE Sildenafil Citrate

120 |RTSRAMYILESE Suplatast Tosilate

121 |RARNIT R EsE Sumatriptan Succinate

122 |(RJLaFY—)LHEERIE Sulconazole Nitrate

123 |RILNTURIEESLE Sultopride Hydrochloride

124 |RBETEAEERABAILES Purified Human Menopausal Gonadotrophin

125 |[&FTFUITLAUERE Setiptiline Maleate

126 |[EFVOUIERIE Cetirizine Hydrochloride

127 |[EFILEY S =Y Lig{LmKFIY Cetylpyridinium Chloride Hydrate

g |[ENFTIUERIEKTIY Cetotiamine Hydrochloride Hydrate
(B4 : v FT7IUIEERE KFNH) (Dicethiamine Hydrochloride Hydrate)

129 |[EEAYIEREEKFIY Cevimeline Hydrochloride Hydrate

130 |[E7z8AN ERFDILIERKE Cefetamet Pivoxil Hydrochloride

131 |7+t RIREEE Cefoselis Sulfate

132 [ERSY—IEHIE Sevelamer Hydrochloride

133 [ 7oBo—)LiEEsiE Celiprolol Hydrochloride

134 [ELFY RIS Selegiline Hydrochloride

135 vAO—)LIgERIE Sotalol Hydrochloride

136 (VLU ERERIE Somatorelin Acetate

137  |VILETLBEREEIE Zolpidem Tartrate

138 |2ALTE—ILKENY) Tacalcitol Hydrate

139 |AEFXFIIIVIIVEEE Tamoxifen Citrate

140 (BYRFY—)LIBELIER Talipexole Hydrochloride

141 (AU FREOVHIUEEE Tandospirone Citrate

142 |F7TINERE Tiapride Hydrochloride

143 |FTIUDRIIAFTHEY Thiamine Disulfide Nitrate
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144  |FITEZDHLIVIEY Tiemonium lodide

145 |[FARAOEYLER{cHKFNY Tiotropium Bromide Hydrate

146 |FFIOVLELY Tiquizium Bromide

147 |FkoOLC Cytochrome C

148 |F)vO—)LiERIE Tilisolol Hydrochloride

149  |THUZHLIELY Dequalinium Chloride

150 | TXHARYUNILSFUBIRATIL Dexamethasone Palmitate

151 TEH AR TAEF VBT XTIV Dexamethasone Propionate

152 [THFH AV VAR HRRBEBIRTILFR) DL Dexamethasone Metasulfobenzoate Sodium
153 [TFHARYUYUBEIATILF RO L Dexamethasone Sodium Phosphate
154 |[THFH ARV UEEBIRATIL Dexamethasone Valerate

155 |TX YAV UBFBEIRTIL Dexamethasone Acetate

156 | THRATRIDUIEREE Dexmedetomidine Hydrochloride
157  |[TRETLVUEREEIEKFIY Desmopressin Acetate Hydrate
158 |ThSaYUFREFERIE Tetracosactide Acetate

159 |TRSHADU AR VIR Tetracycline Metaphosphate

160 |F//REIL SUTAFIIILTTILEEE Tenofovir Disoproxil Fumarate

161 F7ORLJOEAVEETIATIL Deprodone Propionate

162 |TEHTVILIEEEIE Temocapril Hydrochloride

163 |73V EREIEKFIY Terazosin Hydrochloride Hydrate
164 |[TIENLDUADILERE Delavirdine Mesilate

165 | T5TVILIEEIE Delapril Hydrochloride

166 [TV /N\SFFEFEEIE Teriparatide Acetate

167 |TIVEF T4 EREE Terbinafine Hydrochloride

168 |FFXUJ AL LERE Doxazosin Mesilate

169 (FRTOFH LU LERIEKFIY Tosufloxacin Tosilate Hydrate

170 KRLE VGRS Dosulepin Hydrochloride

171 [FRRD)LIGEEE Donepezil Hydrochloride

172 F=oz Rt Domiphen Bromide

173 [FSVRVIRERIE Trazodone Hydrochloride

174 M5V UIEREE Tolazoline Hydrochloride

175 |MoVUiERE Tramazoline Hydrochloride

176 FoYR—ILIEEEIE Tramadol Hydrochloride

177 |M)2ARSTURLAUERIG Trifluoperazine Maleate

178 )Ty ERE K Triprolidine Hydrochloride Hydrate
179 |MJSTSEURLAUEEE Trimipramine Maleate
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180 |FILYSSRIGERIE

181 [FLETzUHIUERHR

182  |FRRA/0VTOEF VBT RTIL
183  [FORED LGS

184 |rRER+OVIEESE

185 |7 I7ERAYRAVLEEIE

186 [ForFOB S YAARD L TAEAVBIRTIL
187 |FoRORYTAVEETIRTIL

188  [ZaFUEE1-(4-AFILT=)L)IFIL
189 |=VIx/U v LEsE

190 |=RETILIRFR) o LK

191 [=2zh5MEEEE

192 [ZLRFUIEEE

193 [RARFITIVELY

194 [RFaFYJ—ILIEEEIE

195 [RILTAFEILADILEEE

196 |/¥THhUEBIE

197 |INXT7AXH VAV ILEE

198 |/ASROVEEZ YD LIKFIY

199 (INST7I/EREFMIDL

200 |/\TIHOE LGRS

201 |NSTFITI/REFBROIFILTI/IFIVIERIE

202 [INTARYUEFBETIRTIL

203 [/NIVTFF T4 IEEREKFIY
204 (/N DEVIEEEE

205 [/ALAA—FRIEY

206 |/ SAFEFUIEEIEKTNY

207 |NBFLRUEFBEIRTIL

208 (NARYR—ILTHVEETZTIL
209 |EATURJUIEEEE

210 |EvZFon—iLovILEkE

211 [EFEXL RS RTFOVATOVEBIZTIL
212 |E/LLEVERRIE

213 |E/RvROViERE

214 |ER&F—k TRIJOSK

215 |ERAF—MEERIE

6.9

Dorzolamide Hydrochloride
Toremifene Citrate

Drostanolone Propionate
Trospium Chloride

Tropisetron Hydrochloride
Nafamostat Mesilate

Nandrolone Cyclohexylpropionate
Nandrolone Decanoate
1-(4-Methylphenyl)ethyl Nicotinate
Nizofenone Fumarate

