v LA METE 5 mg
25 LR FETE 10 mg
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15 BEXIIHRRDORERUVHEORZRE

151 ERXITFERDZE

7T ((3aRS12bRY)-5-7 1 1-2- A F/1-2,3,33,12b-7 b T & Ru-1H PV [2,3:6,7]4 F &
ssqre—) 1, 19ERICA T e 2 oA s o BEMSD ) IC kD R E i S
PO CTH D, UPNIROFI & U CBF S, Pk ONHEE ORI RS K & <N
AFTRAZ VT 4 MR oToTod, FMSEFHRBFS EITV, N FT A T80T 1 93
359Ik Lm0 & F o s it Uiz, 19l o s si s LCoBREmHEL, Sbic
20f 45 11T BUE S L ek 2 B B BIAG L7z, 2016 4E 1 H IS T, HER 61 4 [H] (FE A JCTHAE 19 »
E, A 1 REE 61 ~ [F) THERBINTWD,

TEFEUIE, Er =2 (5-HTia. 5-HToa. 5-HTss. 5-HTyc. 5-HTe. 5-HT;) . K33 (D,
Doy D3v D) v a7 FLFU Y (ag. ap) MOEZRZ I (Hy, Hy) &9 SBRERZARRICH L TE
WEIFIEZ AT 28Iz T, 22D ) T e Fra ) UK 28RN SV D |
BEAFIRICIT AR VA DT 0 7 7 A VER LTNDY, 20k ) B iic k3% T ey
(TSR K ORRMESEIR D A 72 & T RRABERESCREFEAER DAL 9 DFFITH L TR 2R & & BT,
REBIIN, RBHE T A—Z R OMF T 0T 7 FAKT BN DI E WS T2, BEMEOBLET
bENZREEART D,

(& bewm)
X 151 7+ E T LA VIEBOEEX

1.5.2 AFIDHRKEER VERR L DE R+

1.5.2.1 ®REE

BB KAIE D AEA W FITH 0.3~0.7% EHEEI LN, AN - BRiE - [HICck-oTRRD EFbi
TWD (FEMIREDOZE - Hist~==o7 /v H5K) . AHTO 2011 FRgR COHEEBEHIL, 71.3
FANEBESNTWD Pk 23 FEBEREON., FATEE V24 F11 427 H)

A ITVEL, FICHMER G2, L%, £&E DRWIEE, BIRIEIRS) LRRMEER (&
DM, BRRORANE) ICKRBISD, £, BHEIR & BEHERICIZ T, BEFEOZL D3 kkA 72
PHBSRERE R, D DIk, RLEEFRZ D,

A JFRIE D RSB M X, SE 10 1805 30 RAEITICHERT 5, FIEIZZZRDOEA b IR
YEDGE S & D03 KEED BB IR EIRD & D Rk 72 - CRE R AR R D BE BRI BN
%2, HARTEIIEEINCINE L, HI LT < BIUARRBE E5T0, BEDODNEZD LD
WCREREELER D,

WA RIEDOTER M2 K425 & 1) el 2) FIEH, 3) e D 3K L 25, KinkE
B CARBEN B R D728, fEE RAIEDIRIEIZIZ, LU RO L D IZEREICIS CTo b 22 ini AR AL T 5
ZENMETH DY,
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1) Ak
SOME, =48, BER EOW L WIEIRDBAE L U, Fk, k5. SN T oxt A Bk Ok
NELTWHIRETH Y . AR BAEIL BESTHIBLE R ER  (FITBHBIEER) & W5k
SH, ZOROEWMEFHEE L RN G L 1ED 2 &) 2725,

2) [Al1E
SPEN R CRRAREBECIE BB BE DO B E S BRTE(L L T 20K H8C L TR BAR I DREEIR (4]
. S BAEEIE & o BEMEER) OEARGSZ &) L [REMER O %E IE(
<) . MEEEOERZEMT 52 L) | HESEIFO 72D ORI AETEEE ORIE
BINbHZ L) 272D,

3) L E i
FEEBIMEIERRE DS, FIABIIE RN EE & 700 | IR EEIX TIREY N 7 7 v 2om k
A0 I - FRE 2 L) L DRATRIFELL O 22 ATERRE S AT OB AR T 5
kD,

1.5.2.2 i ERFEIZR T HEWABEDERK

oA FRIE DS IEE L, 1950 ERICHEE N7 nLTu~ Py TOK 10 FEH IS Lo
g~ R VO ERIGUREREOF 9 2 8717 D, ZBRROIEHUERIC L0 SVEIC AR A 22 L5
FERL W o T BIEER e, B & ORSMER BT 5 Z L ickE L, 005, SRR
KT, MEASMNEEE S, M7 e T 7 F U mdE, ER, BEIR & W o RIER OB, FRMEER-CFE R
BEPE S 25k LTINS L < 13L& 85 LW o RIS A B - 727,

1990 FFARLIBRIZBIG LI2 Y AXY R AT Z2FT7 vy XnAxvn A EOIHEER
PUREAIRSIE, Dy BRI 2 C 5-HToa ZABOFEFER & .02, Z DML PR R D2 284K
~OFEERMEEZ AT 5, 2D OIERIZ, BEHER, BBIEER &K ORI REEE 2 ET L5 2 L1 b
SHEHA R ONBE I O A MEZ R U ER PR HR R ORITER & L CHIBE T - 7= #ERI SRR E
LETUT 7 FUOMEREBT 5, UL, FEEHPUEMRIE I, Bz 2@ ER & LRI,
RBDBET 72 ERFHL L, BRSO U A 7 BT 5720, BERRGRORIBESA L LTS
NTWD, LRoT, ZbORWEHOBERRESHA RIEIZ T 5 EMIGREOETH 5,

F o, EERBUFIFIEIL, FERFE DSV, B K O E ] F TOIRREBPE 350 CTHLA
TOIRBENATRE R T2 DB —RIIL L 7o > TV D23, FEBIL, DR ORFE, JEERIG USRI OB -
IRRE L 72 o TV B IREHEN, RECRET ORIER OFRIL, T ORBULE D BE~OMHE KR, BE
OHECHFWIZ LD IGERGENREEIC 560805, ZNbE2WESELZ LI, RET e T 7
YAOE RN REIIRAZATRE L S, B TR, ZRMRMER O TR & om A &
Ezbhb,

1.5.2.3 AFI DR LEDRES 1T+

TEFEUL Bu b=V ZFEOWEENT T X A 7 (5-HTia, 5-HTig. 5-HToa. 5-HTos. 5-HT o,
5-HTe. 5-HT7) IZMMA T, R/ AR (Dyy Do D) « 7 RLF U UK (ay 02as O2py O20) -
B AKX I UZFER (Hiy Hy) ISk L CHIPUERZ R L, 5-HTia ZRERIZOWTIE, fER 27~
T, . DAD Y URRIRCIEE M AR SR VB R A T e 7 s AV EET D, TR E Y
L BFEZ IR L OFEGIZRE T 5 G MER ORIEHIZOWTE 1.5-ULIRT,
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x 151 FLRBKRICHT 57 FEDOEBER & BENHA SN HERKRAER

SR T F T OEM A0 EIVEH
D, bt W R BRSNS PR E
merveZ 75 L5
5-HT1a 2RO SRR 45 L PatEiE R e, FRRERE L BRSNS B Bl
DD - RERERYGE
5-HT,a St [EYEFRRVNG & B ARSI
mH7eZ 7 FALTF
5-HTyc S RER S RN
5-HTe b1 RS RE L NR
5-HT; i AR RE TGS NR
0 Pl NR SEEF, IMEKT
H, Pl NR SEE . IR, REEN
H, bt NR AR B )
M4 B FndE NR P~ DA L
Pra U MERIWER A e

NR : #i&E72 L

NSRRI T RN E I LT 3B 2 ERICE S EB XA 6N T BT B DK EOF|EM
ENAOEERRBRIZB W THER I TN D

1) BMEHENERICAEN TH D
72 B %,.5mg BID O & TEMEMEYOREIRIEICK L TATH D Z LD RS
fméoé%m\m&&&w&&%%if%émmsmf®@%ﬁﬁbfﬁb\;Dﬁﬁ_
JER D ZENLEEN DA FFVED AV OIGRICH N IR TH 5,

2) [EEH N2 EMOIRIFICAZI TH D
T UL, BEMEERDES S DU %ﬁm#ﬁwﬁﬁﬁg’ﬂbf%ﬁ@&*&ﬁ%@
NCTnWb, Fio, BEMELGIC X 2RO OB IR bR STl v, BIEH -
EFOHERHRIEICB N THOAEHMEOEWEAITH 5,

3) REHIIN, HHE T A—F RO F T 1 T 7 F o ~DEER D720
T e AL, BEFOIEERGURE MR CRIE & 72 > T L IREIN, i AR M OfpE 7 &
DRFHHE T A —ZWNCH T T 1T 7 F ARk T BN DN ERHEREINTEY, 2
S DB L IR E WSS D VIR EN TV BRFICH L TLHEATH D,

T, TEFEIEYSEREEN R T RELTEBY LTFTOX I 2RET e 77 v ADm iz
RINDRNER D D,
1) KGO F AT 7272, IRENRFEFETH D
T EATHERAEOE TEETH D NENN LRI SE 255070, K72 L CIRECEHET
DYER2N, Hiia b TRECTCE2RENH D L & HIT, W AR EEZ B TR L THH
FEPEDS U,
2) ERIEFFH SCFNEE O RESHREE 1T L DIRIEOHERNIEL Th S
TEFEALE TR L, NI LRI END Z &b, EREFEESCFEEED
IR EEIC LD, REOFEDOHANE S Th D,

LLED & 912, 7T B 3B FEOIE TGN L 1382 5 BN B RS 7T 0 7 7 A i
F Y RESINDADER LM EORHEE | ERME—DF FEEL W O JFI ORI G | FE KIHE
D& TRIRRR B (SR, BIHE I e O e ) (2B 1 2 35 — @RS & L Oz el I & 72 5,
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1.5.3 HEDIEE
1.5.3.1 FEFERBAR

1.5.3.1.1 REICEHT I

1) JE3E
T YL VBBRIZ T EILEMTHY , At~IKAGOHmETH D, TEFE <L
« vk, [Pl o 2 mEOSSEAEE L, Buremicee i roe .
WA NS Z L e Lz, 72, Ter e~ g oo,
L IS

2) B
TEFEATROAE UTHIEEZRMG L2, EO%OEYEEFHRBEIC LY, AT
RA TV T 4 A ESEEETRAZERE LZ, 7o FRANL Catalent & 4t
FRETHY BT F LU ROD-v = h—LT v B~ LA B2 N2 7 S h & Bl
1 S5 WO BRS R EREEA] (Zydis®8E) TH D,

1.5.3.1.2 ZEEAERDHLRL

T FEOPREMIRIRE L CORBEH LT D720, 78 B & 2o RIERT N E
ZHMIZHOV T, invitro &2 T in vivo T4 OD%ZEEWE%S%W L7z, invitro iR ClE A& &
ZRESOERNZ DWW THRET L, in vivo 3R TIIAFRMEEYE OWFRE, IR O IRTE(L & &

BIATENEH R 21T - 72,

ZREEGREIXZ, o b= ZR/IE (5-HTia, 5-HTig. 5-HTa. 5-HTos. 5-HToc. 5-HTsa. 5-HTs.
5-HT7) . RN U ZFK (D1, Dy Day Dy) « 7 RLUF U UZER (0ga. Ogas Opp. Opc) « EAH
TURER (Hy, H) KA AU 2B (M, Moy Msy My) ZHUISERRS LTz, R IRA~OFE
FIZDOWTH | Dy 5-HTsp KOA AT Y 2R Z BR  BIRE DS B RIT OV TR L 72, & DfG R,
TEFEL Br h=UZFEEROWIANY T H A (5-HTia. 5-HTis. 5-HToa. 5-HTzs. 5-HToc.
5-HTg, 5-HT7) IZHIZ T, KX UK (D1, Doy Da) o 7 FLF U UK (0ga. oAy O2B. O2c) -
B A I UZEE (Hi, H) IS L CHEPUERZ A2 2 L3R S 7z, 245 invitro 3R T
IRENTET | TV OZRRICHT DEEATEIL, invivo TORE2 253880 5 b EBAT bz, — 75,
5-HT1a ZHARIZ DWW TR, invivo TIESZREZ BT 5 alEMEDRIBR I TV D, 7T FE VIR
PURE AP 2 5 % BN 3~ 2 A TEh 3B TR 20 iE M 2 R U B AR ST VKON v~ R =7 ¢
FILTHOAEMMEEZR LT, 2O 0ORBRERIL, 7T EUBNRELREDOHEEREL LTEITH S
&L BT, A RIRIEICLE O AR RE R PR ME I . B E R R EIR S 12 b BB R & R Fl e
PeamE LT D,

ZARMERERBIL, 72 B RO FEERHWY 2 O T R & ORI ER R LM & N UER,
THA LA R K ORI T T B DWW TRER L 7o, ag FEPUERICEDE T 5 £ B 2 b A i EK T

(tifﬁ&[ﬁuf%rﬂ"“ﬂ“é{2!K4¢1EE?+EP0)E&V{EE"F%E.T{J’)&0\7 N LU o O FEEIT 3 2 3

SR BTz, EOML, invitro ORIV TR REERHEH 25380 b7z LISNEL, TS IT

J: 2 2RV 2 BT bR o Tz,
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1.5.3.1.3 EYBEEHEBR O

TEFECORE - EYERBICOWT, v U R, Ty b UYF A XYL E W TREEZ{To
oo THEFTEUIIE FTIEE FEEE L THRGEINDD, B TIIE TEEDRETH D720, B
BATFARN R O T2 ICHms Lz, 4 XICBWTEETFRELFE/ LT-, 7T ofb%
Fitg BAEA O L BR 2 R0 T, 2 TORBRTT7 v I W2 AW THEM L7, F7=. invitro TOIL
WE& LT A M OSRIMER Sy AR ORET B AT > 72,

TS A HENE TG LR O ENE A A X & VTRl L7285 58, 72 B U3
W S AL (tmax : 0.15 FFfH) | WHONTIHEA LTZ (typ : 0.76 Ff[H]) o A XOFEH FEGREO A F 77X
ATV T 413 28% TH 7=, EEOBWYFEEZ HV., & TSN OBEEOFE RN T2
DIMENELRFI LT A, 7T AIZ VT T /7<7b>m< DAARFENRKE | FEREIAF W
AR L CWe, £lo, 78T v 0@ COEYERRICEEE R MEITRRO bl hro T, A&
ECEMEEARE LA EBRE ., 7T v omiEhiEs 3G 8126 U COHEMEEZ R Lz,

T E IR OB IRICED MM T 5 2 E BN ER SN, £, TETFEUEIAT =0
GRS OHEPE TELS, £io, BEESERELOIHBITHERH D Z LRI, 7'
' OMHES T FEGEERITI0%U ETH o7,

T EALREICRE S L. 20K BEY L O Fold, R EOFES CHERD b,
7T AL, N-Eb, N-liEA F Ak, N-Jl A FAALED TN AREA VT 7 v A T N-7R
LI, BEEN-Z V7 a U igis . B /-8 Rex i bR REFO%ORE,. Y Rexi bk
OEDOHRD 1 ONE 2250 FrF Ui EOHEG, & 52D OREOMEE & ZIkIC 7z G
Ed EHEESNZN, b NOFERBMIIS B TRD LN REICEE STV,

TEFECOHEIE, v~ A, Ty P ROA X TIHREF~OPEM AL L | 7Y F TR~
NEnoTz, b R TIHRFP DO HEFED PR A 49%, FEH~1F 39% & JR e 3 T @ m -
7o BeHENTZT BB OREDIE N A F AR O N-FR LR &2 & e 3o & LTkt
nNsEEZLNE,

1.5.3.1.4 HMHHER DL

7 O—ENRER, BB, BSARMERER, AR A EERER, EEE W
WRER. RPTRIEERER 2 ke L7z, E oMo ER & UC, BusMERER, YR I NS AR
OEMERBRE T Lz, 7Tt FTIEE FICEEINLI0, B TCIEEE TRGEPRETH S
7o, Frp— R, AR AFERBR LT v MER MR OB 52X 0 . BAEER
B M OSShAE B 2 F O T 3RBRIR F R GC 0 FEli L7z, & BIS, —MemtEatBRILR T OFRARAN £
HCob3E L, A AEERBRITEIRNE G CHER Lz, B M RIS (N-IEA T
JAR R ONN-FR(EAR) DOIEFGR Z2MEIZ WL, TR FEVEEIZE DT v N RO XO— kM
ABRUCBNT, FHER A TH -7, T rerFEcE EA5 I ( A B R B*)
FOEE ( D* ¥ E) IZoWT bkl Z1T o7z, EERRABRIL, 2 TGLPIZ
UEHL L C 3N L 7=,

7w N & W2 523 [# (0.6, 3.6 X 1U821.6 mg/kg/ H) I ONZ A X % H 7z 438 [#] (20, 40 K 180 mg/kg/
H) J&OV13 0 (1.25, 7.5 X120 mg/kg/H) OKERO#EGEERBROMERENL, 7T D
FEER AR 13, HW&UWWk%K%hKO7?2&07/%%%wtﬂhﬁ AR CIIF D AL R
W23 2 ZALITRRD B o 1o, ERARERBRTIX, 7 v N TAEREDIK T, RILEKE DR ERE
ﬂhﬁi%ﬁ@ﬁ@iﬂ%%@%E%W®Lﬂ&@%%ﬁifé®ﬁ?ﬁﬁ%ﬂtﬁ4‘ﬂ%fi7y
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rE OB FINZZRD S o T2, FEhi L7 FOMORERICB W T, BT RIIERD b v/ ho
776

1.5.3.2 B FRBA%

TeFeud, Yemns e LehgzbnL, iac oIl s oililER o
T, A B EZ RS & UTZEIRE | FR3BR (CNS-9041 3ER) & e AiERE xR L LIk
PREE I AR (AITIDIER 11 AH - CNS-9141 Bk, #2155 11 FR : CNS-9241 #lR) o 3 Wk 2 i L 7=,
LI ANAFTRAFZEVT 4 MR- T2 EBRAFIDORRFE A2 1k U, 3k 2 it 2
Tolce TOREK, "ATT ATV T 4 fﬁ‘ﬂﬁﬁémt‘%ﬁ”ﬁﬁ@%T‘F%ﬁﬂj L. & FELLTD
PR ZED T, ERNICKIT L7 87U EF RO, BARE | RIS THARANESNEAD
FWEREVEEL L TV D Z & NS THEA RIIED BT ED 5T\ Z b BRFE YA
I7V U VRIS TR T D Z & 2 FHE L, JNIATBUE AN E I ERE IR G & OTRBRAE

2B =17 Be (23201 . [l :2ol=010 Be (2.13202] . [l 200+ B
AR P 1213203 20 : 20l =15 WP (1132-:08] ) ToOBE% b &R % i
L7,

1.5.3.2.1 5 | HHEAER D HIRE

AAN (EUBANTEE, 244) KOSMEAN (BN, 244) EERAZxIGE L7 7R
HEEBRIATREM R A F M L, 1, 3 L5 mg H[a#h., I ONZ 3, 5 XUV 10mgl H 219 (BID)
WHEEIC XD 7T~9 AMEZRGICB T 2 EYERE T 1 7 7 A VR OVREMEERGT L, 7' e
B [A] « LA GO Coa KON AUC 1F, B E CIIHEMEMNZ R4 — 07, BFEAEMNE TIIHED
% Fal 5 FEIIE 2R Uy 2 O R OV OFPHITZ A AN ESMNEANTHEELL Tz, 72, A
RS OFME A TD N-fii A F AR i ¢%fﬁ%i%Uwato:m%@*&ib AN &
OSME N TOHE R ORERGICBIT H2EYEE T A —2 1%, 1ZIEFEETH D Z LR ST,
Flo. BARNEERANIZEBITH7 B 5mg iTOD%ﬁIEI*&ELH#\ I ONZ 10 mg BID % TORER
B D2 M OB Sz,

1.5.3.2.2 {BHVERFREE 1| 4BEAER D HARE

MEANERIR S 1 AR T, SR EM oM S IERET AR L L, BEEM &, BEAL, =
FRIEC, 041002 R Bx (771K, TEFEL 02, 04 X1r0.8mgBID, U A~V K 3mgBID) .
041013 Bk (7T &R, 7EF ' 1.6 L(N24mgBID) &UN041004 Xk (77K, 7EFEr
5mgBID., U A~XY R 3mgBID) @ 3FREHRAZFEM L=, £DHH, 041004 HERTIL, 7T
® 5mg BID @ 6 M # 5T, Fof&aTARRE s D B - B2 HEAERFEAT REE (Positive and Negative Syndrome
Scale; PANSS) G5t A a7 D=2 T A b O b ELZ FERHMEE A & LA T, 77k
REITR L CRERHFINICAH B2 UEED RO bz,

1.5.3.2.3 @S EREREE 111 FEEXBR D HERS

WESMER SRS AR, SR EN O S IGRERE 2 x4 L L, MEM &, BEak, —HE
LT 041021 Bk (77 &R, 78I 5 K N10mgBID, &7 # > 15mgl A 118 (QD) )
AWNZ 041023 3Bk (7R, 7EFEL5KN10mgBID, /~2~XY K—/L4mgBID) . KOVA]
ERE, BEAL, —HERIETUI022HE (78R, 7B 510mgBID, 47y
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10-20mg QD) D 3FERAEM L=, £/, T HORER) HkET 2 B 535 & LT 041512
AR (041021 5ER K& O 041022 7R & OffkfeeatiR) K& T8 041513 3R (041023 #kER D> © DOfkfGEAER)
ZEFE L, RHEREREOGIER OZEIEIC O W THBE Lz, 260 T, A KTHEICRIT
D ARFN OB B N RWIR G286 2890, ZatEk OHENEICET 2Bt &21T -7,
041021 FBRIIAHKN DO 7' 7 B RIZHT D HEAZNA LIV o7, 041022 FRER TIEXAA KL O30
EBICT T ERICH L TAHBEENBD GNP Z LI AENMEOFHMENREEE Lz, — 7.
041023 #BRI%, 5mg BID TV 7 ERITkT 28 E FEf#ST (LOCF-ANCOVA) THFES 41, 10
mg BID T EEMAT CITEHME IR SN2 o2 b oD, BIRAENT (MMRM) (23 THEBIE AR
iz,

52, RV AR T D -0 0RER (A7501012 ER) . FEMERMES LA TRIERE 1T
KD HNEE MRS D 72 O3 ER (25543 3R, 25544 R, A7501013 Bk & O A7501014 #R5R) |
FT oV xR E Ul B 5RO M & O M 2 el 2 5Bk (25517 505k ) OY 25520 3k
) =57,

1.5.3.2.4 ENE Il /AR ER D LR

ENERARE N FERBRIE, A ARAZ G U7 NEM O GHEIEER OR S FFERE 25 & LT
[ H 0D 7 7 & Rk R % — 5 S L T P06124 3Bk (77 &R, 7 F £ 5 K110 mg BID)
% S5 hE LT,

Z Dft, P06124 FER ) Dkt 9~ 5 R 53k (P06125 3llk) | KUY P06124 3R Tldxi® & 72
B2V A RFRIE OF%ERL ZAIDFH & 5 WX 2 &R G OPURB MR SEE G G, SimE (65
A b)) BEEZxRE Lo R 538k (P06238 k) @ 2 3Bha Sl L7,

153241 BXRZELCT7 OT7TREAKEGHAR (P06124 HER) DHER

LM O A R RE A PRI T L OEMER NZEME T T R L T A S
RALE, EEAL, CEEH, BEEME, 6 MEOE AR (77 HERE . AA, BEED
Big) ZFEM Lz, BRE L 7T e kERE (LI, 77 8ARE) . 7k E L 5mgBID BT
T J B 10 mg BID BEICIE/EZAICHI D 1) 7=, MEAERBISHERE 53240 5 6, 530 447 1 [HILL Lo
RO E 52517 7= (All Subjects Treated ££[H1, LLF, AST 4E) . ZD 5 HLANEFHAG O 5R4E
(Full Analysis Set £, LLF, FAS #£[]) 135254 CTh -7z,

FEFHIRE LT D PANSS B3t A a7 DR—R T A4 b ORI EIL, 7T 5mgBID
RET-12.24, 10 mg BID B T-14.17 2R L, & bIC7 T BREED-0.95 (25 L CHREHZEICHE %%
L7 (p<0.0001) .

153242 BXRZEL 7 OT7TREAKEGHAR (P06125 HER) DHER

FEATT 5 P06124 FRER A #& T Lo RFIE B 23, EEA(LEIV M TIc L2785
mg BID } (% 10 mg BID O [E & H &#5-#%I2. 7 &) £ 5mg BID X% 10 mg BID » 7] 2 &% 5 &
L. HEH., ZhisxdkF, Bk 5B (7Y 7 HRERR « BAR, BEKROAEE) & L THEmL
7oo P06124 SR A SE T L7cHBRE D 5 B 201 AN RBREEDOE G2 1 B E3Z 157 (AST %) .
ZTDH L, ARhMEFHMIORS: (FAS M) 1X197 4 Th oz,
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FEFHMIE H (X, PANSS A5F A 227 3 P06124 FRER~— R 7 A L RE» 5 30%LL R U 7= gk &
XFEUT, WRIERE TOWIRM & L, Kaplan-Meier {£ CTHEH L7, ZhRERE OO FfE (HEE
fill) 1%, PO6124 5 BR CT v 2SN\t (LLF, 7&F 2 5/10mg BID #) T 177
A, P06124 ER T T ARG SN TVl LLF, 778 R—TkF ) T3IBTHTH-
7zo PANSS Gt A a7 (CEHMEEIEHERRZE) 1L, 7k J &' 5/10 mg BID #£Tid, P06124 7 ~—
AT A 9LTTE1.39 7 b Fe ks FTAMIE R CTOZA L &I 21.63+£1.71 TH D, P06125 iER~— A T A
> 68.37 148 ) b I iR TARFRE A COZMLEIT 1781132 CTH o 71=, 7 TR =T v F E U HETIL,
P06124 iR ~— X 7 A 1 92.93£2.28 7> & Fof& el Aililks il £ TOZLEIE 18.30£2.97 TH Y . P06125
RERR— R T A 2 73.1452.67 O k&GRS £ COE(LEIX 1.50+52.21 THo7o, Z ORERIT,
AN Ofkfe i G- BMEHER OUCE L MERFT 5 2 L 2R T D EB X b,

153243 BARARERGHER (P06238 FHER) DFER

P06124 SR TIIxI G4t Ch D 5B G RIE, FURSHIREDO LA H 2 WXL B G. 155
P, U@ OIS 2 RS BB G B2 EN CHEME L7, £ TOHREICRI L7 )Y
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1.6.2 NEDHMNXE

1.6.2.1 XEDHMAXE (FX)
AR OINENZ I DA LEDONREHI & LT, KREOBMN LFEDOR LA LA FIZRT,

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the infor mation needed to use SAPHRI S (asenapine)
sublingual tablets safely and effectively. Seefull prescribing information for SAPHRIS.

SAPHRI S® (asenapine) sublingual tablets I nitial U.S. Approval: 2009

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTSWITH
DEMENTIA-RELATED PSYCHOSIS
See full prescribing information for complete boxed warning.
Elderly patients with dementia-related psychosistreated with antipsychotic drugsare at an
increased risk of death. SAPHRISisnot approved for thetreatment of patientswith
dementia-related psychosis. (5.1, 5.2)

Boxed Warning 10/2014
Indications and Usage (1) 03/2015
Dosage and Administration (2) 03/2015
Contraindications (4) 03/2015
Warnings and Precautions (5) 03/2015

---------------------------- INDICATIONS AND USAGE ------------=----=-mmme--

SAPHRIS isan atypical antipsychotic indicated for (1):

e Schizophrenia

* Acutetreatment of manic or mixed episodes associated with Bipolar | Disorder as
monotherapy or adjunctive treatment to lithium or valproate

----------------------- DOSAGE AND ADMINISTRATION -----------nmmmmmm e

Starting Dose Recommended Dose Maximum Dose
Schizophrenia— acute 5 mg sublingually . : . 10 mg sublingually
treatment in adults (2.2) twice daily 5 mg sublingually twice daily twice daily
Schizophrenia— maintenance | 5 mg sublingually 5-10 mg sublingually twice 10 mg sublingually
treatment in adults (2.2) twice daily daily twice daily
Bipolar mania— adults: 10 mg sublingually 5-10 mg sublingually twice 10 mg sublingually
monotherapy (2.3) twice daily daily twice daily
B|polar mania— pedlatn.c 2.5 mg sublingually 2.5-10 mg sublingually twice | 10 mg sublingually
patients (10 to 17 years): . : X ) :

twice daily daily twice daily
monotherapy (2.3)

Bipolar mania— adults: as an
adjunct to lithium or valproate
(2.3)

5 mg sublingually 5-10 mg sublingually twice 10 mg sublingually
twice daily daily twice daily
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e Donot swallow tablet. SAPHRIS sublingual tablets should be placed under the tongue and
left to dissolve completely. The tablet will dissolve in salivawithin seconds. Eating and
drinking should be avoided for 10 minutes after administration. (2.1, 17)

--------------------- DOSAGE FORMSAND STRENGTHS ---------------------

Sublingual tablets, black cherry flavor: 2.5 mg, 5 mg and 10 mg (3)

------------------------------- CONTRAINDICATIONS ----------mmmmmmmmmm oo

*  Severe hepatic impairment (Child-Pugh C). (8.7, 12.3)

*  Known hypersensitivity to SAPHRIS (asenapine), or to any components in the formulation.
(4, 5.6, 17)

» Cerebrovascular Adverse Events: An increased incidence of cerebrovascular adverse events
(e.g., stroke, transient ischemic attack) has been seen in elderly patients with
dementia-related psychoses treated with atypical antipsychotic drugs. (5.2)

* Neuroleptic Malignant Syndrome: Manage with immediate discontinuation and close
monitoring. (5.3)

» Tardive Dyskinesia: Discontinueif clinically appropriate. (5.4)

» Metabolic Changes: Atypica antipsychotic drugs have been associated with metabolic
changes that may increase cardiovascul ar/cerebrovascul ar risk. These metabolic changes
include hyperglycemia, dyslipidemia, and weight gain. (5.5)

*  Hyperglycemia and Diabetes Mellitus: Monitor patients for symptoms of hyperglycemia
including polydipsia, polyuria, polyphagia, and weakness. Monitor glucose regularly in
patients with, and at risk for diabetes. (5.5)

» Dyslipidemia: Undesirable alterations have been observed in patients treated with
atypical antipsychotics. (5.5)

*  Weight Gain: Patients should receive regular monitoring of weight. (5.5)

» Hypersensitivity Reactions: Hypersensitivity reactions, including anaphylaxis and
angioedema, have been observed. (5.6)

» Orthostatic Hypotension, Syncope, and Other Hemodynamic Effects: Dizziness, tachycardia
or bradycardia, and syncope may occur, especially early in treatment. Use with caution in
patients with known cardiovascular or cerebrovascular disease, and in antipsychotic-naive
patients. (5.7)

» Leukopenia, Neutropenia, and Agranulocytosis have been reported with antipsychotics.
Patients with a pre-existing low white blood cell count (WBC) or ahistory of
leukopenia/neutropenia should have their complete blood count (CBC) monitored frequently
during the first few months of therapy and SAPHRIS should be discontinued at the first sign
of adeclinein WBC in the absence of other causative factors. (5.8)

e QT Prolongation: Increasesin QT interval; avoid use with drugs that also increase the QT
interval and in patients with risk factors for prolonged QT interval. (5.9)

e Seizures: Use cautiously in patients with a history of seizures or with conditions that lower
the seizure threshold. (5.11)

» Potential for Cognitive and Motor Impairment: Use caution when operating machinery.
(5.12)
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e Suicide: The possibility of a suicide attempt is inherent in schizophrenia and bipolar disorder.
Closely supervise high-risk patients. (5.14)

------------------------------ ADVERSE REACTIONS ---------mnmmmmmmmmmememeae

Commonly observed adverse reactions (incidence >5% and at |east twice that for placebo) were

(6.2):

» Schizophrenia Adults: akathisia, oral hypoesthesia, somnolence.

» Bipolar Disorder Adults (Monotherapy): somnolence, dizziness, extrapyramidal symptoms
other than akathisia, increased weight.

» Bipolar Disorder Pediatric Patients (Monotherapy): somnolence, dizziness, dysgeusia, ora
paresthesia, nausea, increased appetite, fatigue, increased weight.

» Bipolar Disorder Adults (Adjunctive): somnolence, oral hypoesthesia

Toreport SUSPECTED ADVERSE REACTIONS, contact Forest Laboratories, LLC. at
1-800-678-1605 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
------ ---DRUG INTERACTIONS -——en-

» Antihypertensive Drugs. SAPHRIS may cause hypotension. (5.7, 7.1, 12.3)

» Paroxetine (CYP2D6 substrate and inhibitor): Reduce paroxetine by half when used in
combination with SAPHRIS. (7.1, 12.3)

------ USE IN SPECIFIC POPULATIONS --------------------—-

* Pregnancy: May cause extrapyramidal and/or withdrawa symptoms in neonates with third
trimester exposure. (8.1)

» Pediatric Use: Safety and efficacy in the treatment of bipolar disorder in patients less than
10 years of age, and patients with schizophrenia ages less than 12 years have not been
evauated. (8.4)

See 17 for PATIENT COUNSELING INFORMATION.

Revised: March 2015
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FULL PRESCRIBING INFORMATION

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTSWITH
DEMENTIA-RELATED PSYCHOSIS
Elderly patients with dementia-related psychosistreated with antipsychotic drugs are at
an increased risk of death. SAPHRIS® (asenapine) is not approved for the treatment of
patients with dementia-related psychosis [see Warnings and Precautions (5.1, 5.2)].

1 INDICATIONS AND USAGE
SAPHRIS is indicated for:
e Schizophrenia [see Clinical Studies (14.1)]

* Acute treatment of manic or mixed episodes associated with Bipolar | disorder as
monotherapy or adjunctive treatment to lithium or valproate [see Clinical Studies (14.2)]

2 DOSAGE AND ADMINISTRATION

2.1 Administration Instructions

SAPHRIS isasublingual tablet. To ensure optimal absorption, patients should be instructed to
place the tablet under the tongue and allow it to dissolve completely. The tablet will dissolve in
salivawithin seconds. SAPHRIS sublingual tablets should not be split, crushed, chewed, or
swallowed [see Clinical Pharmacology (12.3)]. Patients should be instructed to not eat or drink
for 10 minutes after administration [see Clinical Pharmacology (12.3) and Patient Counseling
Information (17)].

2.2 Schizophrenia

The recommended dose of SAPHRIS is5 mg given twice daily. In short term controlled trials,
there was no suggestion of added benefit with a 10 mg twice daily dose, but there was a clear
increase in certain adverse reactions. If tolerated, daily dosage can be increased to 10 mg twice
daily after one week. The safety of doses above 10 mg twice daily has not been evaluated in
clinical studies [see Clinical Studies (14.1)].

2.3 Bipolar Disorder

Acute Treatment of Manic or Mixed Episodes:

Monotherapy in Adults: The recommended starting dose of SAPHRIS is 10 mg twice daily.
The dose can be decreased to 5 mg twice daily if warranted by adverse effects. The safety of
doses above 10 mg twice daily has not been evaluated in clinical trials [see Clinical Studies
(14.2)].

Monotherapy in Pediatric Patients: The recommended dose of SAPHRISis 2.5 mg to 10 mg
twice daily in pediatric patients 10 to 17 years of age, and dose may be adjusted for individual
response and tolerability. The starting dose of SAPHRIS is 2.5 mg twice daily. After 3 days, the
dose can beincreased to 5 mg twice daily, and from 5 mg to 10 mg twice daily after 3 additional
days. Pediatric patients aged 10 to 17 years appear to be more sensitive to dystoniawith initial
dosing with SAPHRIS when the recommended escal ation schedul e is not followed [see Use in
Specific Populations (8.4)]. The safety of doses greater than 10 mg twice daily has not been
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evaluated in clinical trials [see Use in Specific Populations (8.4) and Clinical Pharmacology
(12.3)].

Adjunctive Therapy in Adults: The recommended starting dose of SAPHRIS is5 mg twice
daily when administered as adjunctive therapy with either lithium or valproate. Depending on the
clinical response and tolerability in the individual patient, the dose can be increased to 10 mg
twice daily. The safety of doses above 10 mg twice daily as adjunctive therapy with lithium or
valproate has not been evaluated in clinical trials.

If SAPHRIS isused for extended periods in bipolar disorder, the health care provider should
periodically re-evaluate the long-term risks and benefits of the drug for the individual patient.

3 DOSAGE FORMS AND STRENGTHS
e SAPHRIS 2.5 mg tablets, black cherry flavor, are round, white to off-white sublingual
tablets, with a hexagon on one side.
e« SAPHRIS5 mg tablets, black cherry flavor, are round, white to off-white sublingual tablets,
with “5” on one side within acircle.
*  SAPHRIS 10 mg tablets, black cherry flavor, are round, white to off-white sublingual
tablets, with “10” on one side within acircle.

4 CONTRAINDICATIONS
SAPHRIS is contraindicated in patients with:
*  Severe hepatic impairment (Child-Pugh C) [see Specific Populations (8.7), Clinical
Pharmacology (12.3)].
* A history of hypersensitivity reactions to asenapine. Reactions have included anaphylaxis
and angioedema [see Warnings and Precautions (5.6), Adverse Reactions (6) and Patient
Counseling Information (17)].

5 WARNINGS AND PRECAUTIONS

5.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosistreated with antipsychotic drugs are at
an increased risk of death. Analyses of 17 placebo-controlled trials (modal duration of 10
weeks), largely in patientstaking atypical antipsychotic drugs, revealed arisk of death in
the drug-treated patients of between 1.6 to 1.7 times that seen in placebo-treated patients.
Over the course of atypical 10-week controlled trial, therate of death in drug-treated
patients was about 4.5% , compared to arate of about 2.6% in the placebo group. Although
the causes of death were varied, most of the deaths appeared to be either cardiovascular
(e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. Observational
studies suggest that, similar to atypical antipsychotic drugs, treatment with conventional
antipsychotic drugs may increase mortality. The extent to which the findings of increased
mortality in observational studies may be attributed to the antipsychotic drug as opposed
to some characteristic(s) of the patientsisnot clear. SAPHRISisnot approved for the
treatment of patientswith dementia-related psychosis [see Boxed Warning and Warnings
and Precautions (5.2)].

5.2 Cerebrovascular Adverse Events, Including Stroke, In Elderly Patients with
Dementia-Related Psychosis
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In placebo-controlled trials with risperidone, aripiprazole, and olanzapine in elderly subjects
with dementia, there was a higher incidence of cerebrovascular adverse reactions
(cerebrovascular accidents and transient ischemic attacks) including fatalities compared to
placebo-treated subjects. SAPHRIS is not approved for the treatment of patients with
dementia-related psychosis [see also Boxed Warning and Warnings and Precautions (5.1)].

5.3 Neuroleptic Malignant Syndrome

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant
Syndrome (NMS) has been reported in association with administration of antipsychotic drugs,
including SAPHRIS. Clinical manifestations of NMS are hyperpyrexia, musclerigidity, altered
mental status, and evidence of autonomic instability (irregular pulse or blood pressure,
tachycardia, digphoresis, and cardiac dysrhythmia). Additional signs may include elevated
creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure.

The diagnostic evaluation of patients with this syndrome is complicated. It isimportant to
exclude cases where the clinical presentation includes both serious medical illness (e.g.
pneumonia, systemic infection) and untreated or inadequately treated extrapyramidal signs and
symptoms (EPS). Other important considerationsin the differentia diagnosisinclude central
anticholinergic toxicity, heat stroke, drug fever, and primary central nervous system pathology.

The management of NM S should include: 1) immediate discontinuation of antipsychotic drugs
and other drugs not essential to concurrent therapy; 2) intensive symptomatic treatment and
medical monitoring; and 3) treatment of any concomitant serious medical problems for which
specific treatments are available. There is no general agreement about specific pharmacol ogical
treatment regimens for NMS.

If apatient requires antipsychotic drug treatment after recovery from NMS; the potential
reintroduction of drug therapy should be carefully considered. The patient should be carefully
monitored, since recurrences of NM S have been reported.

5.4 Tardive Dyskinesia

A syndrome of potentially irreversible, involuntary, dyskinetic movements can develop in
patients treated with antipsychotic drugs. Although the prevalence of the syndrome appears to be
highest among the elderly, especially elderly women, it isimpossible to rely upon prevalence
estimates to predict, at the inception of antipsychotic treatment, which patients are likely to
develop the syndrome. Whether antipsychotic drug products differ in their potential to cause
Tardive Dyskinesia (TD) is unknown.

Therisk of developing TD and the likelihood that it will become irreversible are believed to
increase as the duration of treatment and the total cumulative dose of antipsychotic drugs
administered to the patient increase. However, the syndrome can develop, although much less
commonly, after relatively brief treatment periods at low doses.

There is no known treatment for established cases of TD, athough the syndrome may remit,
partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic treatment, itself,
however, may suppress (or partially suppress) the signs and symptoms of the syndrome and
thereby may possibly mask the underlying process. The effect that symptomatic suppression has
upon the long-term course of the syndrome is unknown.
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Given these considerations, SAPHRIS should be prescribed in a manner that is most likely to
minimize the occurrence of TD. Chronic antipsychotic treatment should generally be reserved
for patients who suffer from a chronic illness that (1) is known to respond to antipsychotic drugs,
and (2) for whom alternative, equally effective, but potentially less harmful treatments are not
available or appropriate. In patients who do require chronic treatment, the smallest dose and the
shortest duration of treatment producing a satisfactory clinical response should be sought. The
need for continued treatment should be reassessed periodically.

If signs and symptoms of TD appear in a patient on SAPHRIS, drug discontinuation should be
considered. However, some patients may require treatment with SAPHRIS despite the presence
of the syndrome.

5.5 Metabolic Changes

Atypical antipsychotic drugs have been associated with metabolic changes that may increase
cardiovascul ar/cerebrovascular risk. These metabolic changes include hyperglycemia,
dyslipidemia, and body weight gain. W hile all of the drugsin the class have been shown to
produce some metabolic changes, each drug has its own specific risk profile.

Hyperglycemia and Diabetes Mellitus

Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar
comaor death, has been reported in patients treated with atypical antipsychotics. Assessment of
the relationship between atypical antipsychotic use and glucose abnormalities is complicated by
the possibility of an increased background risk of diabetes mellitusin patients with schizophrenia
and the increasing incidence of diabetes mellitusin the general population. Given these
confounders, the relationship between atypical antipsychotic use and hyperglycemia-related
adverse reactionsis not completely understood. However, epidemiological studies suggest an
increased risk of treatment-emergent hyperglycemia-related adverse events in patients treated
with the atypical antipsychoticsincluded in these studies. Precise risk estimates for
hyperglycemia-rel ated adverse events in patients treated with atypical antipsychotics are not
available.

Patients with an established diagnosis of diabetes mellitus who are started on atypical
antipsychotics should be monitored regularly for worsening of glucose control. Patients with risk
factors for diabetes mellitus (e.g., obesity, family history of diabetes) who are starting treatment
with atypical antipsychotics should undergo fasting blood glucose testing at the beginning of
treatment and periodically during treatment. Any patient treated with atypical antipsychotics
should be monitored for symptoms of hyperglycemiaincluding polydipsia, polyuria, polyphagia,
and weakness. Patients who develop symptoms of hyperglycemia during treatment with atypical
antipsychotics should undergo fasting blood glucose testing. In some cases, hyperglycemia has
resolved when the atypical antipsychotic was discontinued; however, some patients required
continuation of anti-diabetic treatment despite discontinuation of the antipsychotic drug.

Adult Patients. Pooled data from the short-term placebo-controlled schizophrenia and bipolar
maniatrials are presented in Table 1.
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TABLE 1: Changes in Fasting Glucose in Adult Patients

Schizophrenia (6-weeks) Bipolar (3-weeks)
SAPHRIS SAPHRIS
Placebo 5mgtwice | 10mgtwice | 5or 10 mg Placebo 50r 10 mg
daily daily twice daily® twice daily’
Mean Change from Baseline in Fasting Glucose at Endpoint
Change from -0.2 38 11 32 -0.6 -0.6
Baseline (mg/dL)
(N) (232 (158) (153) (377) (89) (156)
Proportion of Patients with Shifts from Baseline to Endpoint
Normal to High 4.1% 4.5% 4.5% 5.0% 3.3% 2.7%
<100t0>126
mg/dL (/ N™) (7/170) (5/111) (5/111) (13/262) (2/61) (3/111)
Borderline to 5.9% 6.8% 6.3% 10.5% 0.0% 11.4%
High >100 and
<126 t0>126
mg/dL (/N™) (3/51) (3/44) (2/32) (10/95) (0/23) (4/35)

N™ = Number of patients who had assessments at both Baseline and Endpoint.