Sodium Nitroprusside Hydrate
Nifekalant Hydrochloride
Nimustine Hydrochloride
Neostigmine Bromide
Neticonazole Hydrochloride
Nelfinavir Mesilate

Nogitecan Hydrochloride
Pazufloxacin Mesilate
Pamidronate Disodium Hydrate
Sodium p—Aminohippurate
Valaciclovir Hydrochloride
Diethylaminoethyl p—Butylaminobenzoate Hydrochloride
Paramethasone Acetate
Vardenafil Hydrochloride Hydrate
Barnidipine Hydrochloride
Valethamate Bromide
Paramethasone Acetate
Halopredone Acetate

Haloperidol Decanoate
Pioglitazone Hydrochloride
Bisoprolol Fumarate
Hydroxyprogesterone Caproate
Vinorelbine Ditartrate
Pipamperone Hydrochloride
Pipethanate Ethobromide

Pipethanate Hydrochloride




[B& #HIAN(BERL -ER)—EX]
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216 |EXYFL—MERIE

217 |EURFHY—LYUBTXTILKIY
218 (BT HA=FIEEEIEKTNY

219 [ELA/—)LIGEEIEKINY

220 |[Ea~TFUiEEsE

221 |EVTIURERE

222 | 7FRTIVIERRIEKFIY

223 (Z7ROV—ILIEERIEKIIY

224 (JxxVIIFOUIERIE

225 |7z/70—)LRI{LKKEEE

226 |TTIURSIUAVILEEE

227 |TELYUEEEE

228 (I THo4 GG

229 |[J=hODO—)LiEERIE

230 |TENHAUIERIEKTIY

231 | TTL/ VD1 iEEEE

232 |THRILEVIEEEIE

233 [TV UIEEEE

234 [TSERFY—ILIERIEKFIY

235 [FSURFTLIVIEY

236 [FIILELIUIEEIE

237 |FUS/—ILAVLEEE

238 [FYT1= LERILY

239  [IIASEVYUEEIRTIL

240 (I FHYUTOEAVEETRATIL
241 |ZLUROaLFYUERBEIRATIL

242 |INTIFPUTHUBIRATIL

243 (JLTIFOURLAUEEE

244 |INITFLEETILEZ DL

245 | TLARFHIDILAUEEIE

246 |TILARJUENIVBEIRATIL

247 | TJLAA=FEFERIE

248 |FLF=VRVI7ILRDIILBIZTIV
249 [FLRF=VOVYUBETRTILFR) DL
250 |(FLF=VOUERMIRTILEFBEIRTIL

251 | FATILARL LA UEE
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Piperidolate Hydrochloride
Pyridoxal Phosphate Hydrate
Pilsicainide Hydrochloride Hydrate
Pirmenol Hydrochloride Hydrate
Piroheptine Hydrochloride
Vindesine Sulfate

Fasudil Hydrochloride Hydrate
Fadrozole Hydrochloride Hydrate
Fexofenadine Hydrochloride
Fenoterol Hydrobromide
Phentolamine Mesilate

Buserelin Acetate

Butenafine Hydrochloride
Bunitrolol Hydrochloride
Bupivacaine Hydrochloride Hydrate
Buprenorphine Hydrochloride
Buformin Hydrochloride
Prazosin Hydrochloride
Pramipexole Hydrochloride Hydrate
Pralidoxime lodide

Pralmorelin Hydrochloride
Pridinol Mesilate

Prifinium Bromide

Fludarabine Phosphate
Fluticasone Propionate
Fludrocortisone Acetate
Fluphenazine Decanoate
Fluphenazine Maleate
Flufenamate Aluminum
Fluvoxamine Maleate
Flumetasone Pivalate

Flecainide Acetate

Prednisolone Farnesylate
Prednisolone Sodium Phosphate
Prednisolone Valerate Acetate

Proglumetacin Maleate
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No JANH A4

JANE A

252 [TROUONARSDUAVIVERE
253 |FORoz/oEEME

254 |TRENAHAUIEERIE

255 |FREARYIEEEE

256 |FATIFIVERUXEEE

257 |FOTxFIUIREE

258 (JOLTTFIFRILIKFIY
259 |TEABDUAFLUUHYTFILEE
260 |RHA=H LR

261 (N4axyOo—)LIEEE

262 (NAAFJUBFBIZTIL

263 | NAARYUBEBIATILIOEAVEIRTIL
264 | NFETVYILIERIE

265 |NRFHY—MEREIE R—2TUX
266 | R/\vh0—)LiEEEE

267  (RTYTILIEEEEKFIHY

268 | RNIRARFUARY LESE

269 | RILTURADILERE

270 | RULITFDUTIVDVEEIE
271 [(RILAY U BRERE KT

272 [ROREOUEEE KW

273 |RVAIDSUAEFA IR

274 |RUTORYUYUERE

275 [(RRAILRYRF R LKFNY)
276 RN TUBEHILD I LIKFIY
277 |[RE FO—L<OEkE

278 |TRS/RUIGEEIE

279 [RHFO—ILIERIEKINY
280 (v=CEVIEEIR

281 |vT7FO—/LiEEEE

282 |ZT7UVUEEIE

283 (3a7z/—I)LEE EIIFIL

284 i)

m

"

vig
285 FRUIEERIE

121

286 |SILFITSUIEEE

287 (BT H/—L
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Prochlorperazine Mesilate
Propafenone Hydrochloride
Propitocaine Hydrochloride
Propiverine Hydrochloride
Profenamine Hibenzate
Profenamine Hydrochloride
Bromfenac Sodium Hydrate
Promethazine Methylenedisalicylate
Vecuronium Bromide

Betaxolol Hydrochloride
Betamethasone Acetate
Betamethasone Butyrate Propionate
Benazepril Hydrochloride
Benexate Hydrochloride Betadex
Bevantolol Hydrochloride
Bepridil Hydrochloride Hydrate
Bepotastine Besilate

Pergolide Mesilate

Perphenazine Fendizoate
Berberine Sulfate Hydrate
Perospirone Hydrochloride Hydrate
Pentamidine Isetionate
Benproperine Phosphate
Foscarnet Sodium Hydrate
Calcium Hopantenate Hydrate
Bopindolol Malonate

Fominoben Hydrochloride
Mazaticol Hydrochloride Hydrate
Manidipine Hydrochloride
Mabuterol Hydrochloride
Mianserin Hydrochloride
Mycophenolate Mofetil
Mitoxantrone Hydrochloride
Midodrine Hydrochloride
Milnacipran Hydrochloride

Anhydrous Ethanol




[B& #HIAN(BERL -ER)—EX]

No JANH K4 JANZ B
288 | AFFEUIEEIE Metixene Hydrochloride

289 [AFIAHALOEUREY Methyloctatropine Bromide

290 |L-AFISRTAUIEEEE Methyl L-Cysteine Hydrochloride
291 |N-AFILRARTIVAFILEREAIE N-Methylscopolamine Methylsulfate
292 |AFNLTI=T—MEREE Methylphenidate Hydrochloride
293 | AFITLRZYAOVANIBEITRATILFR)Y L Methylprednisolone Sodium Succinate
294 | AFIITLRFZVOVEFEETATIL Methylprednisolone Acetate

295 |ARFYIUIEEEIS Methoxamine Hydrochloride

296 (ARFI T SEUEREIE Methoxyphenamine Hydrochloride
297 |AROFXS OSSR TOVEREETIRTIL Medroxyprogesterone Acetate

298 |[EBF¥ToOoxHI o iEEE Moxifloxacin Hydrochloride

299 |EHTSIUIEREE Mosapramine Hydrochloride

300 |EYTURHIUREIEKIIY Mosapride Citrate Hydrate

301 E/IR/—IVTIUALAVBEIE Monoethanolamine Oleate

302 |EXROVIEERE Moperone Hydrochloride

303 EART U IDSUAIRUEETIRTIL Mometasone Furoate

304 [EARVUISUAIIAKRUEETRTILIKINY Mometasone Furoate Hydrate

305 E)LeEREERIE K1Y Morphine Sulfate Hydrate

306 [SHUFk—ILKFNY Lactitol Hydrate

307 |SANZO—LIERRIE Labetalol Hydrochloride

308 |SELRFOVIEERIE Ramosetron Hydrochloride

309 |ZOFI T IEHIE Raloxifene Hydrochloride

310 |SooAn—)LIgERIE Landiolol Hydrochloride

311 YR TR B EERE Rizatriptan Benzoate

312 (Ya—TFOoL) o ErEsE Leuprorelin Acetate

313 UL YR IEERIEKFNY) Rilmazafone Hydrochloride Hydrate
314 JLF K Rutin Hydrate

315 |LIRANRFUIEERE Levocabastine Hydrochloride

316 |LRAL=FUELY Levocarnitine Chloride

317 |LARI/BE—)LiEEEE Levobunolol Hydrochloride

318  [LARZOFHT KM Levofloxacin Hydrate

319 LiAdovwoUishsis Levomepromazine Hydrochloride
320 |AE/NAAUIEEEIEKFIM Ropivacaine Hydrochloride Hydrate
321 |ATTSIUGREE Lofepramine Hydrochloride

9.9
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T7 027 U IERIE 1.10 EF-BEFOREEEEHOT LD

BE - FIEFOEEEEEHOFTLD

GBI
b4 - B4

BhRE - SR | /NRENC R B XM LB ERE T (AD/HD)

WE, RE 50 kg R D/NETIE, /7773 LT H Img, A5 50kg
PlbEo/NRTIiZr7 777 LTI H2mg K0 &ERELZBMGL, 1 HEELE
DEEZ 5T T 1mg 37, TROMFHEE THET .

7EB, SERICKVEEEET 52, TRORSMEZBAZNEEL, WT
b1 H1IERAORETHZ L.

s - R KE BiAH = MEFFH & e

= 17 kg UL = 25 kg A 1 mg 1 mg 2 mg

25 kg UL I 34 kg i 1 mg 2 mg 3 mg

34 kg LI 38 kg Kk 1 mg 2 mg 4 mg

38 kg LL_E 42 kg Kk 1 mg 3mg 4 mg

42 kg Ll I 50 kg i 1 mg 3 mg 5 mg

50 kg LL_E 63 kg il 2 mg 4 mg 6 mg

63 kg LL_E 75 kg K 2 mg 5mg 6 mg

75 kg UL | 2 mg 6 mg 6 mg
B DR E

JFAK . 77Ty v MR
o BB AT a =T I mg(1 BRI Ty R 1 1dmg (ST T 7

i 4 o OV

v LT 1img) &)
A TF2=T8E3mg(l SR T T Ty U UEMBIE 32 mg(IT T 7
L T3mg) &A)