N™" = Number of patients at risk at Baseline with assessments at both Baseline and Endpoint.
8 Includes patients treated with flexible dose of SAPHRIS 5 or 10 mg twice daily (N=90).
"SAPHRIS 5 mg or 10 mg twice daily with flexible dosing.

In a 52-week, double-blind, comparator-controlled trial that included primarily patients with
schizophrenia, the mean increase from baseline of fasting glucose was 2.4 mg/dL.

Pediatric Patients: Data from the short-term, placebo-controlled trial in pediatric patients with
bipolar | disorder are shownin Table 2.

TABLE 2: Changes in Fasting Glucose in Pediatric Subjects

Bipolar | Disorder (3-weeks)

Placebo SAPHRIS 2.5 mg SAPHRIS 5 mg SAPHRIS 10 mg
twice daily twice daily twice daily

Mean Change from Baseline in Fasting Glucose at Endpoint

Change from Baseline -2.24 1.43 -0.45 0.34

(mg/dL) (N*) (56) (51) (57) (52)
Proportion of Subjects with Shifts from Baseline to Endpoint

Normal to High>45 & < 0% 0% 1.8% 0%
100 to >126 mg/dL (n/N*) (0/56) (0/51) (1/57) (0/52)

Dydlipidemia

Undesirable alterations in lipids have been observed in patients treated with atypical

antipsychotics.

Adult Patients: Pooled data from the short-term, placebo-controlled schizophrenia and bipolar
maniatrials are presented in Table 3.
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TABLE 3: Changes in Lipids in Adult Patients

Schizophrenia (6-weeks) Bipolar (3-weeks)
SAPHRIS SAPHRIS
Placebo 5mgtwice | 10mgtwice | 5or10mg Placebo 50r 10 mg
daily daily twice daily twice daily
Mean Change from Baseline (mg/dL)
Toid 22 24 33 0.4 15 11
cholesterol(N') (351) (258) (199) (539) (163) (322)
0.1 -0.2 26 13 19 16
LDL (N)
(285) (195) (195) (465) (158) (304)
05 0.4 10 05 0.0 0.9
HDL (N")
(290) (199) (199) (480) (163) (322)
Fating 76 1.9 0.1 38 -17.9 35
triglycerides (N') (233) (159) (154) (380) (129) (237)
Proportion of Patients with Shifts from Baseline to Endpoint
Total cholesterol 13% 0.6% 2.2% 1.7% 11% 2.5%
Normal to High
<200 to >240
(L) (o N) (3/225) (1/161) (3/134) (6/343) (1/95) (5/204)
L&;h'\'f{g“g't;" 1.7% 0.0% 1.2% 1.0% 1.9% 0.0%
=160 (ﬂggd” O 2n17) (0/80) (1/86) (2/196) (1/53) (0/141)
HDL 'C'g\:vmal o 10.7% 13.3% 14.7% 14.0% 7.4% 8.7%
>40 to <40
(/L) (V) (21/196) (18/135) (20/136) (45/322) (9/122) (21/242)
Fasting
triglycerides 2.4% 7.0% 8.3% 7.7% 5.1% 7.4%
Normal to High
<150 to >200 (4/167) (8/115) (9/108) (20/260) (4/78) (11/148)
(mg/dL) (n/N’)

N™ = Number of subjects who had assessments at both Baseline and Endpoint.
8 Includes subjects treated with flexible dose of SAPHRIS 5 or 10 mg twice daily (N=90).
"SAPHRIS 5 mg or 10 mg twice daily with flexible dosing.

In short-term schizophreniatrials, the proportion of patients with total cholesterol elevations
>240 mg/dL (at Endpoint) was 8.3% for SAPHRIS-treated patients versus 7% for
placebo-treated patients. The proportion of patients with elevations in triglycerides >200 mg/dL
(at Endpoint) was 13.2% for SAPHRIS-treated patients versus 10.5% for placebo-treated patients.
In short-term, placebo-controlled bipolar maniatrias, the proportion of patients with total
cholesterol elevations >240 mg/dL (at Endpoint) was 8.7% for SAPHRIS-treated patients versus
8.6% for placebo-treated patients. The proportion of patients with elevations in triglycerides
>200 mg/dL (at Endpoint) was 15.2% for SAPHRIS-treated patients versus 11.4% for
placebo-treated patients.

In a 52-week, double-blind, comparator-controlled trial that included primarily patients with
schizophrenia, the mean decrease from baseline of total cholesterol was 6 mg/dL and the mean
decrease from baseline of fasting triglycerides was 9.8 mg/dL.
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Pediatric Patients: Data from the short-term, placebo-controlled bipolar maniatrial are
presented in Table 4.

TABLE 4: Changes in Fasting Lipids in Pediatric Subjects

Bipolar | Disorder (3-weeks)
Placebo SAPHRIS 2.5 mg SAPHRIS5mg SAPHRIS 10 mg
twice daily twice daily twice daily
Mean Change from Baseline (mg/dL)
Total fasting cholesterol -2.3 37 7.2 9.3
(N*) (57) (50) (57) (52)
Fasting LDL -25 -0.2 3.0 4.9
(N*) (57) (50) (57) (51)
Fasting HDL 1.6 2.3 15 17
(N*) (57) (50) (57) (52)
Fasting triglycerides -6.6 8.7 134 14.7
(N*) (57) (50) (57) (52)
Proportion of Subjects with Shifts from Baseline to Endpoint
Total fasting cholesterol 1.8% 0% 1.8% 0%
Normal to High <170 to (1/57) (0/50) (1/57) (0/52)
>=200 (mg/dL)
(n/N*)
Fasting LDL Normal to 1.8% 2.0% 1.8% 0%
High <110 to >=130 (1/57) (1/50) (1/57) (0/51)
(n/N*)
Fasting HDL Normal to 3.5% 6.0% 3.5% 9.6%
Low >40 to <40 (mg/dL) (2/57) (3/50) (2/57) (5/52)
(n/N*)
Fasting triglycerides 0% 4.0% 3.5% 1.9%
Normal to High <150 to (0/57) (2/50) (2/57) (1/52)
>200 (mg/dL)
(n/N*)

N* = Number of patients who had assessments at both Baseline and Endpoint

Weight Gain

Increases in weight have been observed in pre-marketing clinical trials with SAPHRIS.
Patients receiving SAPHRIS should receive regular monitoring of weight [see Patient
Counseling Information (17)].

Adult Patients: Pooled data on mean changes in body weight and the proportion of subjects
meeting aweight gain criterion of >7% of body weight from the short-term, placebo-controlled
schizophrenia and bipolar maniatrials are presented in Table 5.




TEFE T LA VBREETE

1.6 NEIZCBITHFEAKREFICET 2EH

Page 15

Table 5: Change in Body Weight in Adult Patients from Baseline

Schizophrenia (6-weeks) Bipolar (3-weeks)
SAPHRIS SAPHRIS
Placebo 5mgtwice | 10mgtwice | 5or 10 mg Placebo 50r 10 mg
daily daily twice daily twice daily’
Change from 0.0 1.0 0.9 11 0.2 13
Baseline (kg)
(N) (348) (251) (200) (532) (171) (336)
Proportion of Patients with a>7% Increase in Body Weight
% with >7%
increase in body 1.6% 4.4% 4.8% 4.9% 0.5% 5.8%
weight

N™ = Number of subjects who had assessments at both Baseline and Endpoint.

% Includes subjects treated with flexible dose of SAPHRIS 5 or 10 mg twice daily (N=90).
"SAPHRIS 5 mg or 10 mg twice daily with flexible dosing.

Adult Patients: In a 52-week, double-blind, comparator-controlled adult trial that included
primarily patients with schizophrenia, the mean weight gain from baseline was 0.9 kg. The
proportion of patients with a>7% increase in body weight (at Endpoint) was 14.7%. Table 5
provides the mean weight change from baseline and the proportion of patients with aweight gain
of >7% categorized by Body Mass Index (BMI) at baseline.

Table 6: Weight Change Results Categorized by BMI at Baseline:
Comparator-Controlled 52-Week Study in Adults with Schizophrenia

BMI <23 BM| 23-<27 BMI >27
SAPHRIS SAPHRIS SAPHRIS
N=295 N=290 N=302
Mean change from
Basdline (kg) L7 1 0
% with >7% increasein 2904 13% 9%
body weight

Pediatric Patients: Data on mean changes in body weight and the proportion of pediatric
patients meeting aweight gain criterion of >7% of body weight from the short-term,
placebo-controlled bipolar maniatria are presented in Table 7. To adjust for normal growth,
z-scores were derived (measured in standard deviations [ SD]), which normalize for the natural
growth of pediatric patients by comparisons to age-and sex-matched population standards.

The distance of a z-score from O represents the distance of a percentile from the median,
measured in standard deviations (SD). After adjusting for age and sex, the mean change from
baseline to endpoint in weight z-score for SAPHRS 2.5 mg, 5 mg, and 10 mg twice daily, was
0.11, 0.08 and 0.09 SD versus 0.02 SD for placebo, respectively.

When treating pediatric patients, weight gain should be monitored and assessed against that
expected for normal growth.
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Table 7: Change in Body Weight in Pediatric Subjects from Baseline

Bipolar | Disorder (3-weeks)

Placebo SAPHRIS 2.5 mg SAPHRIS5mg SAPHRIS 10 mg
twice daily twice daily twice daily
Change from 0.5 1.7 16 14
Baseline (kg) (89) (92) (90) (87)
(N*)
Proportion of Subjects with a>7% Increase in Body Weight
% with >7% increase 1.1% 12.0% 8.9% 8.0%
in body weight

N* = Number of patients who had assessments at both Baseline and Endpoint

5.6 Hypersensitivity Reactions

Hypersensitivity reactions have been observed in patients treated with SAPHRIS. In severdl
cases, these reactions occurred after the first dose. These hypersensitivity reactions included:
anaphylaxis, angioedema, hypotension, tachycardia, swollen tongue, dyspnea, wheezing and
rash.

5.7 Orthostatic Hypotension, Syncope, and Other Hemodynamic Effects

SAPHRIS may induce orthostatic hypotension and syncope in some patients, especially early
in treatment, because of its a;-adrenergic antagonist activity. In short-term schizophrenia adult
trials, syncope was reported in 0.2% (1/572) of patients treated with therapeutic doses (5 mg or
10 mg twice daily) of SAPHRIS, compared to 0.3% (1/378) of patients treated with placebo. In
short-term bipolar mania adult trials, syncope was reported in 0.3% (1/379) of patients treated
with therapeutic doses (5 mg or 10 mg twice daily) of SAPHRIS, compared to 0% (0/203) of
patients treated with placebo. During adult pre-marketing clinical trials with SAPHRIS,
including long-term trials without comparison to placebo, syncope was reported in 0.6%
(11/1953) of patients treated with SAPHRIS. In a 3-week, bipolar mania pediatric trial, syncope
was reported in 1% (1/104) of patients treated with SAPHRIS 2.5 mg twice daily, 1% (1/99) of
patients treated with SAPHRIS 5 mg twice daily, and 0% (0/99) for patients treated with
SAPHRIS 10 mg twice daily compared to 0% (0/101) for patients treated with placebo.

Patients should be instructed about non-pharmacologic interventions that help to reduce the
occurrence of orthostatic hypotension (e.g., sitting on the edge of the bed for several minutes
before attempting to stand in the morning and slowly rising from a seated position). SAPHRIS
should be used with caution in (1) patients with known cardiovascular disease (history of
myocardial infarction or ischemic heart disease, heart failure or conduction abnormalities),
cerebrovascular disease, or conditions which would predispose patients to hypotension
(dehydration, hypovolemia, and treatment with antihypertensive medications); and (2) in the
elderly. SAPHRIS should be used cautiously when treating patients who receive treatment with
other drugs that can induce hypotension, bradycardia, respiratory or central nervous system
depression [see Drug Interactions (7.1)]. Monitoring of orthostatic vital signs should be
considered in all such patients, and a dose reduction should be considered if hypotension occurs.
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5.8 Leukopenia, Neutropenia, and Agranulocytosis

In clinical trial and postmarketing experience, leukopenia and neutropenia have been reported
temporally related to antipsychotic agents, including SAPHRIS. Agranulocytosis (including fatal
cases) has been reported with other agentsin the class.

Possible risk factors for leukopenia/neutropeniainclude pre-existing low white blood cell
count (WBC)/absolute neutrophil count (ANC) and history of drug induced
leukopenia/neutropenia. In patients with a pre-existing low WBC/ANC or drug-induced
leukopenia/neutropenia, perform a complete blood count (CBC) frequently during the first few
months of therapy. In such patients, consider discontinuation of SAPHRIS at thefirst sign of a
clinically significant decline in W BC in the absence of other causative factors.

Monitor patients with clinically significant neutropeniafor fever or other symptoms or signs of
infection and treat promptly if such symptoms or signs occur. Discontinue SAPHRIS in patients
with severe neutropenia (absol ute neutrophil count <1000/mm?) and follow their W BC until
recovery.

5.9 QT Prolongation

The effects of SAPHRIS on the QT/QTc interval were evaluated in a dedicated adult QT study.
Thistrial involved SAPHRIS doses of 5 mg, 10 mg, 15 mg, and 20 mg twice daily, and placebo,
and was conducted in 151 clinically stable patients with schizophrenia, with electrocardiographic
assessments throughout the dosing interval at baseline and steady state. At these doses,
SAPHRIS was associated with increases in QTc interval ranging from 2 to 5 msec compared to
placebo. No patients treated with SAPHRIS experienced QTc increases >60 msec from baseline
measurements, nor did any patient experience a QTc of >500 msec.

Electrocardiogram (ECG) measurements were taken at various time points during the
SAPHRIS clinical trial program (5 mg or 10 mg twice daily doses). Post-baseline QT
prolongations exceeding 500 msec were reported at comparable rates for SAPHRIS and placebo
in these short-term trials. There were no reports of Torsade de Pointes or any other adverse
reactions associated with delayed ventricular repolarization.

The use of SAPHRIS should be avoided in combination with other drugs known to prolong
QTcincluding Class 1A antiarrhythmics (e.g., quinidine, procainamide) or Class 3
antiarrhythmics (e.g., amiodarone, sotalol), antipsychotic medications (e.g., ziprasidone,
chlorpromazine, thioridazine), and antibiotics (e.g., gatifloxacin, moxifloxacin). SAPHRIS
should also be avoided in patients with a history of cardiac arrhythmias and in other
circumstances that may increase the risk of the occurrence of torsade de pointes and/or sudden
death in association with the use of drugs that prolong the QTc interval, including bradycardia;
hypokalemia or hypomagnesemia; and presence of congenital prolongation of the QT interval.

5.10 Hyperprolactinemia

Like other drugs that antagonize dopamine D receptors, SAPHRIS can elevate prolactin levels,
and the elevation can persist during chronic administration. Hyperprolactinemia may suppress
hypothalamic GnRH, resulting in reduced pituitary gonadotropin secretion. This, in turn, may
inhibit reproductive function by impairing gonadal steroidogenesisin both female and male
patients. Galactorrhea, amenorrhea, gynecomastia, and impotence have been reported in patients
receiving prol actin-el evating compounds. Long-standing hyperprolactinemia when associated
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with hypogonadism may lead to decreased bone density in both female and male subjects. In
SAPHRIS adult clinical trials, the incidences of adverse events related to abnormal prolactin
levels were 0.4% versus 0% for placebo. In a 3-week, bipolar mania pediatric trial, the incidence
of adverse events related to abnormal prolactin levels were 0% in the SAPHRIS 2.5 mg twice
daily treatment group, 2% in the SAPHRIS 5 mg twice daily treatment group, and 1% in the
SAPHRIS 10 mg twice daily treatment group versus to 1% for patients treated with placebo [see
Adverse Reactions (6.1)].

Tissue culture experiments indicate that approximately one-third of human breast cancers are
prolactin-dependent in vitro, afactor of potential importance if the prescription of these drugsis
considered in a patient with previously-detected breast cancer. Neither clinical studies nor
epidemiol ogic studies conducted to date have shown an association between chronic
administration of this class of drugs and tumorigenesisin humans, but the available evidenceis
too limited to be conclusive.

5.11 Seizures

Seizures were reported in 0% and 0.3% (0/572, 1/379) of adult patients treated with doses of 5
mg and 10 mg twice daily of SAPHRIS, respectively, compared to 0% (0/503, 0/203) of patients
treated with placebo in short-term schizophrenia and bipolar maniatrials, respectively. During
adult pre-marketing clinical trials with SAPHRIS, including long-term trials without comparison
to placebo, seizures were reported in 0.3% (5/1953) of patients treated with SAPHRIS. There
were no reports of seizuresin pediatric patients treated with SAPHRIS in a 3-week-term, bipolar
maniatrial.

As with other antipsychotic drugs, SAPHRIS should be used with caution in patients with a
history of seizures or with conditions that potentially lower the seizure threshold. Conditions that
lower the seizure threshold may be more prevalent in patients 65 years or older.

5.12 Potential for Cognitive and Motor Impairment

Somnolence was reported in patients treated with SAPHRIS. It was usually transient with the
highest incidence reported during the first week of treatment. In short-term, fixed-dose,
placebo-controlled schizophrenia adult trials, somnolence was reported in 15% (41/274) of
patients on SAPHRIS 5 mg twice daily and in 13% (26/208) of patients on SAPHRIS 10 mg
twice daily compared to 7% (26/378) of placebo patients. In short-term, placebo-controlled
bipolar mania adult trials of therapeutic doses (5-10 mg twice daily), somnolence was reported in
24% (90/379) of patients on SAPHRIS compared to 6% (13/203) of placebo patients. During
adult pre-marketing clinical trials with SAPHRIS, including long-term trials without comparison
to placebo, somnolence was reported in 18% (358/1953) of patients treated with SAPHRIS.
Somnolence (including sedation) led to discontinuation in 0.6% (12/1953) of patientsin
short-term, placebo-controlled trials.

In a 3-week, placebo-controlled, bipolar | pediatric trial, the incidence of somnolence
(including sedation and hypersomnia) for placebo, SAPHRIS 2.5 mg twice daily, 5 mg twice
daily, and 10 mg twice daily, was 12% (12/101), 46% (48/104), 53% (52/99), and 49% (49/99),
respectively. Somnolence led to discontinuation in 0%, 3%, 1%, and 2% of patients treated with
placebo, and SAPHRIS 2.5 mg twice daily, 5 mg twice daily, and 10 mg twice daily,
respectively.
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Patients should be cautioned about performing activities requiring mental alertness, such as
operating hazardous machinery or operating a motor vehicle, until they are reasonably certain
that SAPHRIS therapy does not affect them adversely.

5.13 Body Temperature Regulation

Disruption of the body’ s ability to reduce core body temperature has been attributed to
antipsychotic agents. In the short-term placebo-controlled trials for both schizophrenia and acute
bipolar disorder, the incidence of adverse reactions suggestive of body temperature increases was
low (<1%) and comparable to placebo (0%). During clinical trials with SAPHRIS, including
long-term trials without comparison to placebo, the incidence of adverse reactions suggestive of
body temperature increases (pyrexia and feeling hot) was <1%.

Appropriate care is advised when prescribing SAPHRIS for patients who will be experiencing
conditions that may contribute to an elevation in core body temperature, e.g., exercising
strenuously, exposure to extreme heat, receiving concomitant medication with anticholinergic
activity, or being subject to dehydration.

5.14 Suicide

The possibility of a suicide attempt isinherent in psychotic illnesses and bipolar disorder, and
close supervision of high-risk patients should accompany drug therapy. Prescriptions for
SAPHRIS should be written for the smallest quantity of tablets consistent with good patient
management in order to reduce the risk of overdose.

5.15 Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use.
Dysphagia was reported in 0.2% and 0% (1/572, 0/379) of patients treated with therapeutic doses
(5-10 mg twice daily) of SAPHRIS as compared to 0% (0/378, 0/203) of patients treated with
placebo in short-term schizophrenia and bipolar mania adult trials, respectively. During adult
pre-marketing clinical trials with SAPHRIS, including long-term trials without comparison to
placebo, dysphagia was reported in 0.1% (2/1953) of patients treated with SAPHRIS.

Aspiration pneumoniais a common cause of morbidity and mortality in elderly patients, in
particular those with advanced Alzheimer’s dementia. SAPHRIS is not indicated for the
treatment of dementia-related psychosis, and should not be used in patients at risk for aspiration
pneumonia [see also Warnings and Precautions (5.1)].

5.16 Use in Patients with Concomitant lliness

Clinical experience with SAPHRIS in patients with certain concomitant systemic ilinessesis
limited [see Clinical Pharmacology (12.3)].

SAPHRIS has not been evaluated in patients with arecent history of myocardial infarction or
unstable heart disease. Patients with these diagnoses were excluded from pre-marketing clinical
trials. Because of therisk of orthostatic hypotension with SAPHRIS, caution should be observed
in cardiac patients [see Warnings and Precautions (5.7)].