SISy - Rk

[ Sk
[uL7p & GRE LDs, (mg/kg)
~ A PE / FRN /BT 15.3/24.5/46
7>k H / FRN /T [142/5.8/ 114
S 0/ FRIRN 19.0 /3.1
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Gavage Administration (R00242- ]
SPD503-TIIC, Jj066/022319) — )
SPD503: Oral (Gavage) Juvenile
Toxicity Study with SSP-1024A | py -
4.2.3.5-02 |in the Rat with a 28 Day ] ggillﬁ UK_ WA — SRR
Treatment-Free Period (R3799M- |
SPD503, SPD0358)
Guanfacine (SPD503): Oral
(Gavage) Developmental Toxicity = =
1.2.3.5-03 Study of Guanfacine and/or oy 2T /1~ g T Wi — R
Methylphenidate in the —] 20l A .
Neonatal/Juvenile Rat (RO1587M- —] —))
SPD503, [EO174)
Oral (Gavage) Repeated-Dose = I
49,3 504 loxicity Study of Guanfacine ¢ K R | Hish —  mEEH
s HC1 in Neonatal Rats (R00697- = 20+ A ] o
SPD503-TMA, 3619-001) — —
Guanfacine (Spd503):
Preliminary Oral Toxicity Study = =
4.2.3.5-05 Of Cuanfacine and/or — B S e W — BEEE
Methylphenidate in the — 20l A —
Neonatal/Juvenile Rat (R0O1525M- — —
SPD503, [E0160)
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4.2.3. 7 % Ol wEEER
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SPD503 (Guanfacine
Hydrochloride) a Comparative
Toxicity Study of Pure and ] =
4.2.3.7-01 Lmpure Material by Dietary I 2l N Bl Il — e wash | — | FEGER
Administration to OFA Rats for | S .
4 Weeks Followed by a 2 Week ] — )
Recovery Period (R01020-SPD503,
I 0129/062160)
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2.4-001,
T2 0 I -
4.3-001 29 v 270. smdi | [EN 19844F 2.6.2-01
— 2.6.4-01
2.6.6-01
Modulation of Prefrontal Cortical-striatal Cohen DJ, Qoetz
Circuits: Relevance to Therapeutic Treatments cG, Jankovlc J-
4. 3-002 L Arnsten AFT. sk ed. “Tourette 2.4-002
for Tourette Syndrome and Attention—Deficit ”
Hyperactivity Disorder Syndrome”. 2001
’ pp333-41.
Science 2003;
4.3-003 Neuroscience New Attention to ADHD genes. Brown K. sk 301(5630) :160~ | 2.4-003
1.
Role of dopamine transporter genotype and Kahn RS,
N maternal prenatal smoking in childhood Khoury J, N J Pediatr 2003; B
4.37004 1} eractive-impulsive, inattentive, and Nichols WC, HESH 143(1): 104-10, 2 47004
oppositional behaviours. Lanphear BP.
Bhutta AT,
Cognitive and behavioural outcomes of school- |Cleves MA, JAMA 2002
4. 3-005 aged children who were born preterm: a meta— Casey PH, st . 2.4-005
. 288 (6) : 728-31.
analysis. Cradock MM,
Anand KJS.
Kratochvil Expert Opin
Atomoxetine: a selective noradrenaline reuptake|CJ, Vaughan Pthmacol‘Cﬁ)her
4. 3-006 inhibitor for the treatment of attention— BS, st . . 2. 4-006
S - : ) 2003; 4(7):
deficit/hyperactivity disorder. Harrington 1165-74
MJ, Burke WJ. '
Alternative (Nonstimulant) Medications in the Pediatr Clin
4. 3-007 Treatment of Attention Deficit/Hyperactivity Silver LB. %4N North Am 1999; 2.4-007
Disorder in Children. 46(5) 1 965-75.
J Child and
Guanfacine for Treatment of Attention—deficit |Horri JP Adoles
4.3-008 e ot . orrigan Jb, Mok Psychopharmacol | 2. 4-008
Hyperactivity Disorder in Boys. Barnhill LJ. . .
1995; 5(3):
215-23.
J Am Acad Child
. . . Hunt RD, Adolesc
g e Teielof Guntacin fn e Trevtsent of [l n, | g oo 2o
Asbell MD. 1995; 34(1):
50-4.
B . . Scahill L, .
A Placebo—controlled Study of Guanfacine in the Ch 11 PB Am J Psychiatry
4.3-010  |Treatment of Children with Tic Disorders and K@?g L sk 2001; 158: 2.4-010
Attention Deficit Hyperactivity Disorder. aim > @ 1067-74.
J Clin
3 Comparing Guanfacine and Dextroamphetamine for Taylor FB, : Psychopharmacol B
437011 4 Treatment of Adult ADHD. Russi J. 5 2001; 21(2): 2.4-011
223-8.
Devedjian J—
Further characterization of human o, C, Esclapez Eur J Pharmacol 5 4012
4.3-012 adrenoceptor subtypes: [*H]RX821002 binding and |[F, Denis- Wi 1994; 252 43~ 9 .6 9-06
definition of additional selective drugs. Pouxviel C, 9. o
Paris H.
Characterization of «,-adrenoceptors mediating l\]ilacLem]jn ST, Br J Pharmacol 5 1-013
4.3-013 contraction of dog saphenous vein: identity uong LA, 998 1997; 121: '
with the human «,, subtype Jasper JR, To 1721-9 2.6.2-07
2 ) 7P, Eglen RM. :
Actions of «j,-adrenoceptor ligands at «,, and ?ewman; A gaﬁn@d bere
5-HT tors: the ant ist, atipe le, ancredi A, ] chmiedeberg’ s B
paous P receptors: the antagonist, atipamesole, (IR W5 ech Pharmacol | 20U