TEFEUT LA VBIEE TR 1.6 SAEICH T HERAKREFICET HEH Page 20

6 ADVERSE REACTIONS

The following adverse reactions are discussed in more detail in other sections of the labeling:

e Usein Elderly Patients with Dementia-Related Psychosis [see Boxed Warning and
Warnings and Precautions (5.1 and 5.2)]

*  Neuroleptic Malignant Syndrome [see Warnings and Precautions (5.3)]

* Tardive Dyskinesia[see Warnings and Precautions (5.4)]

e Metabolic Changes [see Warnings and Precautions (5.5)]

* Hypersensitivity Reactions [see Contraindications, Warnings and Precautions (5.6) and
Patient Counseling Information (17)]

e Application site reactions including oral ulcers, blisters, peeling/sloughing and inflammation
[see Adverse Reactions (6.2)]

»  Orthostatic Hypotension, Syncope, and other Hemodynamic Effects [see Warnings and
Precautions (5.7)]

e Leukopenia, Neutropenia, and Agranulocytosis [see Warnings and Precautions (5.8)]

e QT Interva Prolongation [see Warnings and Precautions (5.9)]

e Hyperprolactinemia[see Warnings and Precautions (5.10)]

*  Seizures [see Warnings and Precautions (5.11)]

» Potentia for Cognitive and Motor Impairment [see Warnings and Precautions (5.12)]

* Body Temperature Regulation [see Warnings and Precautions (5.13)]

» Suicide [see Warnings and Precautions (5.14)]

» Dysphagia[see Warnings and Precautions (5.15)]

* Usein Patients with Concomitant IlIness [see Warnings and Precautions (5.16)]

The most common adverse reactions (>5% and at |east twice the rate of placebo) reported with
acute treatment in adults with schizophrenia were akathisia, oral hypoesthesia, and somnolence.
The safety profile of SAPHRIS in the maintenance treatment of schizophreniain adults was
similar to that seen with acute treatment.

The most common adverse reactions (>5% and at |east twice the rate of placebo) reported with
acute monotherapy treatment of manic or mixed episodes associated with bipolar | disorder in
adults were somnolence, dizziness, extrapyramidal symptoms other than akathisia, and increased
weight and during the adjunctive therapy trial in bipolar | disorder in adults were somnolence
and oral hypoesthesia.

The adult information below is derived from aclinical trial database for SAPHRIS consisting
of over 4565 patients and/or healthy subjects exposed to one or more sublingual doses of
SAPHRIS. A total of 1314 SAPHRIS-treated patients were treated for at least 24 weeks and 785
SAPHRIS-treated patients had at least 52 weeks of exposure at therapeutic doses.

In a 3-week monotherapy trial, the most common adverse reactions (>5% and at least twice the
rate of placebo) reported in pediatric patients with bipolar | disorder treated with SAPHRIS were
somnolence, dizziness, dysgeusia, ora paresthesia, nausea, increased appetite, fatigue, and
increased weight. No new major safety findings were reported from a 50-week, open-label,
uncontrolled safety trial.

A total of 651 pediatric patients were treated with SAPHRIS. Of these patients, 352 pediatric
patients were treated with SAPHRIS for at least 180 days and 58 pediatric patients treated with
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SAPHRIS had at least 1 year of exposure. The safety of SAPHRIS was evaluated in 403
pediatric patients with bipolar | disorder who participated in a 3-week, placebo-controlled,
double-blind trial, of whom 302 patients received SAPHRIS at fixed doses ranging from 2.5 mg
to 10 mg twice daily.

The stated frequencies of adverse reactions represent the proportion of individuals who
experienced a treatment-emergent adverse event of the type listed. A reaction was considered
treatment emergent if it occurred for the first time or worsened while receiving therapy following
baseline evaluation.

6.1 Clinical Studies Experience

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

Adult Patients with Schizophrenia: The following findings are based on the short-term
placebo-controlled pre-marketing trials for schizophrenia (a pool of three 6-week fixed-dose
trials and one 6-week flexible-dose trial) in whichsublingual SAPHRIS was administered in
doses ranging from 5 to 10 mg twice daily.

Adverse Reactions Associated with Discontinuation of Treatment: A total of 9% of
SAPHRIS-treated patients and 10% of placebo-treated patients discontinued due to adverse
reactions. There were no drug-related adverse reactions associated with discontinuation in
patients treated with SAPHRIS at the rate of at least 1% and at |east twice the placebo rate.

Adverse Reactions Occurring at an Incidence of 2% or More in SAPHRIS-Treated Patients
with Schizophrenia: Adverse reactions associated with the use of SAPHRIS (incidence of 2% or
greater, rounded to the nearest percent, and SAPHRIS incidence greater than placebo) that
occurred during acute therapy (up to 6-weeks in patients with schizophrenia) are shown in Table
8.
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Table 8: Adverse Reactions Reported in 2% or More of Adult Patients in Any
SAPHRIS Dose Group and Which Occurred at Greater Incidence Than in
the Placebo Group in 6-Week Schizophrenia Trials

SAPHRIS SAPHRIS All SAPHRIS
Plzicebo 5mgtwice | 10 mgtwice 5mgor 10 mg
System Organ Class Preferred Term | N=378 | 15y 'N=274 | daily N=208 | twice daily N=572
& % % %
0 0 0

Gastrointestinal disorders
Constipation 6 7 4 5

Dry mouth 1 3 1 2

Oral hypoesthesia 1 6 7 5

Salivary hypersecretion 0 <1 4 2

Stomach discomfort 1 <1 3 2

Vomiting 5 4 7 5
General disorders

Fatigue 3 4 3 3

Irritability <1 2 1 2
Investigations

Increased weight <1 2 2 3
M etabolism disorders

Increased appetite <1 3 0 2
Nervous system disorders

Akathisia* 3 4 11 6

Dizziness 4 7 3 5

Extrapyramidal symptoms (excluding

akathisia) ! ° 12 10

Somnolence® 7 15 13 13
Psychiatric disorders

Insomnia 13 16 15 15
Vascular disorders

Hypertension 2 2 3 2

" Akathisiaincludes: akathisia and hyperkinesia
T Extrapyramidal symptomsincluded dystonia, oculogyration, dyskinesia, tardive dyskinesia, muscle
rigidity, parkinsonism, tremor, and extrapyramidal disorder (excluding akathisia).

' Somnolence includes the following events: somnolence, sedation, and hypersomnia.

5 Also includes the Flexible-dose trial (N=90).

Dose-Related Adverse Reactions: In the short term schizophreniatrials the incidence of

akathisia appeared to be dose-related (see Table 8).

Monotherapy in Adult Patients with Bipolar Mania: The following findings are based on the
short-term placebo-controlled trials for bipolar mania (a pool of two 3-week flexible-dose trials)
in which sublingual SAPHRIS was administered in doses of 5 mg or 10 mg twice daily.

Adverse Reactions Associated with Discontinuation of Treatment: Approximately 10%

(38/379) of SAPHRIS-treated patients in short-term, placebo-controlled trials discontinued
treatment due to an adverse reaction, compared with about 6% (12/203) on placebo. The most
common adverse reactions associated with discontinuation in patients treated with SAPHRIS
(rates at least 1% and at least twice the placebo rate) were anxiety (1.1%) and oral hypoesthesia

(1.1%) compared to placebo (0%).

Adverse Reactions Occurring at an Incidence of 2% or More Among SAPHRIS-Treated

(Monotherapy) patients with Bipolar | Disorder: Adverse reactions associated with the use of
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SAPHRIS (incidence of 2% or greater, rounded to the nearest percent, and SAPHRIS incidence
greater than placebo) that occurred during acute monotherapy (up to 3-weeks in patients with
bipolar mania) are shown in Table 9.

Table 9: Adverse Reactions Reported in 2% or More of Adult Patients in Any
SAPHRIS Dose Group and Which Occurred at Greater Incidence Than in
the Placebo Group in 3-Week Bipolar Mania Trials

Placebo SAPHRIS .
5 mg or 10 mg twice dail
System Organ Class/Preferred Term N=203 9 N=g79 y
% %
Gastrointestinal disorders
Dry mouth 1 3
Dyspepsia 2 4
Oral hypoesthesia <1 4
Toothache 2 3
General disorders
Fatigue | 2 | 4
Investigations
Increased weight | <1 | 5
M etabolism disorders
Increased appetite | 1 | 4
M usculoskeletal and connective tissue disorders
Arthralgia 1 3
Pain in extremity <1 2
Nervous system disorders
Akathisia 2 4
Dizziness 3 11
Dysgeusia <1 3
Headache 11 12
Other extrapyramidal symptoms (excluding 2 7
akathisia)'
Somnolence* 6 24
Psychiatric disorders
Anxiety 2 4
Depression 1 2
Insomnia 5 6

" SAPHRIS 5 mg to 10 mg twice daily with flexible dosing.

" Extrapyramidal symptoms included: dystonia, blepharospasm, torticollis, dyskinesia, tardive dyskinesia,
muscle rigidity, parkinsonism, gait disturbance, masked facies, and tremor (excluding akathisia).

" Somnolence includes the following events: somnolence, sedation, and hypersomnia.

Monotherapy in Pediatric Patients with Bipolar Mania: The following findings are based on
a 3-week , placebo-controlled trial for bipolar maniain which SAPHRIS was administered at
doses of 2.5 mg, 5 mg, or 10 mg twice daily.

Adverse Reactions Leading to Discontinuation of Treatment: A total of 6.7% (7/104) of
patients treated with SAPHRIS 2.5 mg twice daily, 5.1% (5/99) of patients treated with
SAPHRIS 5 mg twice daily, and 5.1% (5/99) of patients treated with SAPHRIS 10 mg twice
daily discontinued treatment due to adverse reactions compared to 4% (4/101) on placebo. The
most common adverse reactions that led to discontinuation in pediatric patients treated with
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SAPHRIS (rates at least 2% in any SAPHRIS arm and at |east twice the placebo rate) were
somnolence (3% in the 2.5mg twice daily group, 1% in the 5mg twice daily group, and 2% in the
10mg twice daily group), abdominal pain (2% in the 10mg twice daily group), and nausea (2% in
the 10mg twice daily group) No placebo-treated patients dropped out for these events.

Adverse Reactions Occurring with SAPHRIS at an Incidence of 2% or More in
SAPHRIS-treated Bipolar Patients: Adverse reactions associated with the use of SAPHRIS
(incidence of >2% in any SAPHRIS dose group and greater than placebo) that occurred during
acute therapy are shown in Table 10.

Table 10: Adverse Reactions Reported in 2% or More of Pediatric Patients (Ages
10to 17 Years) in Any SAPHRIS Dose Group and Which Occurred at
Greater Incidence Than in the Placebo Group in a 3-Week Bipolar Mania

Trial
System Organ Placebo SAPHRIS 2.5 SAPHRISS SAPHRIS 10 All
Classy/ AE Preferred mg twice daily mg twicedaily | mg twice daily SAPHRIS
Term N=101 N=104 N=99 N=99 25,5, and
Placebo 2.5mg 5mg 10mg 10 mg
N=101 N=104 N=99 N=99 N=302
% % % % %

Cardiac Disorders

Tachycardia® 0 3 0 1 1

Gastrointestinal Disorders

Oral paraesthesia® 4 25 25 30 27
Nausea 3 6 6 6 6
Vomiting 3
Abdominal pain® 7 9
Glossodynia 0 0
General Dispordersand Administrative Site Disorders
Fatigue® 5 4 8 14
irritability 1 1 1 2
Infury, Poisoning, and Procedural Complications
Muscle strain 0 0 0 2 1
Investigations
Increased weight 0 6 2 2 3
Hyperinsulinemia® 0 1 3 1 2
ALT increased 0 0 0 2 1
AST increased 0 0 0 2 1
M etabolism and Nutrition Disorders
Increased appetite 2 10 9 8
Dehydration 1 0 2 1
M usculoskeletal and Connective Tissue Disorders
Myalgia 0 0 2 1 1
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Nervous System Disorders

Somnolence® 12 46 53 49 49
Headache 6 8 11 9 9
Dizziness 3 6 10 5 7
Dysgeusia 2 4 9 6
Akathisia 0 2 1 2
Parkinsonism 0 1 2 1

Psychiatric Disorders

Insomnia 3 3 3

Suicidal ideation 4

Anger 0 0
Reproductive System and Breast Disorders

Dysmenorrhea | 1 0 2 0 1
Respiratory, Thoracic, and M ediastinal Disorders

Oropharyngeal pain 2 0 3 1

Nasal congestion 1 0

Dyspnea 0 0 2 0 1
Skin and Subcutaneous Tissue Disorders

Rash 1 0 1 2 1

! Includes the preferred terms tachycardia and heart rate increased.

2 Includes the preferred terms oral hypoesthesia, oral paresthesia, and oral dysesthesia.

% Includes the preferred terms abdominal pain, abdominal pain upper, abdominal pain lower, and abdominal
discomfort.

* Includes the preferred terms fatigue and lethargy.

® Includes the preferred terms hyperinsulinemia and blood insulin increased.

® Includes the preferred terms somnolence, sedation, and hypersomnia.

Dose-Related Adverse Reactions: In the short term pediatric bipolar trials the incidence of
fatigue appeared to be dose-related (see Table 10)

Adjunctive Therapy in Adult Patients with Bipolar Mania: The following findings are based
on a 12 week placebo-controlled trial (with a 3 week efficacy endpoint) in adult patients with
bipolar maniain which sublingual SAPHRIS was administered in doses of 5 mg or 10 mg twice
daily as adjunctive therapy with lithium or valproate.

Adverse Reactions Associated with Discontinuation of Treatment: Approximately 16% (25/158)
of SAPHRIS-treated patients discontinued treatment due to an adverse reaction, compared with
about 11% (18/166) on placebo. The most common adverse reactions associated with
discontinuation in subjects treated with SAPHRIS (rates at |east 1% and at |east twice the
placebo rate) were depression (2.5%), suicidal ideation (2.5%), bipolar | disorder (1.9%),
insomnia (1.9%) and depressive symptoms (1.3%).

Adverse Reactions Occurring at an Incidence of 2% or More Among SAPHRIS-Treated
(Adjunctive) Bipolar Patients: Adverse reactions associated with the use of SAPHRIS (incidence
of 2% or greater, rounded to the nearest percent, and SAPHRIS incidence greater than placebo)
that occurred during acute adjunctive therapy at 3 weeks, atime when most of the patients were
still participating in thetrial, are shown in Table 11.
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Table 11: Adverse Reactions Reported in 2% or More of Adult Patients In Any
SAPHRIS-Dose Group and Which Occurred at Greater Incidence Than in
the Placebo Group at 3 Weeks in Adjunctive Bipolar Mania Trials

SAPHRIS
Placebo 5mgor 10 mg twice daily”
System Organ Class/Preferred Term N=166 N=158
% %

Gastrointestinal disorders

Dyspepsia 2 3

Oral hypoesthesia 0 5
General disorders

Fatigue 2 4

Edema peripheral <1 3
Investigations

Increased weight | 0 3
Nervous system disorders

Dizziness 2 4

Other extrapyramidal symptoms (excluding 5 6

akathisia)"

Somnolence* 10 22
Psychiatric disorders

Insomnia | 8 | 10
Vascular disorders

Hypertension | <1 | 3

" SAPHRIS 5 mg to 10 mg twice daily with flexible dosing.

" Extrapyramidal symptoms included: dystonia, parkinsonism, oculogyration, and tremor (excluding
akathisia).

' Somnolence includes the following events: somnolence and sedation.

Dystonia: Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may
occur in susceptible individuals during the first few days of treatment. Dystonic symptoms
include: spasm of the neck muscles, sometimes progressing to tightness of the throat, swallowing
difficulty, difficulty breathing, and/or protrusion of the tongue. While these symptoms can occur
at low doses, they occur more frequently and with greater severity with high potency and at
higher doses of first generation antipsychotic drugs. An elevated risk of acute dystoniais
observed in males and younger age groups [see Dosage and Administration (2.3), Use in Specific
Populations (8.4), and Clinical Pharmacology (12.3)].

Extrapyramidal Symptoms: In the short-term, placebo-controlled schizophrenia and bipolar
mania adult trials, data was objectively collected on the Simpson Angus Rating Scale for
extrapyramidal symptoms (EPS), the Barnes Akathisia Scale (for akathisia) and the Assessments
of Involuntary Movement Scales (for dyskinesias). The mean change from baseline for the
all-SAPHRIS 5 mg or 10 mg twice daily treated group was comparable to placebo in each of the
rating scale scores.

In the short-term, placebo-controlled schizophrenia adult trials, the incidence of reported
EPS-related events, excluding events related to akathisia, for SAPHRIS-treated patients was 10%
versus 7% for placebo; and the incidence of akathisia-related events for SAPHRIS-treated
patients was 6% versus 3% for placebo. In short-term placebo-controlled bipolar mania adult
trials, the incidence of EPS-related events, excluding events related to akathisia, for
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SAPHRIS-treated patients was 7% versus 2% for placebo; and the incidence of akathisia-related
events for SAPHRIS-treated patients was 4% versus 2% for placebo.

In a 3-week, placebo-controlled pediatric trial with bipolar | disorder, the incidences of
EPS-related events, excluding events related to akathisia, were 4%, 3%, and 5% for patients
treated with SAPHRIS 2.5 mg, 5 mg, and 10 mg twice daily, respectively, as compared to 3% for
placebo-treated patients. EPS-related events include: bradykinesia, dyskinesia, dystonia,
oromandibular dystonia, muscle contractions involuntary, muscle twitching, muscul oskel etal
stiffness, parkinsonism, protrusion tongue, resting tremor, and tremor.

For events of akathisia, incidences were 2%, 2%, and 1% for patients treated with SAPHRIS
2.5 mg, 5 mg, and 10 mg twice daily, respectively, as compared to 0% for placebo-treated
patients.

Other Findings: Oral hypoesthesia and/or oral paresthesia may occur directly after
administration of SAPHRIS and usually resolves within 1 hour.

Laboratory Test Abnormalities:

Transaminases: Transient elevations in serum transaminases (primarily ALT) in the short-term
schizophrenia and bipolar mania adult trials were more common in treated patients. In short-term,
placebo-controlled schizophrenia adult trials, the mean increase in transaminase levels for
SAPHRIS-treated patients was 1.6 units/L compared to a decrease of 0.4 units/L for
placebo-treated patients. The proportion of patients with transaminase elevations >3 times ULN
(at Endpoint) was 0.9% for SAPHRIS-treated patients versus 1.3% for placebo-treated patients.
In short-term, placebo-controlled bipolar adult maniatrials, the mean increase in transaminase
levels for SAPHRIS-treated patients was 8.9 units/L compared to a decrease of 4.9 unitg/L in
placebo-treated patients. The proportion of patients with transaminase el evations >3 times upper
limit of normal (ULN) (at Endpoint) was 2.5% for SAPHRIS-treated patients versus 0.6% for
placebo-treated patients.

In a 52-week, double-blind, comparator-controlled trial that included primarily adult patients
with schizophrenia, the mean increase from baseline of ALT was 1.7 units/L.

In a 3-week, placebo-controlled pediatric trial with bipolar | disorder, transient elevationsin
serum transaminases (primarily ALT) were more common in treated patients. The proportion of
pediatric patients with ALT elevations >3 times upper limit of normal (ULN) was 2.4% for
patients treated with SAPHRIS 10 mg twice daily versus none for the other SAPHRIS dose
groups and placebo-treated patients.

Prolactin: In short-term, placebo-controlled adult schizophreniatrials, the mean decreasesin
prolactin levels were 6.5 ng/mL for SAPHRIS-treated patients compared to 10.7 ng/mL for
placebo-treated patients. The proportion of patients with prolactin elevations >4 times ULN (at
Endpoint) were 2.6% for SAPHRIS-treated patients versus 0.6% for placebo-treated patients. In
short-term, placebo-controlled bipolar mania adult trials, the mean increase in prolactin levels
was 4.9 ng/mL for SAPHRIS-treated patients compared to a decrease of 0.2 ng/mL for
placebo-treated patients. The proportion of patients with prolactin elevations >4 times ULN (at
Endpoint) were 2.3% for SAPHRIS-treated patients versus 0.7% for placebo-treated patients.
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In along-term (52-week), double-blind, comparator-controlled adult trial that included
primarily patients with schizophrenia, the mean decrease in prolactin from baseline for
SAPHRIS-treated patients was 26.9 ng/mL.

In a 3-week, placebo-controlled pediatric trial with bipolar | disorder, the mean increases (at
Endpoint) in prolactin levels were 3.2 ng/mL for patients treated with SAPHRIS 2.5 mg twice
daily, 2.1 ng/mL for patients treated with SAPHRIS 5 mg twice daily, and 6.4 ng/mL for patients
treated with SAPHRIS 10 mg twice daily compared to an increase of 2.5 ng/mL for
placebo-treated patients. There were no reports of prolactin elevations>4 times ULN (at
Endpoint) for patients treated with SAPHRIS or placebo. Galactorrhea or dysmenorrhea were
reported in 0% of patients treated with SAPHRIS 2.5 mg twice daily, 2% of patients treated with
SAPHRIS 5 mg twice daily, and 1% of patients treated with SAPHRIS 10 mg twice daily
compared to 1% of placebo-treated patients. There were no reports of gynecomastiain thistrial.

Creatine Kinase (CK): The proportion of adult patients with CK elevations >3 times ULN at
any time were 6.4% and 11.1% for patients treated with SAPHRIS 5 mg twice daily and 10 mg
twice daily, respectively, as compared to 6.7% for placebo-treated patients in short-term,
fixed-dose trials in schizophrenia and bipolar mania. The clinical relevance of thisfinding is
unknown. The proportion of patients with CK elevations >3 times ULN during a 3-week tria in
pediatric bipolar | disorder at any time were 1%, 0%, and 1% for patients treated with SAPHRIS
2.5 mg, 5 mg, and 10 mg twice daily, respectively, versus 3% for placebo-treated patients.

Other Adverse Reactions Observed During the Premarketing Evaluation of SAPHRI S:
Following isalist of MedDRA terms that reflect adverse reactions reported by patients treated
with sublingual SAPHRIS at multiple doses of >5 mg twice daily during any phase of atrial
within the database of adult patients. The reactions listed are those that could be of clinical
importance, as well as reactions that are plausibly drug-related on pharmacologic or other
grounds. Reactions already listed for either adults or pediatric patients in other parts of Adverse
Reactions (6), or those considered in Contraindications (4), Warnings and Precautions (5) or
Overdosage (10) are not included. Reactions are further categorized by MedDRA system organ
classand listed in order of decreasing frequency according to the following definitions: those
occurring in at least 1/100 patients (frequent) (only those not aready listed in the tabul ated
results from placebo-controlled trials appear in this listing); those occurring in 1/100 to 1/1000
patients (infrequent); and those occurring in fewer than 1/1000 patients (rare).

Blood and lymphatic disorders: infrequent: anemia; rare: thrombocytopenia

Cardiac disorders: infrequent: temporary bundle branch block

Eye disorders: infrequent: accommodation disorder

Gastrointestinal disorders: infrequent: swollen tongue

General disorders: rare: idiosyncratic drug reaction

Investigations: infrequent: hyponatremia

Nervous system disorders: infrequent: dysarthria

Following isalist of MedDRA terms not already listed either for adults or pediatric patientsin
other parts of Adverse Reactions (6), or those considered in Contraindications (4), Warnings and
Precautions (5) or Overdosage (10) that reflect adverse reactions reported by pediatric patients
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(Ages 10to 17 years) treated with sublingual SAPHRIS at doses of 2.5 mg, 5 mg, or 10 mg
twice daily during any phase of atria within the database of pediatric patients.