an e agonist, dexmedetomidine, are highly Audinot V, et 1998: 358: 197- 26
selective for «j—adrenoceptors. al 206
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Multiple «2-adrenergic receptor subtypes. 1.
Comparison of [3H]RX821002-1abeled rat Ra2A- |Renouard A, J Pharmacol Exp 9 4-015
4.3-015 adrenergic receptors in cerebral cortex to Widdowson PS, sk Ther 1994; 9 .6 9-03
human H o« 2A-adrenergic receptor and other Millan MJ. 270:946-57. T
populations of «2-adrenergic subtypes.
Delineation of three pharmacological subtypes |Uhlen S, N Eiit J 1 1991 2.4-016
4.3-016 of aj,-adrenoreceptor in the rat kidney. Wikberg JES. ok al'“maco > 1 92.6.2-08
104: 657-64.
Delineation of Rat Kidney ag— and g~ . oh .
43017  Adrenoceptors with [*HIRX821002 Radioligand Uhlen S, —_— 1353 00g: oaa. | 247017
’ Binding: Computer Modelling Reveals that Wikberg JES. 45 ’ 2.6.2-09
Guanfacine is an ag~-Selective Compound. ’
[’H]-MK912 Binding Delineates Tow o~ Uhlen S, Xia
. . . . Br J Pharmacol
4.3-018 Adrenoceptor Subtypes in Rat CNS one of which |Y, Chhajlani WA 1992: 106: 968- 2.4-018
’ is Identical with the Cloned pA2d w4~ V, Felder CC, 05 2.6.2-10
Adrenoceptor. Wikberg JES.
The Novel Alpha—2 Adrenergic Radioligand [*H]- |Uhlen S, J Pharmacol Exp 9 4-019
4.3-019 MK912 is Alpha-2C Selective among Human Alpha— Porter AC, YN Ther 1994; 271: 9 '6 9.05
2A, Alpha—2B and Alpha—-2C Adrenoceptors. Neubig RR. 1558-65. T
Comparison of the Binding Activities of Some Ehlén.S, R Pharmacol
43020  DTuEs on am ay and agcAdrenoceptors and RZEZEQEQ ’ st Toxicol 1995; | 247020
Non—Adrenergic Imidazoline Sites in the Guinea |... . B 2.6.2-11
Pi Tiger G, 76: 353-64.
18 Wikberg JES.
Xia Y, Uhlén Pharmacol
4. 3-021 Further_ evidence for t.he existence of two forms S, Chhajl‘ani sk Toiliﬁlsziolﬁ)QB; 2.4-021
of ajg—adrenoceptors in rat. V, Lien EJ, 79 40-9 2.6.2-12
Wikberg JES. ' )
Behavioral validation of the spontaneously .
43022 hypertensive rat (SHR) as an animal model of S lden T Wik g?gig;zl Re 2.4-022
: attention—deficit/hyperactivity disorder agvoiden L. . V. M 2.6.2-15
2000; 24: 31-9.
(AD/HD).
Parallel functional activity profiling reveals |Huang XP, Molecular
4. 3-023 valvulopathogens are potent 5- Setola V, Wik Pharmacology 2. 4-023
. hydroxytryptaminey,y receptor agonists: Yadav PN, et 2009; 76: 710- 2.6.2-13
implications for drug safety assessment. al. 22.
5-Hydroxytryptamine (5HT)-induced valvulopathy:
Compositional valvular alterations are Elangbam CS, Exp Toxicologic B
4.3-024  |associated with 5HT,, receptor and SHT Job LE, WSk Pathol 2008; 2. 4-024
) . Zadrozny LM, . B 2.6.6-04
transporter transcript changes in Sprague- ot al 60: 253-62.
Dawley rats. ’
In vivo model of drug-induced valvular heart
. . K S Droogmans S,
disease in rats: pergolide—induced valvular Franken PR Eur Heart J 9 4-095
1.3-025  |heart disease demonstrated with ranken T, sk 2007; 28: 2156-
X . . Garbar C, et 2.6.6-05
echocardiography and correlation with 1 62.
pathology. at.
Connolly HM, B
Valvular heart disease associated with Crary JL, . N Engl J Med 2. 47026
4. 3-026 L . 29N 1997; 337: 581- | 2.6.2-32
fenfluramine—phentermine. McGoon MD, et
8. 2.6.6-06
al.
Toxicol Pathol 2.4-027
4. 3-027 Drug-induced valvulopathy: an update. Elangbam CS. S+ 20105 38: 837- | 2.6.2-33
48. 2.6.6-07
a,~Adrenoceptor modulation of nociception in  |Sullivan AF, Eur J Pharmacol 9 4-028
4.3-028 rat spinal cord: location, effects and Dashwood MR, o9 1987; 138:169- o
. . . . . 2.6.2-42
interaction with morphine. Dickenson AH. 77.
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Wilcox GL,
4.3-029 Mutual potentiation of antinociceptive effects |Carlsson KH, sk Brain Res 1987; | 2.4-029
' of morphine and clonidine in rat spinal cord. Jochim A, ! 405:84-93. 2.6.2-43
Jurna 1.
Pharmacol
~ Pharmacology of spinal adrenergic systems which . Biochem Behav 2.4-030
4.3-030 modulate spinal nociceptive processing. Yaksh TL. st 1985; 22: 845- | 2.6.2-44
58.
Modulatory effect of «,adrenoceptor agonists Kunchandy ] Psychopharmacol 9 4-031
4.3-031 on Ro 5-4864—induced convulsions in rats and Kulkarni SK. W+ 1987; 93: 113- 9. 6.9-22
mice. 7.
Hypoxic stress—induced convulsion and death: ?ECh Intd
4.3-032 protective effect of a,-adrenoceptor and Kunchandy J, sk armacodyn 2.4-032