Eye disorders: infrequent: diplopia, vision blurred

Gastrointestinal disorders: infrequent: gastroesophageal reflux disease

Injury, Poisoning, and Procedural Complications: infrequent: fall

Skin and subcutaneous tissue disorders: infrequent: photosensitivity reaction

Renal and urinary disorders: infrequent: enuresis

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of SAPHRIS.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to establish a causal relationship to drug exposure. In many cases, the
occurrence of these adverse reactions led to discontinuation of therapy.

* Application site reactions, primarily in the sublingual area, have been reported. These
application site reactions included oral ulcers, blisters, peeling/sloughing, and
inflammation.

»  Choking has been reported by patients, some of whom may have also experienced
oropharyngeal muscular dysfunction or hypoesthesia.

7 DRUG INTERACTIONS
7.1 Drugs Having Clinically Important Drug Interactions with SAPHRIS
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Table 12: Clinically Important Drug Interactions with SAPHRIS

Concomitant Drug Clinical Rationale Clinical Recommendation
Name or Drug Class

Antihypertensive Drugs | Because of its o, -adrenergic antagonism with Monitor blood pressure and
potential for inducing hypotension, SAPHRIS may adjust dosage of
enhance the effects of certain antihypertensive agents | antihypertensive drug

[see Warnings and Precautions (5.7)]. accordingly.
Strong CYP1A2 SAPHRIS is metabolized by CYP1A2. Margina Dosage reduction for SAPHRIS
Inhibitors increase of asenapine exposure was observed when basd on clinical response
(e.g., Fluvoamine SAPHRIS is used with fluvoxamine at 25 mg maybe necessary.

administered twice daily [see Clinical Pharmacology
(12.3)]. However, the tested fluvoxamine dose was
suboptimal. Full therapeutic dose of fluvoxamineis
expected to cause a greater increase in asenapine

exposure.
CYP2D6 substratesand | SAPHRIS may enhance the inhibitory effects of Reduce paroxetine dose by half
inhibitors (e.g., paroxetine on its own metabolism. Concomitant use | when paroxetineisused in
paroxetine) of paroxetine with SARPHIS increased the combination with SAPHRIS.

paroxetine exposure by 2-fold as compared to use

paroxetine alone [see Clinical Pharmacology (12.3)].

7.2 Drugs Having No Clinically Important Interactions with SAPHRIS

No dosage adjustment of SAPHRIS is necessary when administered concomitantly with
paroxetine (see Table 9 in Drug Interactions (7.1) for paroxetine dosage adjustment),
imipramine, cimetidine, valporate, lithium, or a CYP3A4 inducer (e.g., carbamazepine,
phenytoin, rifampin).

In addition, valproic acid and lithium pre-dose serum concentrations collected from an
adjunctive therapy study were comparable between asenapine-treated patients and
placebo-treated patients indicating alack of effect of asenapine on valproic and lithium plasma
levels.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed
to SAPHRIS during pregnancy. For more information contact the National Pregnancy Registry
for Atypical Antipsychotics at 1-866-9612388 or visit
http://womensmental heal th.org/clini cal-and-research-programs/pregnancyregistry/.
Risk Summary

Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at risk for
extrapyramidal and/or withdrawal symptoms. Studies have not been conducted with SAPHRIS
in pregnant women. There are no available human data informing the drug-associated risk. The
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background risk of major birth defects and miscarriage for the indicated populations are
unknown. However, the background risk in the U.S. general population of major birth defectsis
2-4% and of miscarriage is 15-20% of clinically recognized pregnancies. No teratogenicity was
observed in animal reproduction studies with intravenous administration of asenapine to rats and
rabbits during organogenesis at doses 0.7 and 0.4 times, respectively, the maximum
recommended human dose (MRHD) of 10 mg sublingually twice daily. In a pre-and post-natal
study in rats, intravenous administration of asenapine at doses up to 0.7 times the MRHD
produced increases in post-implantation loss and early pup deaths, and decreases in subsequent
pup survival and weight gain [see Data]. Advise pregnant women of the potentia risk to afetus.
Clinical Considerations

Fetal/Neonatal Adverse Reactions

Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia, hypotonia,
tremor, somnolence, respiratory distress and feeding disorder have been reported in neonates
who were exposed to antipsychotic drugs during the third trimester of pregnancy. These
symptoms have varied in severity. Some neonates recovered within hours or days without
specific treatment; others required prolonged hospitalization. Monitor neonates for
extrapyramidal and/or withdrawal symptoms and manage symptoms appropriately.

Data
Animal Data

In animal studies, asenapine increased post-implantation loss and decreased pup weight and
survival at doses similar to or less than recommended clinical doses. In these studies there was
no increase in the incidence of structural abnormalities caused by asenapine.

Asenapine was not teratogenic in reproduction studies in rats and rabbits at intravenous doses
up to 1.5 mg/kg in rats and 0.44 mg/kg in rabbits administered during organogenesis. These
doses are 0.7 and 0.4 times, respectively, the maximum recommended human dose (MRHD) of
10 mg twice daily given sublingually on amg/m2 basis. Plasma levels of asenapine were
measured in the rabbit study, and the area under the curve (AUC) at the highest dose tested was 2
times that in humans receiving the MRHD.

In astudy in which rats were treated from day 6 of gestation through day 21 postpartum with
intravenous doses of asenapine of 0.3, 0.9, and 1.5 mg/kg/day (0.15, 0.4, and 0.7 times the
MRHD of 10 mg twice daily given sublingually on amg/m2 basis), increases in
post-implantation loss and early pup deaths were seen at al doses, and decreases in subsequent
pup survival and weight gain were seen at the two higher doses. A cross-fostering study
indicated that the decreases in pup survival were largely due to prenatal drug effects. Increasesin
post-implantation loss and decreases in pup weight and survival were also seen when pregnant
rats were dosed orally with asenapine.

8.2 Lactation

Risk Summary

L actation studies have not been conducted to assess the presence of asenapine in human milk,
the effects of asenapine on the breastfed infant, or the effects of asenapine on milk production.
Asenapineisexcreted in rat milk .The development and health benefits of breastfeeding should
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be considered aong with the mother’s clinical need for SAPHRIS and any potential adverse
effects on the breastfed infant from SAPHRIS or from the underlying maternal condition.

8.4 Pediatric Use

Safety and efficacy of SAPHRIS in pediatric patients below the age of 10 years of age have not
been evaluated.
Bipolar | Disorder

The safety and efficacy of SAPHRIS as monotherapy in the treatment of bipolar | disorder were
established in a 3week, placebo-controlled, double-blind trial of 403 pediatric patients 10 to 17
years of age, of whom 302 patients received SAPHRIS at fixed doses ranging from 2.5 mg to 10
mg twice daily [see Dosage and Administration (2.3), Adverse Reactions (6.1), Clinical
Pharmacology (12.3), and Clinical Studies (14.2)]. In a Phase 1 study, pediatric patients aged 10
to 17 years appeared to be more sensitive to dystoniawith initial dosing with asenapine when the
recommended dose escal ation schedule was not followed. No new major safety findings were
reported from a 50-week, open-label, uncontrolled safety trial in pediatric patients with bipolar
disorder treated with SAPHRIS monotherapy. The safety and efficacy of SAPHRIS as adjunctive
therapy in the treatment of bipolar | disorder have not been established in the pediatric
population. In general, the pharmacokinetics of asenapine in pediatric patients (10 tol7 years)
and adults are similar [see Clinical Pharmacology (12.3)].

Schizophrenia

Efficacy of SAPHRIS was not demonstrated in an 8-week, placebo-controlled, double-blind
trial, in 306 adolescent patients aged 12 tol7 years with schizophrenia at doses of 2.5 and 5 mg
twice daily. The most common adverse reactions (proportion of patients equal or greater than 5%
and at least twice placebo) reported were somnolence, akathisia, dizziness, and oral hypoesthesia
or paresthesia. The proportion of patients with an equal or greater than 7% increase in body
weight at endpoint compared to baseline for placebo, SAPHRIS 2.5 mg twice daily, and
SAPHRIS 5 mg twice daily was 3%, 10%, and 10%, respectively.

The clinically relevant adverse reactions identified in the pediatric schizophreniatrial were
generally similar to those observed in the pediatric bipolar and adult bipolar and schizophrenia
trials. No new major safety findings were reported from a 26-week, open-label, uncontrolled
safety trial in pediatric patients with schizophreniatreated with SAPHRIS monotherapy.
Juvenile Animal Data

Subcutaneous administration of asenapine to juvenile rats for 56 days from day 14 of age to day
69 of age at 0.4, 1.2, and 3.2 mg/kg/day (0.2, 0.6 and 1.5 times the maximum recommended
human dose of 10 mg twice daily given sublingually on amg/m2 basis) resulted in significant
reduction in body weight gain in animals of both sexes at all dose levels from the start of dosing
until weaning. Body weight gain remained reduced in males to the end of treatment, however,
recovery was observed once treatment ended. Neurobehavioral assessment indicated increased
motor activity in animals at all dose levels following the completion of treatment, with the
evidence of recovery in males. There was no recovery after the end of treatment in female
activity pattern as late as day 30 following the completion of treatment (last retesting). Therefore,
aNo Observed Adverse Effect Level (NOAEL) for the juvenile animal toxicity of asenapine
could not be determined. There were no treatment-related effects on the startle response,
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learning/memory, organ weights, microscopic evaluations of the brain and, reproductive
performance (except for minimally reduced conception rate and fertility index in males and
females administered 1.2 and 3.2 mg/kg/day).

8.5 Geriatric Use

Clinical studies of SAPHRIS in the treatment of schizophrenia and bipolar mania did not
include sufficient numbers of patients aged 65 and over to determine whether or not they respond
differently than younger patients. Of the approximately 2250 patients in pre-marketing clinical
studies of SAPHRIS, 1.1% (25) were 65 years of age or over. Multiple factors that might
increase the pharmacodynamic response to SAPHRIS, causing poorer tolerance or orthostass,
could be present in elderly patients, and these patients should be monitored carefully. Based on a
pharmacokinetic study in elderly patients, dosage adjustments are not recommended based on
age aone [see Clinical Pharmacology (12.3)].

Elderly patients with dementia-related psychosis treated with SAPHRIS are at an increased
risk of death compared to placebo. SAPHRIS is not approved for the treatment of patients with
dementia-related psychosis [see Boxed Warning].

8.6 Renal Impairment

No dosage adjustment for SAPHRIS is required on the basis of a patient’ srenal function (mild
to severe renal impairment, glomerular filtration rate between 15 and 90 mL/minute). The
exposure of asenapine was similar among subjects with varying degrees of renal impairment and
subjects with normal renal function [see Clinical Pharmacology (12.3)]. The effect of renal
function on the excretion of other metabolites and the effect of dialysis on the pharmacokinetics
of asenapine has not been studied.

8.7 Hepatic Impairment

SAPHRIS is contraindicated in patients with severe hepatic impairment (Child-Pugh C)
because asenapine exposure is 7-fold higher in subjects with severe hepatic impairment than the
exposure observed in subjects with normal hepatic function.

No dosage adjustment for SAPHRIS isrequired in patients with mild to moderate hepatic
impairment (Child-Pugh A and B) because asenapine exposure is similar to that in subjects with
normal hepatic function[see Contraindications (4) and Clinical Pharmacology (12.3)].

8.8 Other Specific Populations

No dosage adjustment for SAPHRIS is required on the basis of a patient’s sex, race (Caucasian
and Japanese), or smoking status [see CLINICAL PHARMACOLOGY (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

SAPHRIS is not a controlled substance.
9.2 Abuse

SAPHRIS has not been systematically studied in animals or humans for its abuse potential or
its ability to induce tolerance or physical dependence. Thus, it is not possible to predict the

extent to which a CNS-active drug will be misused, diverted and/or abused once it is marketed.
Patients should be evaluated carefully for a history of drug abuse, and such patients should be
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observed carefully for signs that they are misusing or abusing SAPHRIS (e.g., drug-seeking
behavior, increases in dose).

10 OVERDOSAGE

Human Experience: In adult pre-marketing clinical studiesinvolving more than 3350 patients
and/or healthy subjects, accidental or intentional acute overdosage of SAPHRIS was identified in
3 patients. Among these few reported cases of overdose, the highest estimated ingestion of
SAPHRIS was 400 mg. Reported adverse reactions at the highest dosage included agitation and
confusion.

Management of Overdosage: Thereis no specific antidote to SAPHRIS. The possibility of
multiple drug involvement should be considered. An electrocardiogram should be obtained and
management of overdose should concentrate on supportive therapy, maintaining an adequate
airway, oxygenation and ventilation, and management of symptoms. Consult with a Certified
Poison Control Center for up-to-date guidance and advice on the management of overdosage
(1-800-222-1222.)

Hypotension and circulatory collapse should be treated with appropriate measures, such as
intravenous fluids and/or sympathomimetic agents (epinephrine and dopamine should not be
used, since beta stimulation may worsen hypotension in the setting of SAPHRIS-induced apha
blockade). In case of severe extrapyramidal symptoms, anticholinergic medication should be
administered. Close medical supervision and monitoring should continue until the patient
recovers.

11 DESCRIPTION

SAPHRIS contains asenapine maleate which is a psychotropic agent that is available for
sublingual administration. Asenapine belongs to the class dibenzo-oxepino pyrroles. The
chemical designationis
(3aRS,12bRS)-5-Chloro-2-methyl 2,3,3a,12b-tetrahydro-1Hdibenzo[ 2,3:6, 7] oxepino[ 4,5-c] pyrrol
e (22)-2-butenedioate (1:1). Its molecular formulais C17H16CINO- C 4H40,4 and its molecular
weight is 401.84 (free base: 285.8). The chemical structureis:

Asenapine is awhite to off-white powder.

SAPHRIS, black cherry flavor, is supplied for sublingual administration in tablets containing
2.5 mg, 5 mg or 10 mg asenapine; inactive ingredients include gelatin, mannitol, sucralose, and
black cherry flavor.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
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The mechanism of action of asenapine, in schizophrenia and bipolar disorder, is unknown. It
has been suggested that the efficacy of asenapine in schizophrenia could be mediated through a
combination of antagonist activity at D, and 5-HT 4 receptors.

12.2 Pharmacodynamics

Asenapine exhibits high affinity for serotonin 5-HT 14, 5-HT1g, 5-HT2a, 5-HT2g, 5-HT2c,
5-HTsa, 5-HTs and 5-HT- receptors (Ki values of 2.5, 2.7, 0.07, 0.18, 0.03, 1.6, 0.25, and
0.11nM, respectively), dopamine Daa, D2g, D3, D4, and D; receptors (Ki values of 1.3, 1.4, 0.42,
1.1, and 1.4 nM, respectively), a1a, aza, 028, and ayc -adrenergic receptors (Ki valuesof 1.2, 1.2,
0.33and 1.2 nM, respectively), and histamine H; receptors (Ki value 1.0 nM), and moderate
affinity for H, receptors (Ki value of 6.2 nM). In in vitro assays asenapine acts as an antagonist
at these receptors. Asenapine has no appreciable affinity for muscarinic cholinergic receptors
(e.g., Ki value of 8128 nM for M1).

12.3 Pharmacokinetics

Following asingle 5 mg dose of SAPHRIS, the mean Cmax was approximately 4 ng/mL and
was observed at a mean tmax of 1 hour. Elimination of asenapine is primarily through direct
glucuronidation by UGT1A4 and oxidative metabolism by cytochrome P450 isoenzymes
(predominantly CY P1A2). Following an initial more rapid distribution phase, the mean terminal
half-life is approximately 24 hrs. With multiple-dose twice-daily dosing, steady-state is attained
within 3 days. Overall, steady-state asenapine pharmacokinetics are similar to single-dose
pharmacokinetics.

Absor ption: Following sublingual administration, asenapine is rapidly absorbed with peak
plasma concentrations occurring within 0.5 to 1.5 hours. The absolute bioavailability of
sublingual asenapine at 5 mg is 35%. Increasing the dose from 5 mg to 10 mg twice daily (a
two-fold increase) resultsin less than linear (1.7 times) increases in both the extent of exposure
and maximum concentration. The absolute bioavailability of asenapine when swallowed is low
(<2% with an oral tablet formulation).

The intake of water severa (2 or 5) minutes after asenapine administration resulted in
decreased asenapine exposure. Therefore, eating and drinking should be avoided for 10 minutes
after administration [see Dosage and Administration (2.1)].

Distribution: Asenapineisrapidly distributed and has alarge volume of distribution
(approximately 20 -25 L/kg), indicating extensive extravascular distribution. Asenapineis highly
bound (95%) to plasma proteins, including albumin and al-acid glycoprotein.

M etabolism and Elimination: Direct glucuronidation by UGT1A4 and oxidative metabolism
by cytochrome P450 isoenzymes (predominantly CY P1A2) are the primary metabolic pathways
for asenapine.

Asenapineis a high clearance drug with a clearance after intravenous administration of 52 L/h.
In this circumstance, hepatic clearance is influenced primarily by changesin liver blood flow
rather than by changesin the intrinsic clearance, i.e., the metabolizing enzymatic activity.
Following an initial more rapid distribution phase, the terminal half-life of asenapineis
approximately 24 hours. Steady-state concentrations of asenapine are reached within 3 days of
twice daily dosing.
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After administration of a single dose of [*C]-labeled asenapine, about 90% of the dose was
recovered; approximately 50% was recovered in urine, and 40% recovered in feces. About 50%
of the circulating species in plasma have been identified. The predominant species was asenapine
N+-glucuronide; others included N-desmethyl asenapine, N-desmethyl asenapine N-carbamoyl
glucuronide, and unchanged asenapine in smaller amounts. SAPHRIS activity is primarily due to
the parent drug.

In vitro studiesindicate that asenapine is a substrate for UGT1A4, CYP1A2 and to alesser
extent CYP3A4 and CYP2D6. Asenapineis aweak inhibitor of CYP2D6. Asenapine does not
cause induction of CYP1A2 or CYP3A4 activities in cultured human hepatocytes.
Coadministration of asenapine with known inhibitors, inducers or substrates of these metabolic
pathways has been studied in a number of drug-drug interaction studies [see Drug Interactions
(7.1)].

Food: A crossover study in 26 healthy adult male subjects was performed to evaluate the
effect of food on the pharmacokinetics of asingle 5 mg dose of asenapine. Consumption of food
immediately prior to sublingual administration decreased asenapine exposure by 20%;
consumption of food 4 hours after sublingual administration decreased asenapine exposure by
about 10%. These effects are probably due to increased hepatic blood flow.

In clinical trias establishing the efficacy and safety of SAPHRIS, patients were instructed to
avoid eating for 10 minutes following sublingual dosing. There were no other restrictions with
regard to the timing of mealsin these trials [see Dosage and Administration (2.1) and Patient
Counseling Information (17)].

Water: Inclinical trials establishing the efficacy and safety of SAPHRIS, patients were
instructed to avoid drinking for 10 minutes following sublingual dosing. The effect of water
administration following 10 mg sublingual SAPHRIS dosing was studied at different time points
of 2, 5, 10, and 30 minutes in 15 healthy adult male subjects. The exposure of asenapine
following administration of water 10 minutes after sublingual dosing was equivalent to that when
water was administered 30 minutes after dosing. Reduced exposure to asenapine was observed
following water administration at 2 minutes (19% decrease) and 5 minutes (10% decrease) [see
Dosage and Administration (2.1) and Patient Counseling Information (17)].

Drug Interaction Studies:

Effects of other drugs on the exposure of asenapine are summarized in Figure 1. In addition, a
population pharmacokinetic analysis indicated that the concomitant administration of lithium had
no effect on the pharmacokinetics of asenapine.
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Figure 1: Effect of Other Drugs on Asenapine Pharmacokinetics
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* When a low dose of 25 mg twice daily fluvoxamine was co-administered with asenapine, a 29% increase in
asenapine exposure was observed. Concomitant use of a therapeutic dose of fluvoxamine may cause greater
increases in asenapine exposure.

The effects of asenapine on the pharmacokinetics of other co-administered drugs are summarized
in Figure 2. Coadministration of paroxetine with SAPHRIS caused atwo-fold increase in the
maximum plasma concentrations and systemic exposure of paroxetine. Asenapine enhances the
inhibitory effects of paroxetine on its own metabolism by CY P2D6.
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Figure 2: Effect of Asenapine on Other Drug Pharmacokinetics
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*: Asenapine may enhance the inhibitory effects of paroxetine on its own metabolism.

*#*: In vivo, Asenapine appears to be at most a weal: inhibitor of CYP2D6. Following coadministration of
dextromethorphan and SAPHRIS in healthy subjects, the ratio of dextrorphan/dextromethorphan (DX/DM) as a
marker of CYP2D6 activity was measured. Indicative of CYP2D6 inhibition, treatment with SAPHRIS 5 mg
twice daily decreased the DX/DM ratio to 0.43. In the same study, treatment with paroxetine 20 mg daily
decreased the DX/DM ratio to 0,032, In a separate study, coadministration of a single 75 mg dose of
imipramine with a single 5 mg dose of SAPHRIS did not affect the plasma concentrations of the metabolite

desipramine (a CYP2D6 substrate).

Studiesin Special Populations:

Exposures of asenapine in special populations are summarized in Figure 3. Additionally,
based on population pharmacokinetic analysis, no effects of sex, race, BMI, and smoking status
on asenapine exposure were observed. Exposure in elderly patientsis 30-40% higher as
compared to adults.
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Figure 3: Effect of Intrinsic Factors on Asenapine Pharmacokinetics

Population Description PK Fold Change and 90% CI
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*: Results are based on a cross-trial comparison.

The data shown for renal and hepatic impairment are relative to subjects with normal renal and hepatic function,
respeclively.

The data shown for smoker are relative to non-smoker.

The data shown for Japanese are relative to Caucasian.

The data shown for pediatrics are relative to adults.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis: In alifetime carcinogenicity study in CD-1 mice asenapine was administered
subcutaneously at doses up to those resulting in plasmalevels (AUC) estimated to be 5 times
those in humans receiving the MRHD of 10 mg twice daily. The incidence of malignant
lymphomas was increased in female mice, with a no-effect dose resulting in plasmalevels
estimated to be 1.5 times those in humans receiving the MRHD. The mouse strain used has a
high and variable incidence of malignant lymphomas, and the significance of these resultsto
humans is unknown. There were no increases in other tumor types in female mice. In male mice,
there were no increases in any tumor type.
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In alifetime carcinogenicity study in Sprague-Dawley rats, asenapine did not cause any
increases in tumors when administered subcutaneously at doses up to those resulting in plasma
levels (AUC) estimated to be 5 times those in humans receiving the MRHD.

Mutagenesis. No evidence for genotoxic potential of asenapine was found in the in vitro
bacterial reverse mutation assay, the in vitro forward gene mutation assay in mouse lymphoma
cells, the in vitro chromosomal aberration assays in human lymphocytes, the in vitro sister
chromatid exchange assay in rabbit lymphocytes, or the in vivo micronucleus assay in rats.

Impairment of Fertility: Asenapine did not impair fertility in rats when tested at doses up to
11 mg/kg twice daily given orally. Thisdose is 10 times the maximum recommended human
dose of 10 mg twice daily given sublingually on amg/m? basis.

14 CLINICAL STUDIES

Efficacy of SAPHRIS was established in the following trias:

e Two fixed-dose, short-term trials and one flexible-dose, maintenance trial in adult patients
with schizophrenia as monotherapy [see Clinical Studies (14.1)]

*  Two flexible-dose, short-term trials in adult patients and one fixed-dose, short-term trial in
children (10 to 17 years) with manic or mixed episode associated with bipolar | disorder as
monotherapy [see Clinical Studies (14.2)]

*  Oneflexible-dose, short-term trial in adult patients with manic or mixed episode associated
with bipolar | disorder as adjunctive treatment to lithium or valproate [see Clinical Studies
(14.2)]

14.1 Schizophrenia

The efficacy of SAPHRIS in the treatment of schizophreniain adults was evaluated in three
fixed-dose, short-term (6 week), randomized, double-blind, placebo-controlled, and
active-controlled (haloperidol, risperidone, and olanzapine) trials of adult patients who met
DSM-IV criteriafor schizophrenia and were having an acute exacerbation of their schizophrenic
illness. In two of the three trials SAPHRIS demonstrated superior efficacy to placebo. In athird
trial, SAPHRIS could not be distinguished from placebo; however, an active control in that trial
was superior to placebo.

In the two positive trials for SAPHRIS, the primary efficacy rating scale was the Positive and
Negative Syndrome Scale (PANSS). The PANSS is a 30 item scale that measures positive
symptoms of schizophrenia (7 items), negative symptoms of schizophrenia (7 items), and general
psychopathology (16 items), each rated on ascale of 1 (absent) to 7 (extreme); total PANSS
scores range from 30 to 210. The primary endpoint was change from baseline to endpoint on the
PANSS total score. The results of the SAPHRIS trialsin schizophreniafollow:

Intrial 1, a6-week trial (n=174), comparing SAPHRIS (5 mg twice daily) to placebo,
SAPHRIS 5 mg twice daily was statistically superior to placebo on the PANSS total score (Tria
linTable 13).

Intrial 2, a6-week trial (n=448), comparing two fixed doses of SAPHRIS (5 mg and 10 mg
twice daily) to placebo, SAPHRIS 5 mg twice daily was statistically superior to placebo on the
PANSS total score. SAPHRIS 10 mg twice daily showed no added benefit compared to 5 mg
twice daily and was not significantly different from placebo (Trial 2 in Table 14).
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An examination of population subgroups did not reveal any clear evidence of differential
responsiveness on the basis of age, sex or race.

Table 13: Adult Schizophrenia Trials Establishing Efficacy

Trial

Treatment Group Primary Efficacy Measure: PANSS Total Score
Number
Placebo-
Mean Baseline L?rrn':agag:ﬁ:fe subtracted
Score (SD) Difference® (95%
{SE) cly
Trial 1 SAPHRIS 5 mg* twice daily 96.5 (16.4) -14.4 (2.8) 9.7 (-17.6,-1.8)
Placebo 924 (14.9) -4 6 (2.5) --
Trial 2 SAPHRIS 5 mg* twice daily 892 (12.0) -162(1.7) 55(-107,-02)
SAPHRIS 10 mg twice daily 89.1(12.9) -149(1.7) -4.1(-94,1.2)
Placebo 889 (11.7) -10.7 (1.6)

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: confidence interval, not
adjusted for multiple comparisons.

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

* Doses that are demonstrated to be effective.

Maintenance of efficacy has been demonstrated in a placebo-controlled, double-blind,
multicenter, flexible dose (5 mg or 10 mg twice daily based on tolerability) clinical trial with a
randomized withdrawal design (Study 3). All patients were initially administered 5 mg twice
daily for 1 week and then titrated up to 10 mg twice daily. A total of 700 patients entered
open-label treatment with SAPHRIS for a period of 26 weeks. Of these, atotal of 386 patients
who met pre-specified criteriafor continued stability (mean length of stabilization was 22 weeks)
were randomized to a double-blind, placebo-controlled, randomized withdrawal phase.
SAPHRIS was statistically superior to placebo in time to relapse or impending rel apse defined as
increase in PANSS >20% from baseline and a Clinical Global Impression-Severity of 1llness
(CGI-S) score>4 (at least 2 days within 1 week) or PANSS score >5 on “hostility” or
“uncooperativeness’ items and CGIS score >4 (>2 days within aweek), or PANSS score >5 on
any two of the following items: “unusual thought content,” “conceptual disorganization,” or
“hallucinatory behavior” items, and CGI-S score >4 (>2 days within 1 week) or investigator
judgment of worsening symptoms or increased risk of violence to self (including suicide) or
other persons. The Kaplan-Meier curves of the time to relapse or impending relapse during the
double-blind, placebo-controlled, randomized withdrawal phase of thistrial for SAPHRIS and
placebo are shown in Figure 4.
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Figure 4: Kaplan-Meier Estimation of Percent Relapse/lmpending Relapse for SAPRHRIS and placebo
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14.2 Bipolar Disorder

Monotherapy

Adults: The efficacy of SAPHRIS in the treatment of acute maniawas established in two
similarly designed 3-week, randomized, double-blind, placebo-controlled, and active-controlled
(olanzapine) trials of adult patients who met DSM-IV criteriafor Bipolar | Disorder with an
acute manic or mixed episode with or without psychotic features.

The primary rating instrument used for assessing manic symptoms in these trials was the
Y oung Mania Rating Scale (YMRS), an 11-item clinician-rated scale traditionally used to assess
the degree of manic symptomatology in arange from 0 (no manic features) to 60 (maximum
score). Patients were also assessed on the Clinical Global Impression

- Bipolar (CGI-BP) scale. In both trials, al patients randomized to SAPHRIS were initially
administered 10 mg twice daily, and the dose could be adjusted within the dose range of 5to 10
mg twice daily from Day 2 onward based on efficacy and tolerability. Ninety percent of patients
remained on the 10 mg twice daily dose. SAPHRIS was statistically superior to placebo on the
Y MRS total score and the CGI-BP Severity of IlIness score (mania) in both studies (Trials 1 and
2inTable 14).

An examination of subgroups did not reveal any clear evidence of differentia responsiveness
on the basis of age, sex, or race.

Pediatric patients: The efficacy of SAPHRIS in the treatment of acute maniawas established
inasingle, 3-week, placebo-controlled, double-blind trial of 403 pediatric patients 10 to 17 years
of age, of whom 302 patients received SAPHRIS at fixed doses of 2.5 mg, 5 mg and 10 mg twice
daily. All patients were started on 2.5 mg twice daily. For those assigned to 5 mg twice daily, the
dose was increased to 5 mg twice daily after 3 days. For those assigned to 10 mg twice days.
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SAPHRIS was statistically superior to placebo in improving Y MRS total score and the
CGI-BP Severity of IlIness score (overall) as measured by the change from baseline to week 3
(Trial 3 Pediatric in Table 14). An examination of subgroups did not reveal any clear evidence
of differential responsiveness on the basis of age, sex, and race.

Adjunctive Therapy: The efficacy of SAPHRIS as an adjunctive therapy in acute maniawas
established in a 12week, placebo-controlled trial with a 3-week primary efficacy endpoint
involving 326 adult patients with a manic or mixed episode of Bipolar | Disorder, with or
without psychotic features, who were partially responsive to lithium or val proate monotherapy
after at least 2 weeks of treatment. All patients randomized to SAPHRIS were initialy
administered 5 mg twice daily, and the dose could be adjusted within the dose range of 5 to 10
mg twice daily from Day 2 onward based on efficacy and tolerability. SAPHRIS was statistically
superior to placebo in the reduction of manic symptoms (measured by the Y MRS total score) as
an adjunctive therapy to lithium or val proate monotherapy at Week 3 (Trial 4 Adjunctivein
Table 14).

Table 14: Bipolar Trials

Study Number  Treatment Group Primary Efficacy Measure: YMRS Total Score
Placebo-
Mean Baseline ChLaiyee?rr:am subtracted
Score (SD) Baseline (SE) leferegl;l-;e (95%
Trial 1 E;EHR'S 5-10 mg* twice 29.4 (6.7) 115 (0.8) 37(66,-07)
Placebo 28.3 (6.3) 78(1.1)
Trial 2 ?{':'}EHR'S 5-10 mg* twice 283 (5.5) -10.8 (0.8) 53(-8.0,-25)
Placebo 200 (6.1) 55 (1.0)
Trial 3 SAPHRIS 2.5 mg* twice
(Pediatric e 295 (57) 4128 (0.8) 32 (56, -08)
101017 years)  SAPHRIS 5 mg* twice daily 304 (5.9) -14.9(0.8) 53(7.7.-2.9)
S;EHR'S 10 mg” twice 30.1 (5.7) _15.8 (0.9) 6.2(-8.6,-3.8)
Placebo 301 (5.7) _96(0.9)
Trial 4 * g
4 SAPHRIS 5-10 mg* twice 280 (5 6) 4103 (0.8) 2444 03
(Adjunctive) daily + lithium/ Valproate 4(44,03)
Lithium/Valproate 28.2 (5.8) -7.9(0.8)

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: confidence interval, not
adjusted for multiple comparisons.

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

* Doses that are demonstrated to be effective.

16 HOW SUPPLIED/STORAGE AND HANDLING

SAPHRIS (asenapine) sublingual tablets are supplied as:
2.5 mg Tablets, black cherry flavor
Round, white to off-white sublingual tablets, with a hexagon on one side.
Child-resistant packaging
Box of 60 6 blisters with 10 tablets NDC 0456-2402-60
Hospital Unit Dose
Box of 100 10 blisterswith 10 tablets ~ NDC 0456-2402-63
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5-mg Tablets, black cherry flavor
Round, white to off-white sublingual tablets, with “5” on one side within acircle.
Child-resistant packaging
Box of 60 6 blisterswith 10 tablets NDC 0456-2405-60
Hospital Unit Dose
Box of 100 10 blisterswith 10 tablets  NDC 0456-2405-63
10-mg Tablets, black cherry flavor
Round, white to off-white sublingual tablets, with “10” on one side within acircle.
Child-resistant packaging
Box of 60 6 blisters with 10 tablets NDC 0456-2410-60
Hospital Unit Dose
Box of 100 10 blisters with 10 tablets NDC 0456-2410-63
Storage
Store at 15°-30°C (59°-86°F) [see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION

Dosage and Administration

Counsel patients on proper sublingual administration of SAPHRIS and advise them to read the
FDA-approved patient labeling (Instructions for Use). When initiating treatment with SAPHRIS,
provide dosage escalation instructions [see Dosage and Administration (2)].
Hyper sensitivity Reactions

Counsel patients on the signs and symptoms of a serious allergic reaction (e.g., difficulty
breathing, itching, swelling of the face, tongue or throat, feeling lightheaded etc.) and to seek
immediate emergency assistance if they develop any of these signs and symptoms [see
Contraindications (4), Warnings and Precautions (5.6) and Adverse Reactions (6)].
Application Site Reactions

Inform patients that application site reactions, primarily in the sublingual area, including ora
ulcers, blisters, peeling/sloughing and inflammation have been reported. Instruct patients to
monitor for these reactions [see Adverse Reactions (6.2)]. Inform patients that numbness or
tingling of the mouth or throat may occur directly after administration of SAPHRIS and usually
resolves within 1 hour (see Adverse reactions (6.1)).
Neuroleptic Malignant Syndrome

Counsel patients about a potentially fatal symptom complex sometimes referred to as
Neuroleptic Malignant Syndrome (NMS) that has been reported in association with
administration of antipsychotic drugs. Patients should contact their health care provider or report
to the emergency room if they experience the following signs and symptoms of NM S, including
hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic instability
(irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia) [see
Warnings and Precautions (5.3)].
Tardive Dyskinesia

Counsel patients on the signs and symptoms of tardive dyskinesia and to contact their health
care provider if these abnormal movements occur [see Warnings and Precautions (5.4)].
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M etabolic Changes (Hyperglycemia and Diabetes Méllitus, Dyslipidemia, and Weight Gain)

Educate patients about the risk of metabolic changes, how to recognize symptoms of
hyperglycemia (high blood sugar) and diabetes mellitus, and the need for specific monitoring,
including blood glucose, lipids, and weight [see Warnings and Precautions (5.5)].
Orthostatic Hypotension

Educate patients about the risk of orthostatic hypotension (symptoms include feeling dizzy or
lightheaded upon standing) especially early in treatment, and also at times of re-initiating
treatment or increases in dose [see Warnings and Precautions (5.7)].
L eukopenia/Neutropenia

Advise patients with a pre-existing low W BC or a history of drug induced
leukopenia/neutropenia they should have their CBC monitored while taking SAPHRIS [see
Warnings and Precautions (5.8)].
Interference with Cognitive and Motor Performance

Caution patients about performing activities requiring mental aertness, such as operating
hazardous machinery or operating a motor vehicle, until they are reasonably certain that
SAPHRIS therapy does not affect them adversely [see Warnings and Precautions (5.12)].
Heat Exposure and Dehydration

Counsel patients regarding appropriate care in avoiding overheating and dehydration [see
Warnings and Precautions (5.13)].
Concomitant M edications

Advise patients to inform their health care provider if they aretaking, or plan to take, any
prescription or over-thecounter medications since there is a potentia for interactions [see Drug
Interactions (7.1)].
Pregnancy

Advise patients that SAPHRIS may cause fetal harm as well as extrapyramidal and/or
withdrawal symptoms in a neonate. Advise patients to notify their healthcare provider with a
known or suspected pregnancy [see Use in Specific Populations (8.1)].
Pregnancy Registry

Advise patients that there is a pregnancy exposure registry that monitors pregnancy outcomes
in women exposed to SAPHRIS during pregnancy [see Use in Specific Populations (8.1)].

Manufactured by: Catalent UK Swindon Zydis Ltd., Blagrove, Swindon, Wiltshire, SN5 8RU,
UK

Distributed by:

Forest Pharmaceuticals, Inc.

Subsidiary of Forest Laboratories, LLC

St. Louis, MO 63045, USA

U.S. Patent Nos. 5,763,476 and 7,741,358.

© 2013 Merck Sharp & Dohme B. V.; used by. Actavis, Inc. or its affiliates under license.
© 2015 Actavis. All rights reserved.

The trademark SAPHRIS is used by Actavis, Inc. or its affiliates under license from Merck
Sharp & DohmeB.V.
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INSTRUCTIONS FOR USE
SAPHRIS® (asenapine)
sublingual tablets
Read these Instructions for Use before you start using SAPHRIS and each time you get a refill.
There may be new information. This leaflet does not take the place of talking to your doctor
about your medical condition or your treatment.

IMPORTANT:

* For sublingual (under your tongue) use only

* Do not remove tablet until ready to administer.
* Usedry handswhen handling tablet.

Your SAPHRIStablets

Tablet Pack—&&

R

Thumb Button

Directionsfor Taking your SAPHRIS Tablets:
Step 1. Firmly press and hold thumb button, then pull out tablet pack (see Figure A). Do not
push tablet through thetablet pack. Do not cut or tear thetablet pack.

-
Tablet Pack / -
o~ ,f' *ﬁj’
Case s
/ ; 2 /4- :ﬁ/

Figure A

Step 2. Pedl back colored tab (see Figure B).

Tablet Pocket (-

Colored -~ —
Tab

=} ]
i,

Fi guré B

™ s

Step 3. Gently remove tablet (see Flgure C). Do not split, cut or crush thetablet.

s%%

F| gure C
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Step 4. Place the whole tablet under tongue and allow it to dissolve completely (see Figure
D).

Figure D

Do not chew or swallow tablet.
Do not eat or drink for 10 minutes (see Figure E).

Qo

. minutes

FigureE

Step 5. Slide tablet pack into case until it clicks (see FigureF).

o
_.Zj@l/"‘:‘, ‘\l‘

Fi gljre F

Storing SAPHRIStablets:
Store SAPHRIS tablets at room temperature between 68°F to 77°F (20°C to 25°C).
These Instructions for Use have been approved by the U.S. Food and Drug Administration.

Manufactured by: Catalent UK Swindon Zydis Ltd., Blagrove, Swindon, Wiltshire, SN5 8RU,
UK

Distributed by: Forest Pharmaceuticals, Inc., Subsidiary of Forest Laboratories, LLC, St. Louis,
MO 63045, USA

U.S. Patent Nos. 5,763,476 and 7,741,358.

© 2013 Merck Sharp & Dohme B. V.; used by Actavis, Inc. or its affiliates under license.

© 2015 Actavis. All rights reserved.

The trademark SAPHRIS is used by Actavis, Inc. or its affiliates under license from Merck
Sharp & DohmeB.V.

Revised: March 2015
Reference ID: 3715184
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(5.5 )

o KEBEN BREORBEIZOWTEMMIZE=X Y T HMENRH S (B5IH)

WAESIS : T 7 4 7 F% v — R OMERE 7 & OBBUERIGSHEBE I TS (5.61H)
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&1: BABEICET5ZERmBEOEL
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TEEREIE
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Ha K ARIE R 2 x5 PRGN B B % 52
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EESLA EESLAL
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BRI TR 2 L AT 1 — LN 240 mg/dL DL EIC ER- L CWZBEOEIEIL, AFIRETIL 8.7%T
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FIHERIVELE 2R 5 & LT 52 A O “HEREF ARV, al X7 —10
NR=2F A MEPLOFEER T EIZ6mg/dL, ZEERE N Y 7 U Y RONX—R T A fED D OFEK
TEIX9.8mgldL TH -7,

(RE N
TR AT OO A 2 AW T BEIRERER ©, MBI BIRE ST\ 5, RAIOKRG 2% 5 & OREL
EPNCE=2 ) VT T0ENLD [AFL 0tV g A1 H) #2404
JEN T A I RE BT B OSBRI B FB AT A x4 & LT 7 7 2 AR kR ER ) B 15 D 7= K
HOWLEACE KO T%LL EOREIEIN & W 5 BEZ G- LI BEORISGIZEAT 2887T — 2 2K 5
WZRT,

R5: RABEICETHAHREDR—XF 14 VENSDELL

A R FIE B & k5 PR s FR A k52
(6 ) (31AR)
AHRE A
F5wAE | 5mg1 2| 10mg1 A |2 T9XIEI0N oo gy | SMI X0
B > (A8 mg®»1H?2 mg»1H2
[l 58 5
“75;37‘ @Zﬁj{; e 0.0 1.0 0.9 11 0.2 13
=lhs (348) (251) (200) (532) (171) (336)
(kg) (N)
RED 7% 0L EEN L7 B 0B
TRED 7T%LL E
BTN L 7= R O 1.6% 4.4% 4.8% 4.9% 0.5% 5.8%
HE (%)

N = R—2F 1 UL BRI T RO TRl S - BB
Sl 8 (5mg XL 10mgl A 2[E) T, AFINFKE SHh-BEHR (N=90) &,
TAIZS R (5mg X3 10mgl H 2[F) T, AFINEE Sz,

JENBE : FITHB IFERE 255 & Uiz 52 K O — E S EH G R 1B ICB VT, K
FEHOR—R2T A AEN S OTFHIHENNEIL 0.9kg TH -7z, slBRFE TRICAE 7%LL BN L Tz
BEOEIRIT147T%TH o7, KEDR—ZF A ED D OV E K OMKRED 7% E#En L T
WEBEDEIRER—ZAT A VIFORT 4 <X« AT v 7 Z (BMI) BNZHE 61577,
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#6: R—XFSAAVEHEOBMI BIZHELE-AELTLORR - HERFESEELHRE L= 52 BED

REBHAR
BMI : 23 K BMI : 23 LI E 27 LT BMI : 27 &
AHIFE AHIFE AT
N=295 N=290 N=302
NR—=RA T A AMENS DR
Lt (kg) L7 1 0
REEDS 7%LL B0 L 7= B
090”3?' (%) 22% 13% 9%

5.6 BBUERIEG

KRENDOF G- %52 1T 72 BEI, WBUESIRPBIER I N TV D, WL O0OBTiX, 7 ormb
BHRIZZD XD 7o ﬂfﬁfﬁébto_@ioﬁkﬂfiﬁ X, 77 4 TR =G, I
FRRE, IR, SEAR. EAEAR. FRULIREE, RS R OB RS i,

57 BIMEME. XARVMLTRIE~DOZE

AFNL 0g-7 R UF U AEOBERAIER 2 AT 5720, —EOBE TR TRICIRFEHNIC,
BRILER NEMEZ S SR T2 0D D, MERKIEMRNEE 2R L LIEERERTIX. 77 8R
D h-Z T T BFH D 0.3% (378 il L) & rb#g L <, A HE (5mg XL 10mg @ 1 A 2 [A1#%
5) CAREIO¥RG %2 T T-BFD 02% (572 #iH 14]) TR HE e, PUmM:EE kA B
gL UE ol RRBR X, BFAE Gmg XX 10mg » 1 H 2[E[#%Y) TAAIOEE 2%
F7RE D 0.3% (379 il Lf) CTHRMMRHE SN L, T ROREEZIT - EE TIE
WS iehotz (203 FIHRELSI L) . EFERRRER (X7 8 REL O/ L) 25 0ARAO
RN Zxi G & U7 i RATREE IR ARER O HIF I, AR O 525217 72 748 @ 0.6% (1953 #iH 11
B) TRMPHE ST,