. . . Kulkarni SK. 1988; 292: 35— | 2.6.2-23
benzodiazepine receptor agonists and Ro 5-4864. 44
Papanicolaou
The relationship between «j,—adrenoceptor J, Summers . . B
4. 3-033 selectivity and anticonvulsant effect in a RJ, Vajda 4N gi?lgggf; 19823 22'64 20*3338
series of clonidine-like drugs. FJE, Louis : T
WJ.
Szot P,
Lester M,
The anticonvulsant and proconvulsant effects of [aughlin ML, . .
4.3-034 a ,—adrenoreceptor agonists are mediated by Palmiter RD, sk T;gm;g%_ggg} 22'6472073244
distinct populations of «g—adrencoreceptors. |Liles LC, ’ : T
Weinshenker
D.
Anti-inflammatory actions of clonidine, Kulkarni SK, Qﬁzimlzgd N 9 4-035
4. 3-035 guanfacine and B-HT 920 against various Mehta AK, sk 1986 279¥ 394- 9 .6 9-46
inflammagen—induced acute paw oedema in rats. Kunchandy J. 34 ’ ’ o
Antinociceptive effects and spinal cord tissue ?OS;Z.C’ Gg(r}dh Anesth Analg 9 4-036
4. 3-036 concentrations after intrathecal injection of » Sinot B, 4N 1987; 66: 317- :
. s . Archer T, 2.6.2-27
guanfacine or clonidine into rats. 24.
Freedman J.
R al of ligation—induced allodynia b Yaksh 1L, J Pharmacol Exp
43-037 eversal of nerve ligation-induced allodynia by Pogrel JW, it Thor 1965: 272 9. 4-037
. spinal «,-adrenoceptor agonists. Lee YW, 207-14 ’ 2.6.2-26
Chaplan SR. !
Barnes NM,
Profiles of interaction of R(+)/S(-)-zacopride Cheng CHK, , Eur J Phal.“macol 2.4-038
4.3-038 and anxiolytic agents in a mouse model Costall B, Ge st 19925 218:91 2.6.2-39
yiic agents ‘ : J, Kelly ME, 100. -6
Naylor RJ.
Noradrenergic «, agonists have anxiolytic—like Morrow BA .
’ N B Res 2004; L4
4.3-039 actions on stress-related behavior and George TP, 5t 1(1;;?] 1;.’;8 22 64 2073490
mesoprefrontal dopamine biochemistry. Roth RH. ' o
The «, antagonists, idazoxan and rauwolscine,
1. 3-040 but not yohimbine or piperoxan, are anxiolytic |La Marca S, sk Life Sci 1994; 2. 4-040
’ in the Vogel lick-shock conflict paradigm Dunn RW. 54: 179-84. 2.6.2-41
following intravenous administration.
. . . . Hayes AG. Neuropharmacol
B « —Adrenoceptor—-mediated antinociception and . ? N . . B 2.4-041
4.3-041 sedation in the rat and dog. Skingle M, 4N 1986; 25: 391 9.6 9-95
Tyers MB. 6.
Rotiroti D,
Evidence that behavioural and electrocortical Silvestri R, J Psychiat Res 9 4-049
4. 3-042 sleep induced by guanfacine is due to De Sarro GB, YN 1982/83; 17: 9 '6 9 a4
stimulation of «,-adrenoceptors. Bagetta G, 231-9. T
Nistico G.
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The «,-adrenergic agonist guanfacine improves |Arnsten AFT .
. . . N ’ J Neurosci
4 3-043 memory in aged monkeys without sedative or Cai JX, s 1988: §: 4987— 2. 4-043
: hypotensive side—effects: evidence for a, Goldman—Rakic f 08 o 2.6.2-14
receptor subtypes. PS. ’
Alteration of brain noradrenergic activity in Witte EA Psychopharmacol 9 4-044
4. 3-044 rhesus monkeys affects the alerting component tite ba, 998 1997; 132: 315- :
. . Marrocco RT. 2.6.2-35
of covert orienting. 23.
The agynoradrenergic agonist, guanfacine, P X Is Psychopharmacol 9 4-045
4.3-045 improves delayed response performance in young Fanowicez Js, sk 1998; 136: 8- g
Arnsten AFT. 2.6.2-36
adult rhesus monkeys. 14.
Kugler J,
Differences in psychic performance with Seus R, Br J Clin 9 4-046
4. 3-046 guanfacine and clonidine in normotensive Krauskopf R, PTZ9N Pharmacol 1980; 9 .6 9 37
subjects. Brecht HM, 10: 71S-80S. C
Raschig A.
. Eur J of
Subtypes of functional - and - N —
1.3-047 P o @2 Docherty JR. ik Pharmacol 1998; | 247047
adrenoceptors. .o 2.6.2-48
361: 1-15.
Studies on the pre— and post—junctional
T _ . Doxey JC, J Autonom B
4.3-048 actl-vltleshof @ adrenoceptor-agomsts and Frank LV, st Pharmacol 1981 2. 4-048
their cardiovascular effects in the N 2.6.2-02
: Hersom AS. 1: 157-69.
anaesthetized rat.
The effects of treatment and of withdrawal of J Pharm
4.3-049 treatment with guanfacine and ?lomdme on Salzmann R. sk Pharmacol 1979: 2. 4-049
blood pressure and heart rate in normotensive 31: 219-6 2.6.2-16
and renal hypertensive rats. ' :
Effects of the vasodilator endralazine given Salzmann R, J Pharm
_ with the antihypertensive agent guanfacine on |Gerber W, N .| 2.4-050
4.3-050 heart rate and blood pressure of spontaneously |Pally CH, st Phérmacol 1983; 2.6.2-17