PRGBS /N R 2 xS & Uiz 3R OB RERIZI W T UAAI 25mg 1 H 2 Rl 525 1) 7=
B D 1% (104 6 1 41)) | $ﬁamla2@@&5%xit%@ommwm¢lm) AHAl 10
mgl H 2D 25T - B3 D 0% (104 385172 L) TR#P|RE SN L, 7T&
RO %2 T BFE TITmE I ieno7e (101 FIHFFREHI7Z2 L) |

BEITIL, tj@ﬁ@&@%ﬁ%ﬁ@é@é@ CH MBI A (], 2B ERA S ET D
ANCE IR ROBICIED  JES T2 BB NS> 0 EEH ERHRE) I L TRiEEZ+ 5~ &
Tho, (1) LifEEE (OFHRZE, RN, OAREXMEREEOBENSH 2 HBE) | ML
PRXTBEFIRMEEZ 72 6T B2 G HRME (TR, RSB ER ORI LSO E.) H3EEE
ThLHEFERD (2) mEEE I, AAIZEEICERGTNEThL, KiME, RIR, MR 0E
AR R D 9 DIF % 5| & L Z 9 A REMEN & D 2 DM O A DB 5% % 1T T D BE I, AH 2 E
E’&ﬁ?&%fﬁé[ﬁ%ﬁi#ﬁ(fﬁ)%ﬂ%]o;@i9@$%LOWTi¢“T GRVA L
NABZNY A L DOF=FY 7 HEBE L ARMENE 50T HREOBEZ BT & Th 5,

5.8 BMIRBAEE. §FPEREER UREERBRE

A R R e O AR B A O A 2 & To UM AR pI 2RI PRI RO BEIE 9 % A i BRI By OV HBR
IED RIS WG SN TWD, KA 7 A DMMOIEAN O 5T K 2 BRRIERE GECHI 2 &)
DFEBPME SN TND

A MERIDIE, 4 PERISAMED U 2 7 [R5 & i3, AMmERE (WBC) /#extht HER-E (ANC) KT,
AN AR E / 4F T ERIBAME DREE /2 £ Th 5, 9T H MERE S 47 ERES D 7
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WD, SRR ME O [ ERIBUDE i FRERISVE O BETE 2N B 5 BB 11T, TR A BIRA L TR OB
Afix, 2MmEk# (CBC) IZOWTHBEIZE=X Y V7 %1TH 2 &, ZNOOEFITH LT, R
EE KA iR OMEE S BN T R, ORI A D3RR B IR WA REIOE kA
BT RETHD,

B R b B R 70 A H ERIME FRFF I D\ TR B ESUIRYYIE O F O OfER L < 1382 8lgz L,
2O XD IR SUTEBEN 2 DN T AL, NIRRT RE Th 5, BHE DL ERBUME B
(haskt £ R B2 2000/mm® KJi) 12OV Tk, AAIOE G2 Ik L, B 5 % T A sk & Bk
152 &,

59 DLERQTIZEER

RN Z %G Uiz QT iR ¢, QT/QTc MIRRIZ )92 ARFIDFEEMNGAM S L7z, Yk CiL, B
RECZE Lo A TERE 151614 . AFIOWF0 &R (5mg. 10mg. 15mg & T 20 mg
1H2[E) F7 7B ARBICEN 00T, BERBOMFB, X=X 74 VLR OEF RIS O TD
B 2T Lz, FRROARTARZ®RG L2 A, 7T RREE LT 2~5msec ® QTc [
FRIER AR bivlz, ARORG 22 T BE T, X—2 T4 VRIEED D 60 msec LA 0 QTc ik
FII380 53, 500 msec LA D QTe 23380 b EE bW 7=,

AFNOWRHR7T 0 775 (5mg iL10mg # 1 H 2 h) i, S FIE IR TLER (ECG)
ZHE L, 2D OFEMOEERRERTIX, X—ZX T A %2500 msec ##8 % 5 QT LEENIE S
N BEOEEGIX, AFREE 77 8RB CRIBE Ch -z, M — K- KA 72 M XUTLER
OYFRARAE | BT 2 th DWW D EIER S S hvieino T2,

AHIE QTe LR WD Z ENBEMTH HMOIEH [7 T X 1A OFIAEIRE (F=vr, Fmh
AT IRRE) NI T AIOFAEARE (TI45nr, vxu—ARyE) | FUEmRE (7
FY Ry, suaTavwyy FAVEXDURE) ROYUEWE (HF7unxHhrr, EFv7mF
P ) ] LOUHITEET ARETH D, DAEIROBEENH 5B 1T LT, 7z QTc[HlE
MEREZEUCDHEANOFELGIZEEL TR — R RRT7 > b ROUTZEIREDOFELY 27 KX
5 RN & D Z OMOWRIL FRAR, KA Y O AMSE XTI~ 7 % >0 AfSE, e RO QT [HlE
EERRBDOLND R E) IZBWTH, AFIOMHZRTHX&TH D,

510 &7A35 Y F VMiE

RS2 Dy BRICHEI T 2 MOFEF LR L DI, AFNTT v T 7 F U EE ER S8 5 alRekE
WY, IaZ 7 Fro EFIEAKOEREEY, R orRER S 5, M7 e 77 F UM,
FAR T ORI A v o e A 1 > (Gonadotropin releasing hormone : GnRH) Z#jifil L, o
R, THEAEDS N e o N T 2N H 5, T L TIOZ &k, LihBE & BriE
DO FIZBNT, IR TORT A FEADEEZIC L W AJEEEALET 2 SRS 5, 7r T
FUNEE ER SV HAEMORE 2% - BF T, AIHIRHE, HA R, ZMAbELE K OEhE R4
WEINTWD, Blcblz2@m7a T 7 F o miEid, MEIMEREIK T 205 546, tEEaE & BIER
FOWGIZBNT, BEEOK T 25| & I mEEMEN S 5, AFORNEE 235 & Uiz BRRER
T, 7m0 F UMEORFIZEET 5 A EFEFLORIEIL, A TIL04%THo>7=DITxt L,
T RRBETIZ 0% TH o 7c, BHBtEEpR/ NRBFE 2 x5 & L 3B OBKRBR TIX, 7vJ 75
VEO R ICEE ST A ERELORBERIT, AK 25mgl B 2 [EHFGREHCBVT 0%, AFKI5mgl H
2 I GHECIBNT 2%, AAI10mgl A 2[EHERGHHIZHE N T 1% TH S 72DIZR L, 77 BARBETIE
1% ThoTe, [EFITEH 61) 2ZH)
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FHER AR L A EBRAE T O | invitro THRE L8410, ok U3 @EI#7 07 F AT
PEDHDTEH Y, LAANZHIED R o0 o T BFICARAN OIS # BEtT 2856121, 707 7 F o niE
f%’i?ﬁl%@lof%é’&%fémxw\o_nifL%MéMt%xﬁ%#E%&%ﬁn
Mo RIEAY 7 ZAOIEFOEWEE &b MOk T 2 EERA & OBFEMEII R S THRVLS, A
FHRERFAHLAH FVICHLR OGN TWT, fma T Z EixTE i,

5.11 &

A RRIERR N BT 255 & LT O RRBR Tk, AFIBE2AR Bmg XOV10mgl H 2 [A]#
5) [0% G720 0% 1. 77REE [0% (B036IH 04 ] & HITEBITHE SN -oT,
PR EIR R N BT 2 )t g & LT ORFRRBR Tk, AFIRERMA Bmg XDV 10mgl H 2 [E#:5)
D 0.3% (379 fFilth 1 f5i]) TRENEE SNT-DITH LT, 7T AR [0% (203 FH 0f]) 1 Tk
WG SNiehotz, BEHIEERER (77 vREEE OB L) 28T AR O AN Z x5 & Uikl
B ARRBR O MR T CIE, AR OG- %52 72 BE D 0.3% (1953 4l 5451) T, JEEENRE ST,
NS 2R G E U7 PO BRI O 3 38 R O R ARBER T, RIS Shin o7, ToMobilE
PIREE & [FARRIC, S OBEE N & 2 FIERIE AR T S E 2 /RN b 2R B2 A T 5 BE 12X, K
Bl HEICHEGETRETH D, BIEBRELZET ST HEBIE, 65l LOBFICEL ALND ATHE
MRnd 5,

512 RBMEEERVEREEOWRENE

KRN O G-% 52 T BF CHIRSHE S vz, BRI, @F —@BtoboThy  HE5ELEAO
HHLREN R bR o T, A RKIVERNBE 23R E LB OBERREY 7 2 AR I, 7
TR REED T% (378 5l 26 ) &bk LT, AFID 5mgl H 2[R G-RED 15% (274 #1741 451) |
AHKlD 10mg 1 B 2 [ 5-HED 13% (208 i+ 26 f51]) TREARZ2 HAE SAviz, AmbERymE kN B35 %
%g L LBl T 7 v ARG (B E  5~10mgl B 2[E]) TiX, 772 REED 6% (203 {5
H A3 ) &bl LT, ARFIBERRD 24% (379 il 90 f51]) CREAR S A S4v7z, RWIERRRER (7
TRARBEL O L) ZEDARBORNZ %5 L Ui IRATERAR R OB 21X, AR oG %
ST T2 FBFE D 18% (1953 5]+ 358 f4il) TEAR S HE: S i, Bl 77 & At R ik, B @ 0.6%

(12/1953) 723, MR ($EFZETe) OB LV RBPIEICE ST,

7T R RO PR 1 R N BE S 3 M O REERBR T, IR (BEE L ONRIRE Z &
te) OFBFTT TR, AH25mgl H 2[E, AAI5mgl A 2[EKROAEH 10mg 1 B 2 [E#5-HE
IZBWT, ENEH 12% (101 BilH 12 f51]) | 46% (104 i+, 48 45]) | 53% (99 5+ 52 fil) J O 49%

(99 BirF 49 f3i]) Tdh o7z, HHRIC L VRBRPILICEST=DIXT 7R, AKl25mgl H 28], AHK|
5mgl B 2[EKUAK 10mgl H 2 BEFESEHICBWT, TN 0%, 3%, 1%L 2% TH -7,

FErRE) 70 FREIRRE A B9~ D15 E) (FERRZR M OBE XL B B DR &) 2172 I2h 720 | KA
IC L DIRIEN 2 O OIGFENC B A B 2 72U 8 W 9 057 O EDRHEE DG DD £ Tld, BE T
BETOULENRD D,

5.13 RFAE

REMRR AR T S5 NMERORE ) OREFE T, HUFMRIRICER LT\ D, A KREEE & TN
i P BB D 5 2o b G & U T2 77 T & AN e FEGERIR Cld AFIBE O IRIR B -2 e 3 5 gIEH O
FHLRITMLS (1%LLT) . 77 BAREE (0% LREECTH-o7T-, BHEKRER (77 8RiEL Dk
72 L) #E L ARKIORRHERO MM I, B LA Z2 R8T 2FIER GEEVL OBK) OFRBLHE
X 1%L FCThHoTe, EEHHRIRDO EFO—RE/2HKE (& LWIES), WMEOESIB~ORE, ial



TEFEUT LA VBIEE TR 1.6 SAEICH T HERAKREFICET HEH Page 60

NEEE A AT DO IEO G UIBATERICH 572 2) 12k 5 & B b BEICAAZ LT+ 54
BIZiE, W@ TR SIS,
514 BIBEZX

H & AKX O T REME I R AR PRI B M OSSP PSS I S INTE S D, LT3 o CU3RIpE LW T L C.

B AT BEERBIVEETRETH D, ARNONFTELAEBRIZIF, BEREGEO Y A7 2L TS+
Lol U REER LA T ARV EOEA NS T5H &,

5.15 EETFEE

RIEEENEE K O, PURBAREOR G EBE L TV D, A KRRIERANERE 25 L L2/
HOBRREBRTIX, BEHAE 6~10mg® 1 H 2\ Y5) TRAIO#K S %25 1F 728385 0.2% (572
FIFR L 6]) CHEFREENSHRE SNZOIK LT, 77 v RORE 25T - BE Tk FREEITHE &
higinodz [0% (378 FIH 0 4) ] o WUABMAEERRR N B 2 %15 & U7 M O BB T, 1A%
& (5~10mg ® 1 H 2[ElEE) CTARJOEG %2838 [0% @FFof) 1. 77kFRD
e 5% - BF (0% (203 FIF 0f)) 1 TikeE bio, HEFREEITHME STz, EHERR
B (77RO L) ZE0ARFORANERG L Uz AT R R O i, A4
W52 T D 01% (1953 il 2 4]) T, W FREHENHE ST,

REEEMEG A X, EEERE | BRICEITIE T VY oA~ —BIERAE BB B T B R M OB O —fi Y
RIFEETH D, ARFNL, FBAEREASHR OWER AL &7, BRBEEIR DU 27 B3 b 5 BFITE
B LT3 b [BER O FoEE 6.1) Moo= 2],

5.16 AHHERE~DRS

R TE D RFMEE PHERE ~DOARFIE G- OEFIRIIRRIIR 5T\ D[RR 12.3 1H) #2MH ),

O ZE I TE DE R D BT DIRIED 8 5 B IR LTy ZAVE TICAFNEZEHME S Tuveun,
B ORBOBW & 2T 72 A X, IR BRI S iz, ARANC X 2k eV £ %5
DI AT NH BT, DEEBREICARZRGTHGAIIEERVLETH D [BER O L0
E (B1) #2H]

6 BI{EA

UTORIWERIZONWTIR, BERHOFR (TRY T) OFZOMOEE T, LYFEHICERINT
W5,

o FRENEBSHERSN O mln G ~ DG [ AEE, BEROMEH EOFEESHE 6.1 kOF

52) ]

o EMHEMERE [ZLEROEH FOFEFESRE 63) ]

o BRMVAXRTUT [EBERMEH EOFEESH 6.4) ]

o BB [BER O EOMEESHE (65)

o RWBUERUL (25, BEEROEH EOMEE 6.6) Lo NEEZL Y > TgR A1) =

%]

o AL (MEESE. KB, RIERBKORIERE)  [GITEHSE 6.2) ]

o ENMEERIME, Jeth K ONMATENEE~DMODRE [Z24 K OMEH L DEESME 6.1) ]

o EIMBRIBE, A TPERBUE K OEIERIERIE [ 2545 R OMEH L0/ E S 6.8) ]

o LEX QT MIMIEE [ZHR OMEH LOEESHK 6.9) ]

o MU TIFUMIE [BERMMEH LOEES (5.10) ]

o R [EELROMER OSSR 611) ]
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o PRANBETE K ONEBIEE ORI RN [BER MEH LOIEESKE 6.12) ]

o INIRFREN [BAROMEH EOEESE (.13)

o BREEER [ZBER O FIEESE (14) ]

o WETRETE [ZEROMEH FOMESHE (6.15) ]

o BOHED®DBE~DOEE [BER S EoMER (6.16) ]

WA RFRAE RN B O 2MENERICOW TS S ik b — 2 RIER (FEBL=D 5%LL £
TIRREED 2ELLETH D) 1. THIVT . AORBFEHBEL OMEIR TH - 72, FHARTPER A SR
FHOHEFHRIRICB T D AKNOLZ VT a7 7 A4 Wi, BUEERICBT 2 b0 LEETH - 72,

AT I3 2 0 L BRI (A O B SUTIR G = B — NICxEd 2 BANC X 2 adEiaEic>n»
TG SNk —RAREIWER GEHERN 5% Lo 7 7 v REED 25U ETH D) 13, HIR,
FEWED 0, $EARSMNEIES (T U7 2R<) KOKREBEMTH Y | BB E B 2 55
& LTEMBRIERBRTPIC DWW TA D & HIRA OO ORTHK TH - 72,

UIFICRE#RIE, AFOE TG Z 1RIL RS 7 B8 RO TGREEHERE 4565 525 72 5 AR
B OBRRR DT — 2 XR—=ZAn L& LN L O TH D, it 13146123, 24 BRLL_ EAK| O 5% 517
785 B3 RE & C 52 LA EAKI O 525 1) 7=,

3 A [ HA A5 G- PR R BR I 38U T ASHIR G- % 52 1) 72 Wk 1 P N R T Sl b — i
FI7eBIVER GEBLRMN 5%LL B> 7 T REED 2500 1) 13, IR, FEiko v, WREY, O
DOSERGE . L, BATUE, R M OYREINCTH » 7=, 50 @IS RIS IR SRR B Tl
B e FER VT RIS S o Tz,

/NIRRT 4 651 RIS ARKIE G- %52 T 1=, Z /NS D 5 5 3525173 180 H LA E DO ARKEE -4 51 F .
58 7N 1 LA EOARFNE G- 252 T 7, 3 7 7 AR5 — EEHRRBRICSIN L 72 3R 1 A fE = N
FBE 403 41l 302 51143 25mg 225 10mg @ 1 H 2 [BD[EE & TOARER G- &%), KK 24t
DSEET & 7z,

BERORBIRIT, RITRLTCZ A TRHIOFEFES (TEAE) Z 381 L 72l x OfRE OFIG %2R
T, R—RA T A CHREOFMI ., AFNC X B IRFE IS5 UTE(L LRIER I OW TR, 1BFEICE Y
FRELEZbLDOERR LT,

6.1 ERERHERRICH(THBRER

AR AR IR &2 22 SR S T CHEM SN D T2, B 5 A O ARFER TR D L-FITEH O3B
T2 B O FH| OFGIRFER TR BIR L BT 5 2 L IXTE R, 7o, KRB TROLND
HELR A2 EEKT 5 L ITE Db,

JENA B FTERE : LT O RIZ. A 5mg7°H 10mgl H 2 [EFE F#&E42ERKT 5, e
FERE X L U2~ 7 & R i I ETERER I SV T D (314 6 3 [ 8 & FH S 53R
KON L0 6 [ AT B G RBR O ER)

G I BIEDFIEH - RFN 5 BE D 9% N7 T R 5 BE O 10%3BIER O 7= 5% F
1k U7z, ARAFEGEBETIT 1%L L, 77 RS BED 2 50 =T, #5912 5 FKAIBE O F
TERNTRE D bivirinoTz,

KAV 5 5217 7 17 KT C 2% LA L DB 578D 72l (FA - M ERINER IS (a2
JERE TOMMET) £ UARBEGEEORIER (BERo/\—t 7 —UZ U HA LT 2%0 E
DOFBIER 7T VR TORIARL Y @OAKIBE CORBLE) 2+ 8I1TRT,
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* 8 : 6 EMEARMAESRICEN T, FHAEBROLVTIATRABED 2%ULIZBHL N, T
FEREL YRBEENEH, > =R

AN 5 2';%'5] 20E | 10 z'j_ﬁlé[ 2 | 5 MX\ZTE)%Z'K?J; 2 [H]
= =h. — m m m m
75 B BRI FRIEAFE N;Z?B gN=27 4 |?l=208 g N=57§J
% % %

BIBEE

o 6 7 4 >

P 1 3 1 2

MO RE: 1 6 7 >

A 0 <1 4 2

W R 1 <1 3 2

e 5 4 7 >
S EVEEE

2 3 4 3 3

SR <1 2 1 2
R

R EHN <1 2 2 3
RANEE

Bk <1 3 0 2
AR

THYTT 3 4 1 6

FEED E 4 7 3 5
VRSB E

FHL T ER * | ° . >

& H&i 7 15 13 13
S

RIE 13 16 15 15
nEEE

e 2 2 3 2

*TRDT T H DT R OESIR S

THEARAMNREEICIL, YA =7, REREERREIE, UAXF R U —, BRECAXFRIT | A EE,
R=F Y U, R OBERNEEE (T U7 2R BEENLD,

THIRICII TRESNE NS - MR, 855 & OSEIRIE

§ IEHERGRBRNAEEND (N=90) |

JH B BTEDFEH - Rt G RKERRARER TlE, 70 2 V7 ORFRICHEMENRS H 5 L B
hic (R8ZM) ,

A P=T VA ST ORERT RS REFHOFHREO FEIGHEDN, G EE ORA B 7
BEICRDOND RN H D, VA =7 OIERITIT, FH O T W iLA (RFITHEDFEGR~ & HE1T) |
W TR, MR R EE R OSUTE RN RS 5, K E T ERROIERDAEC L aiEERH 5 —J7,
N7 —HRPUEHHREO B A ER G T, LV EEOERNEHEEICEL D, BELOEFERET, &
A =T DV A7 EAERRBDLND [HiE - A& 23) | FFEEH~OMEM (84) KUEKRIE
(123 ],

FEEIBEIEEE - 05 JFE B OB B s N B Xt R O~ 7 B At EBRIC B\ VW, v o
Ve T UHAFRE (EPS) . N—V AT AT RE (T AP T) R ORREE EE) R



TEFEUT LA VBIEE TR 1.6 SAEICH T HERAKREFICET HEH Page 63

(PAXRY—) ZEHWCT =X 2 FBIHNCIE LTz, SaHliREA 2 TIZoOW T, 24K 5mg X
I$10mgl H 2[5t E 7 T B RBEOR—R T A b OB % i LT,

Hea TR N BB IR O 77 £ A REERER ClL, 7 v U7 BEEOFR R X | RFIHE
5B D EPS BE H SO BLRIL T 7 BARD 7%I2% L 10%, AFIEG-BEOT 27 B o5
DIEBIFRIZT T | AD 3%IZ%F L 6% T o7z, BHBMERIE RN Bt GO 7" 7 & Ak BRER ARG
BRClX, T TEEOFEREIRE | AAIEGBF O EPS B HEL ORBLIRITI T T £ AR D 2% %t
L 7%, AFEGBEOT o P T EEOFERORIRITIT 7 EHRD 2%k L 4% TH -7,

B 1 R/ N BE G0 3 77 AR RERRBR TIX, 7 AU T EEOEL A RE K
#| 25mg.5mg K (X 10mg 1 H 2[R 5-BFH D EPSES#H O FHLORERIT T 7 £ ARD 3%IT%f L%~ |
4%, 3% 5% T -7, EPSEIEDOFERIZIL, EEFEER, PAFRT— YA =T, AFHEHY
A b=T ., AHEEMERIE, AN, HEREE, S—F Y R, HIEH . LRRIRE M OYRER )
¥,

T HTT OEGRBIET, AK|] 25mg, 5mg X N10mgl H 2 R GEE TT T RGBS
D 0%IZxt L, & %2%, 2%K TN 1% Th o7,