. . . 35: 293-8.
hypertensive rats and normotensive dogs. Scholtysik G.
Effects of central wj,-adrenergic agonists on |Fischetti F
K . X > Boll Soc Ital
_ systemic haemodynamics and on baroreceptor Fabris B, B . .| 2.4-051
4.3-051 S . . plig4N Biol Sper 1994;
reflex sensitivity in spontaneously Calci M et . _ 2.6.2-18
. 70: 279-86.
hypertensive rats. al.
Koike Y,
Effects of abrupt cessation of treatment with Togashi H, Clin Exp 9 4-052
4. 3-052 clonidine and guanfacine on blood pressure and |Shimamura K, sk Hypertens 1981; 9 ‘6 9-19
heart rate in spontaneously hypertensive rats. |Yomaida I, 31 103-20. T
Saito H.
Precipitation by yohimbine of the withdrawal Thooh.en MNC, .
. . Hendriks JCA, J Cardio
syndromes of clonidine, guanfacine, and . N .| 2.4-053
4. 3-053 . . Timmermans YN Pharmacol 1983;
methyldopa in the spontaneously hypertensive X 2.6.2-20
PB, van 5: 224-8.
rat. .
Zwieten PA.
Stoker Li Arch Int
- Comparative haemodynamic effects of clonidine ’ : Pharmacodyn 2.4-054
437054 und guanfacine. MacCarthy EP, Wb yo78; 231148~ | 2.6.2-52
Monaghan JC, 56
Stokes GS. ’
MacMillan LB,
Central hypotensive effects of the ag— Hein I_" Sn-11th 5 Science 1996; 2.4-055
4.37055 d i tor subt MS, Piascik WSt 2731 801-3 2.6.2-53
adrenergic receptor subtype. MT. Limbird : . . 6.
LE.
. . . . . _ |Link RE, . .
4.3-056 Cardiovascular regulation in mice lacking a, D DK Hei ik Science 1996; 2. 4-056
: adrenergic receptor subtypes b and c. Leszi a’l ein 273:803-5. 2.6.2-54
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8-OH-DPAT, flesinoxan and guanfacine: systemic Br J Pharmacol
4.3-057 and regional haemodynamic effects of centrally |[Hof RP, Aok 1939: 96: 864 2. 4-057
' acting antihypertensive agents in anaesthetized Fozard JR. 71 ’ ' 2.6.2-57
rabbits. ’
Differential effects of antihypertensive drugs J Cardio
L A . Hof RP, Hof ; Pharmacol 2.4-058
4. 3-058 on nutritive and nonnutritive blood flow in YN X .
. - A. 1989a; 13: 565- | 2.6.2-56
anaesthetized rabbits. 7
Antagonism of hypotensive and bradycardic Otorii T, Jpn Heart J 9 4-059
4. 3-059 effects of centrally administered guanfacine by |Ohkubo K, EH 1985; 26: b57- 9 .6 9 55
metiamide in anesthetized rabbits. Suzuki K. 84. T
Actions of @, noradrenergic agonists on
. . . . Psychopharmacol
4. 3060 spatial working memory and blood pressure in Franowicz JS, WA 2002: 162: 304- 2. 4-060
: rhesus monkeys appear to be mediated by the Arnsten AFT. 12 2.6.2-21
same receptor subtype. ’
Localization of messenger RNA for three Berkowitz DE,
distinct aj,-adrenergic receptor subtypes in Price DT, Anesthesiol 9 4-061
4.3-061 human tissues. Evidence for species Bello EA, s+ 1994; 81:1235- o
X . . . 2.6.2-61
heterogeneity and implications for human Page SO, 44,
pharmacology. Schwinn DA.
De Vos H,
Regional distribution of g~ and g~ gauguelln (J}’ J Neurochem 9 4-062
N . e Keyser J, 5 . . _ .4
4.3-062 Edrgnoceptor subtypes in postmortem human De Backer J- sk (15892’ 581 1555~ |, g oo
rain. P, Van Liefde ’
1.
Perala M, VMol Brain R
4 3-063 Differential expression of two «,—adrenergic Hirvonen H, —”— 1;92.1“?61;1? 5$f 9 4-063
: receptor subtype mRNAs in human tissues. Kalimo H, et 63 ’ ’ 2.6.2-59
al. ’
a y~Adrenoceptor subtypes identified by
[*H]RX821002 binding in the human brain: the Sastre M, J Neurochem 9. 4-064
4. 3-064 agonist guanoxabenz does not discriminate Garcia- sk 1994 63: 1077- ) .6 2-60
different forms of the predominant o, Sevilla JA. 85. T
subtype.
Naunyn—
Subtype determination of presynaptic «,— Molderings Schmiedeberg’ s 9 4-065
4. 3-065 autoreceptors in the rabbit pulmonary artery GJ, Gothert i3S Arch Pharmacol 9 .6 9-69
and human saphenous vein. M. 1995; 352: 483- | &
90.
_ - . . Int J Obes -
4.3-066 @y Adrenocept-or mediated effects on resting Gazzola C. Wish 1993 17: 637- 2. 4-066
energy expenditure. a1 2.6.2-64
The effect of the «,-adrenoceptor agonist, Comp Biochem 9 4-067
4. 3-067 guanfacine, on energy expenditure, intake and |Gazzola C. sk Physiol 1995; o
L . . 2. 6.2-65
deposition in rats. 112: 29-34.
Sillence MN, J Anim Sci
4.3-068 Effects'of the «j-adrenoceptor agonivst o Tudor GD, -— 199r21§m70«:313429_ 9 4-068
guanfacine on growth and thermogenesis in mice. Matthews ML, 34 2.6.2-63
Lindsay DB. :
Stimulation of interleukin—12 production in B Ph 1
_ mouse macrophages via activation of p38 Kang BY, Lee sk 235; 462711,1“‘;;3_ 2. 4-069
4.3-069 mitogen—activated protein kinase by a,— SW, Kim TS. 31 ’ ’ 2.6.2-66
adrenoceptor agonists. ’
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Watanabe K,
; . . C o Hayasaka S, Jpn J
L5010 Lipapolyeacebnide. induced smeons Hare  MFaki S g (Ophthalmol 2. 4-070
. < - 2001; 45: 221- . 6. 2—
elevation in pigmented rabbits. gzgzz}mgto W, 6 2.6.2767
Nagaki Y.
. . . . . Behav Brain Res
B Dopamine dysfunction in AD/HD: integrating § . . -~ 2.4-071
4. 37071 clinical and basic neuroscience research. Solanto MV. st ??02’ 130+ 65 2.6.2-68
. . . Dig Dis Sci
4 3-072 Cholinergic and adrenergic control of enzyme Varga G, Papp sk 1990 35: 501- 2. 4-072
: secretion in isolated rat pancreas. M, Vizi ES. 7 2.6.2-69
Effects of a,adrenergic agonists on Yanagihara N, Biochem 9 4-073
4.3-073 carbacholstimulated catecholamine synthesis in Wada A, Izumi 24N Pharmacol 1987; 9 '6 9-70
cultured bovine adrenal medullary cells. F. 36: 3823-8. T
Guanfacine and clonidine: the effects on T(I)gas}.n i, Arch Int
4.3-074 adrenal medullary function in spontaneously Minami M, YN Pharmacodyn 2. 4-074
’ hypertensive rats Saito I, Sano Ther 1984; 272: | 2.6.2-71
i - M. 79-87.
SRR, b LR & RRIR 2. 4-075
4.3-075 BS 100-1410aMkds L OV A ka5 JIATFR, Al EH 1980; 14 (14): | 2.6.2-72
%, i 4511-29. 2. 6. 6-02
SRR, b LR & RRIR 2.4-076
4.3-076 BS 100-1410 7 v MR} D 18MEEIERER. JATR, Al EWN 19805 14 (14): | 2.6.2-73
5, i 4531-50. 2.6.6-03
Poon & Kazeni
Respiratory pattern and hypoxic ventilatory B;[sslc()nnettg ?d.M I;r(lnfltlersd 5 4-077
4.3-077 f”zsponsevin mice functionally lacking a gy~ ‘lelr,jghr‘sogﬁ, Js o (ljznti(ﬁ é?g an 9 6.9-74
adrenergic receptors. MacMillan LB. Breathing. ”
2001 pp201-8.
A comparison of two epidural «j,—agonists, Smith BI_)’
anfaci d clonidi . ard to durati Baudendistel Anesth Analg 9 4-078
4.3-078 guanfacine and clonidine, in regard to duration| = co0 o sk 1992: 74: 712- .
of antinociception, and ventilatory and 7. Schweiss 8 2.6.2-76
hemodynamic effects in goats. JF, ’
-Ad tor mediated tach ke |oeAttoran Res Physiol
43079 a 9y~Adrenoceptor mediated tachypnea in awake KD, Herman Hash 2001; 195° 169- 2. 4-079
! goats. JK, Bisgard 79 2.6.2-75
GE. ’
Lorenz W,
Expression of three «j,-adrenergic receptor Loma;ney Jw, )
4. 3-080 subtypes in rat tissues:implications for « Collins 8, %4N Mol Pharm 1990; | 2. 4-080
) C 2 Regan JV, 38: 559-603. 2.6.2-77
receptor classification. Caron MG
Lefkowitz RJ.
Shockley DC,
4. 3-081 Effects of «ag—adrenoceptor agonists on Wade LH, i Life Sci 1993; 9. 4-081
’ induced diuresis in rats. Williams— 53: 251-9. 2.6.2-78
Johnson MM.
a y~Adrenoceptor stimulation in the Penner SB, Proc West 9 4-082
4.3-082 periventricular nucleus increases urine flow Mueller HA, HES- Pharmacol Soc 9 ‘6 9-79
rate with minimal effects on blood pressure. Smyth DD. 2002; 45: 13-4. T
4.3-083 a 9y p~Adrenoceptor subtype stimulation by Intengan HD, Wik %hz?aigg‘;?l Exp 2.4-083
’ guanfacine increases osmolar clearance. Smyth DD. 281148—53’ 2.6.2-80
Enteric alpha—2-adrenoceptors: B
4.3-084 pathophysiological impications in functional Blandizzi C. st ggggocgim%g; 22'64 20_8841
and inflammatory bowel disorders. ’ ' ’ o
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Naunyn—
Characterisation of pre— and post—synaptic a,- Liu L C Schmiedeberg’ s 9 4-085
4.3-085 adrenoceptors in modulation of the rat ileum H;U » oupar s Arch Pharmacol 9 .6 9-80
longitudinal and circular muscle activities. ’ 1997; 356: 248- | = 7
56.
Effects of clonidine, guanfacine and three Arch Int
4 3-086 imidazolidine derivatives related to clonidine |Medgett IC, sk Pharmacodyn 2. 4-086
: on blood pressure, heart rate and gastric acid McCulloch MW. Ther 1979; 2.6.2-83
secretion in the anaesthetized rat. 240:158-68.
Effect of a, agonists clonidine, guanfacine Kunchandy J Arch Int
. R . ’ N Pharmacodyn 2.4-087
4. 3-087 and B-HT 920 on gastric acid secretion and Khanna S, W+ R R _ B
! ; 1985; 275: 123- | 2.6.2-84
ulcers in rats. Kulkarni SK. 38
Metabolic studies on N-amidino—2-(2, 6- Kami S
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