EDOMDPISE : A DOFEFEGIIR S O SUT A OPEERE DN AFI G EZICAEC DA ReEnH 0 . @E 1
REFE AN R AR D,

EEFRERER -

p TR T I F B HRE JSEE K OVBURBRME B 5N R % G D S IR R BB T, B RS T
H L7 AT I F—EBO—@tE EFN L0 IR b, G KIRER N BRI MR O~
Y AR ARG R ClE. ABIREBED N T AT I F—PEHHEINEIL 1.6 AL Tho 708,
7T REGEE TIX 04 AL OWLERDT-, N T AT I F—BHEMAULN (=2 RARA >
NEF) D 3fELL BT S T2 BE OEIEIL, 7T R EEBRFE D 1.3%I2x L, AKIE 5 BE T0.9%TH-
T2 PRI N B X R ORI 7 7 & A IREG R EBR CTlx, AAIRGEEZEDO T A7 15—
RN &L 8.9 HAL/IL Th 7oy, 77 v REHBE T 49 BA/L OBV ZRDT-, T AT 3
F—BRMAEFME LR (ULN) (=2 RRA > b)) O 3FUETH-2BEOERITT TR
&5$%@0&Wﬁb AR5 BH T 25%ThH -7,

FATH G FRFPER N EE 255 & 2% 52 [ H B 1 g e FRER R SBR Tl ALT OX—2 T A
VNS ORI EL L7 AL TH -T2,

Rk 1A N R 6t G oD 3R] 77 A ERRRER TIX & G BEFEOMIE 7 A7 I —
Y (FICALT) o—iatE EFIZ LY e TH -7z, ALT ERBIEFME LR (ULN) @ 3#L LT
B o T/ NREREOEIGIIAR] 10mgl H 2 [ 5-EBE T 2.4%, T DMOAFIFR SRR VT T B RE
B CIERA BT 2o T2,

7772 T SRERKTPERNBE xR & T HEH T T 2 AR R AR R CIk, AR ERE O
7Ty F ORI BIR T T B R EEBFED 10.7ng/mL (2% L 65ng/mL THho7z, Tu T 7 F
VHEMA ULN (=2 RARA > b)) O 4L ETH T2 BEOEIAIL. 77 v REHEETD 0.6%
WZxt L, ARG EH T226%Th o7, PGB RN BB ROB 7 7 2 R 5558k Tid, &R
i G-0E 707 7 F A EHHENEIL T 7 B ARG EE D 02ng/mL (2% L 49ng/mL Th o7, 7
277 F UMM ULN (= RARA » NRE) O 45 TR S T2 B 0FIEE, 77 B R kG BHFED
0.7%IZxf L, AFIF 5 HHZE T 23%TH -7,

FICHERIVELE 2R LT HRM (621H) —HEMRIEHEAT AR T, AHRGEFEDO T 0
T IFDR=AT A D O EIT 269ng/mL Th -7,
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Pk 1 B/ N R 25 &5 3T 7T AR REEARER T, AK| 25mgl H 2 B[ 5H
F.5mgl A 2EERGEEKRPTIOMgL H 2EEEBEFEDT 0T 7 F L PEENE (= RARA |k
Re) 1377 ARG EEO 25 ng/mL #ANIK L, %%, 3.2ng/mL, 2.1ng/mL }2* 6.4 ng/mL TH -
Too AAFEXTT T B REEBETULN (=2 RRA > M) O AEU EOT 0T 7 F o8
WO LN oT-, AF 25mgl A 2[E#% 5, 5mgl H 2REH KX N10mgl H 2 [RIEGEENS
OFLH IR HE XX A RREE O RE LT 7 B ARG BEN L ORED 1%KL, &%, 0%, 2%&
W 1%Th -7z, REFEEREBR CLMHELILEOWE L7,

I L7 F=F = CK) WA RRE & OB Ep 85 5kt G2 o0 1 11 [ 8 &b - B R a5
T WTFHORERTEH CK I (= RARA > FRE) 235 ULN @ 3158 ETh - 7l NEE OEIE 1,
7T R REHBEED 6.7%Cx L, AAI5mgl H 2EFEHKRN10mgl B 2 [FIEETE % 6.4%&K Y
11.1%Cdh o7z, LAt ROBKRMIBLEMII AR TH 5, PR 1 AFEE/NTLERE x50 3 E MR
BRC, WIFNORETYH CKEI (= RARA > b)) 23 ULN @ 3150 L7 > = BEOEISILT Z
TARFEGEEO %KL, AF 25mg, 5mg K TN10mgl A 2[FEIFE 5 TK A, 1%, 0%& 1% T
HoT,

TR BB EHEAIET 11238 80 64175 E DDEIFESH N EE O T — 2 _X—ZAND 1 EiARRERD U
T DRFHNZAAD>5 mg HEOEEEIOE & E-2 5% T BE D bl S BWER & kw3
% MedDRA HFE—RIX TRLOMEY Th D, TFrlUiiE, FEHFRY UTZ OMIZ R & HE74) B &
BN RISEOHARMICEE L BbhW ARG TH D, TAIEH 6) ) XL /22 @) /. TZ5%
ROEH ForEgE 6) ) X% a7 (10) J OO S— MIBER O N BF T/ NELEE O
JSEE ENR, S HIZRIEH%Z MedDRA ZREAINRZFIC LV 73U —{k L, TRROERIZLY
ESEENRICRERT 5, b, V100 FILL B (EHEE) (777 Ak RRERIR SR TG S 7R R
WCELEETONTORVEWEROAAR Y X MIFLH) . 1100 #i2>5 1/1000 ] (EAEE) K O /1000
BIAG (Fh) 28T 5,

MR N Y A ANE DO ARBEEE - &I, 4L ¢ MR

DFSE ARKESE - BT ey o

ARPEZ - AL - SRS

FGEEE - ARBEE - EER

PGPEEEE - F i BRI IR RS

kiR gy ARBEE AR N Y U A fE

PEFERIE A - ARAHE « RERERE

INBEBE T — 2 _X—=2ZNO 1 ERRBROWTIND 7 = — X TAA 25mg. 5mg i 10mgl H 2
[BE TG 22T 2/hNREE (10-175%) oMWt SIRWER 2 KBS 5. T8IEA 6) J O
D= MIBER O NBE U NRBES DN (258 @) ). TEBEEROEH F0REE 6) ) X
X (AR 10) ) T U ANBRE U NRBE OWT T bz gk o MedDRA H#E
DY A NMITFLOHEY TH oD,

ARPEEE ARBARE - R, B

BGEEE AR B RE W IRIERE

GrE, AR OVE G PHE  ARBAEE « #5E

LLIER OB T a2 - ARKETE « SEam i i e

B R DR - IR - IR
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6.2 TIER{E G REER
AFEREBLOFEH I FTERAWEANED b TW5D, FEREIERIL. RHEERRKE EOEM B
BETHEINTWD 2, 7 L AR & ORREREHBITE 20, £< 04, EitEIfER
DOFBUZ LV HERF IS T,
o FITETFEALA CWAELS SR SR TW5, BAEASITIE, APSEE, KRG, RS
FIL K ONRIED & 4T,
o B L IEWE L EE O O RGN ORERE R & IR SR R85 L=,

7 EYHEEEA
7.1 FHEEOBICEKRMNICEZLHEEERDH S EH

& 12 : FH & DR DERKMICEEZLZHEER

P 24 X i AR HOAR B W R O HE LR
HEN 7 F A

e FFNEZZD 0g-7 FUF U ABREDT=0IE | o C. MEZE=4 U 7
L EF 3 D ITRENE A B B 720>, —E DWIEA | LMTEAIO IR % iS5

ORRE T B RN D [BEROR | =L,

S EOHESE 61) ],

58 /)72 CYPLA2 BHESE AENT CYPLA2 IC X W Rt s d, ARAIZ 7 | BRRZDFITIES < AH DO
(ZNVRFH IR L) JVARFH I 25mgl H 25 EOFRRE, 7 | EnnE L Ebh s,
T UIBREEO DT DREMNED STz
L HRHFEPESHE (12.3) ], LovL, Bt Eh
727 VRFY I AR ERESRETH-
7o TARFH I OLEEERETIZ, T
I UVBREEIIISIHEMT S L0 L FH
=B,

CYP2D6 FE K OPHES | AAIL, ZnAHEORGIZL v XextF > | NaxtF o2 AR H0HT
(NaxtEFroihl) OMEEHEZRILT 2D EEbh s, 1 LA, NexteF o HEY
XEF oL SARPHISOFFHIZ LY, okt | 3B ET S Z &,
FUBRBE RIS a v F B O 2 512
WU [k FEPESE 12.3) ],

7.2 FEEORMICERMICEERHEEERAOLEEA

NuxtFr (NuxteF o HERBICOWTEMHRAIERN 7.0 ORIZH) A I7T7 I,
VAFU . S Talg, UF U AT CYPIALTHER (IAvBE Y, Tx=hAfr, U Ty
YEY) EOBHT, AROMHERBEIIAETHD,

S B, HiBRIERBR CHRE L 7= B GO MG A LT a @Bk O FU MREX, 7R
BE L 7T REE CRISRMELZ R L MET L 7 o g N F 7 LRSS T 2T e OfE
D722 &R STz,

8 BERH~DER
8.1 FIE~DHRE
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ITHRIRFE L A R U —

IEAR N ARFN IR LI K ORRE R 2T =2 ) U 735 HRBFE L A Y —03H 5, FE
I%. National Pregnancy Registry for Atypical Antipsychotics (FEETLHUREFIFRREEERL VA Y —)
\ZFERET 57> (1-866-9612388)
http://womensmental health.org/clinical -and-research-programs/pregnancyregistry/ z & 45 Z &,

URJE

PENRERS 3 HNZHURS AR BRI IR E L 72387 A2 IR CHEMRIMIR RS K OSUTBERUER DO U 2 7 34 U %, 4F:
B3 D AR G- OFER T IS STV, FAIPED Y 2 7 2523 5 AFrReR b Mg
T —HIFAE L7200 R & SN EM O F AR KL ONREOE FY A7 IZOWTIEARHTH S,
LorL, KEZEIT 2 ERHAEREO—RERDOE 5 Y A 713 2-4% T, FERANZTRD I IEIRO
15-20%73 i E L TV b, 7 v RO F~OHMEEEMIC, & M RHERHE (MRHD) Th 5
B 10mgl H 2 BI04 % 0.7 fi5 0.4 15O H B COFIRNEE 5217 5 Bh A5 ER C© 4T
PEIFRRO B2 oTz, 7 v FOHART R AR RER T, MRHD @ 0.7 {5 £ TO 7 &) F#kN
FeHAZ L0 | BRZBIET L ORI HAEFEC OB 5 NS, & Ok O HAFATR R OIREE IO
BONRO LN [T—2 2], BT D) 27 RO H D 2 L 2R ZERFICHET 5
e,

ERIREIRR RS

M Ve g A R D EIE

BEE | ok T, R E, RER. N, PR AEE K VR R e & SRS IR R M O S S BEE
WROTHRE 3 M HURB AR ERICIRER L -8R 5TV 5, EEEROEEEICIIE#H N H 5,
BV O—EILRE OIRFE 7e UICHIR I U B ICEE L, 2 LS OB A VIR AR 22 L
7o BERAMES R E L OSUTBEBUEIRICOWTHAR DT =4 U 7 %2470 WYNIER 2 E 825 2
L,

T—&

ihin T — X%

B © . HERIR R A B & RBE IZNREOHED 7 o 8512 X 0 S KRB BAHEM L,
B OKRE R RO BB Hivlz, R TIE, 72 X OENRFRERD
BEINE 2o 7=,

7 v P ROV XOIEEFEEIICE T D4 % 1.5 mglkg } O 0.44 mg/kg £ TOEIRNIERE 21T 9 &
FHRABRC, T iR R D Ao T, FELHEIRS 4, b MrKkHEREH & (MRHD) 10 mg
1 H 2[EEFFHEE (mgm®) @ 07K 04AKETHD, THXRHBEORRT, 7)o
ZHIE L, s AKHETOMHR TERE (AUC) X MRHD 85 2% 177t hD 2% TH-7=,

Ty h~DOIFIES 6 B b0 #% e 21 HETHO 7 &) 2 03mgkg/ H. 0.9mgkg H } 1815
mg/kg/ H#¢5- (%%, MRHD T& % 10mg1l H 2 [REl# 50 0.15 1%, 04 5 LN 0.7 (%) 12k v, 2H&E
THERBIEC R ORI A C OB B, 2 FEOEH & TE D% OF EFOAEGFR K OYE
FEH IR 23780 HivTc, AP KV | A AEFRIE TR RICH AR OEDZIRIZ LD b
DTHDZ EDIRE I T, EREIE T OB OB AR E L OCEFROR T IITIRET v hoT &
TEUROEG THIRD LT,

8.2 BER~DEE

Y A7 EE
RO TS L OSBRI TH T BN RLIICKT 5 72 & v AR ORI A
55 T B ORI SRR S TR, TR T EV T Y RIS
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Do FEEK ORERRIZ T 2 RSB O SR 7 ¢ > ME, RO RFIE 5 ORI LMK O, AH)
B 5 IR O LR > DR FL A BT 2 FLE N2 0 DA EEA O ATREMEICH/E > THEETR&E T
b 5D,

8.4 INERADRKRE

10 R LA T D /N B ~O AR 5022 M L O M E ORI O |5 1272\,

Pk 1 Al

B LB DIRIFRIZ 35T D ARFNHAERTE D2 2 K OV 301 % #eE L 72, 10-17 i /N LRSS 403
Bz x4 &35 377 AR 5 MRERARHUER Cirx, ERLEFE 302 134K 25 mg 7* 5 10 mg
OEEHAE LR 20542207 [HE - HE 23) . GIEH 6.1) |, BEEE 12.3) R OHK
Ak (14.2) /) . 5 FHRERNT, 10-17 oo/ NRBFE I IHESE BRIt D e o oGS Tk
FTEUCOPEREG TR F=TIZR L, L VEZEREW K S I bz, SRR RN ERF IR
F A v % FEhi 9 % 50 i 1 IE B M IExt B MR R ARER ©. Bl o F e M IR E sz
3o T, WG 1 BRI ETRHRIC BT DBIRTE & L CORAFR G 0LV R O RMWEL, /N BEEM
IZBWTHN SILTWRY, —iRIC, /NRESE (10-17 %) ORRAIZEIT 5 7 ' v odyEhielc
ZETFRO BV [ FEPERME 12.3) T,

WA RARE

12-17 5% O FEF IR G R FE FBFT 306 il 2 k[ 52 & 32 8 M 7" 7 & AR xR H B MaBi Cl%. 2.5 mg
K O5mgl H 2 [E#E TR OFIEITEEA S e o Tz, it Sz — 7 lER (B
DEEN 5% ETT T ERBETOESGD 2650 1) 1, IR, 7h2 Y7, ®FWEOHORKTH
RS OSSR Th o712, 7T 1R, AHl 25mgl H 2 A5 K OAK] 5mgl H 2 [F#EEIZBW
T NR=RAF A MEND DT RARA » MBI DREIEIND 7%LL o BE OFIGIT4 % | 3%, 10%
KON 10%TH o7,

/N R B TR B AT B IR BEE O BIVE I — MR8t/ N FRE 7 & DN AR J T
A LIIER AN B TR DNZEIER & Eid e o Tz, /NEARIIERF T LAR] HAHRE
ZAT o 72 26 WRIFIEEMIERT R BVERR AR C, Filo £ L eVEfT ROWME X ho Tz,

hEEBMT — %

14 HPH B9 HETDS6 HIEl, $hE7 v M7 B 04mgkg/ H, 1.2mglkg/ H XTI &Y
32mgkg/H (%%, & b~OEFETERGORAHERHETH S 10mgl H 2[HEHELD 0.2 1%, 0.6 154k
O 156%) R &b LIcE 2 A, &ERE HEEFL £ T, M & CHEREEM A B A AR E N
il 258 7o B U TEEN O (R BB T B 50 T F TRkt L . B G T RIS TRIE 25807,
MRATENFIRHIIC X 0 . B EKR T %, & CEHIESIEHEMNA R S, EEmicaEO =
TUANRD HNT, MEMOTEE Y — L obIEE, BEKTE 0 H REFRER) £ TR
SRS To, T THHEBMWICH T 57 B F o B EHMER (NOAEL) IZETEX o712,
BISRn, FHEELE, MManE S, MO BEMETRRHn & OVERRE )Nk 2 F% 5-BEDEHITER S &
N7z (L2mglkg B & O 3.2 mg/kgl B £ 5- O MEREENY) D% M 28} OVEFEREFRE & BR<)

8.5 EEENDERE

A IRRE S OSSN E BRI TS 33 1T D AHIBE 52 B9 2 BRI AR BR I I B R L 1T R B 6
W2 E D MERIET 2 DIZ+5372 5D 65 Ll EOBE NG /e ole, TIRETAAIER KR
DXFGE 72 - T HBER 2,250 10> 1.1% (25 451]) A 65 % Lh T -72, SAHPRIS %5124 5 3RS
FHISOCHED E N DJFIR & 70 2 BEEIK 23 = i B8 I TAFAE U ABMEOIR T U SR AR E & 72
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ST MR D720, FRLEFITEREICET=2Y V7T 20N H D, Bl xR o My shaeik
WIS E | FRBEMICEE S < HEFEEISHERE S e [EREREERAE 12.3) ],

FOEE B OGN CAFIR G- 22T 2 @B E L7 78R LR LT Y X7 3 &< b, KKl
. FRAVERHE ORI RE OIRPIK L L TRRIN TR [FRA LR
8.6 EHEEE

BEOBKRE (RO EEOBRE, REKMKAIEFE 15mL/53 5 90 mL/4y) 123D < AFIOH
EEIIANE TH D, 7T VU IRE R, A EEE OB EEOHRE & BHERE E R gl & Ol
X o Te LHRFEHEZRA 12.3) ], ZOMOEMERIIZ k3 2 BEREOER LD, 7Y
> DIMBNEEI T D BT R OWTOBFIEIL I TR,
8.7 Hr#uciESE

T VR S TR EGERE CHEREIEH BB O T Em < 5720 BEEERE I
%45 KA G-I TH D (Child-PughC)

BREED 6 RS (Child-Pugh A TN B) ORFFEFESE O 7 &1 B gEE & IINTHRE E R 72 ks &
Eoblnwlew, FRlBE TAAOHEHBRIIANETCH D, [ 25 @) ROWKRFERE 12.3) 2/,

8.8 TOMDFEELEFA~DER

B O A (FEANEL O EARN) SUTBRAEIC S < AR O BEFHIRIIAETH D [
KPS 123) T,

9 EMIERRUEMERE

9.1 RHEH
AANIHRHZE T2,
9.2 ELH

B Lt MZRBWTARFIOELH O FTREME SUTEMDmE S L < IZH A% 5 &8 2 rTaetklx
RFANRFT STV, L7223 o T, FURMRAIERIE R iilkizic, 3., BHEOIT
SLHSNARREL VRIS 25 2 LIFAARETH D, EWELHOBEEIC DWW T, BEZEEERS FHET 5
WEENH Y | RENZRRAUTELHT 280E CGEME RO 2174, YO ERE) 1220 T, 20X
IMBE L EERBIET OILEN D D,

10 BEHRE

BRI LE ST REE : 3350 B 28 2 % FBFE R ONSUTAEREHEBRE S N L To RAFI DR &b G & L7z ik
ATERAREER T, 36 CAFI O M SULE KM 22l B 51 Sz, 20 X5 250l
BEREOREFNZIBNT, AAIOREEREITHEE T400mg Th o7z, ZOREHELZHREG L&
A SN RIERIL, WBE USEEL CTh o 72,

HERG DIEHE A OFF RARFL RV, AFNC LV AL 2EEOEIHED TREEZ B ES 2
VERD D, LEXNEBIVLEND Y, WERG OB, KEEE, K0E~O T A L
PR OMERF 72 b NTIEROEFITIES T RETH D,

S M OSUTI A BARRRAEEN SR (RFNC K0 o EWTDFER STV D IEEIZIE. BT KLU AEH)
PERIIC LV RIMES BT 2820 H 5720, 2R 7 U KR RARI A LN &) 7
EOY) 7R AE T K0 ARIME R OEBRIEBLOIGRE 21T 9 2 &, BEDHERIMNEREE N A LN D5EIC
X, Pia ) VEERETOMNEND L, BENEETLE T, +OREFHEHLEE=F ) 7 &k
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LTEmTDHZ L, 2 br— bt X —0REEIC, MERGOERIZETLIRIIOTA X A
LT RXA ZZOWTHERE T 5 Z & (1-800-222-1222)
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TEFE T LA VBREETE

1.7 ERERSA—ER Page 1

1.7 AERMMH—E
AEIORERZNL & U BRERBR CHIIK L LA T o e U A=Y Ry ong2l R—)L,

RO REENEL L TWA 7 afe . ZoF 7Yy 7 < L REouke -

AR G - &, A

FOREEEET v~ LA VIR XL LT 1.7-1~F 1.7-612R T,

guouoobouoooooo

x 171 RERMA—ER1

— 4 FR TS~ LA VR

W74 U LA NEFEESMG, >V LA B E FEE 10mg
ey Meiji Seika 7 7 /L~ Rtk

KA H —
FRREmAEA —
PSR AAFH

Hiiil X5 TR B E I

&

Vil E = 5mg,/ % FEE, 10mg/ & FEE

RIEREIE S o K AE

2hie - ZhARITH —
I HHEH E

DEE

ik - HE WL, RACIET BT LT 1E5mg & 1 B 2 [0E FEENSEBEEZBET D,

ek, MEFRFA RN 110 5mg & 1 H 2 [al, fem AL 1E 10mg 2 1 B 2[BETE 5
A3, R, SERICIE CEEE T 5 2 L,

% - HEICH

AHNOETHREG% 10 pHITRELET L2 (N AT7AM T8V T o METT 5

WA E | AREERAH D]

DIEE

ik —

2 (ROBE | (1) RO UsEoE OB O & % B

W5 L | (2 BERECRE [BERELZEBELLsEI2B8ZW1H 5, ]

W k) (3) 7L B Y — VEEFHEREE O FARARAMEIF DR VEEE T IZH 5 BE [ AR

HERAN RSN BZNNH 5, ]

4) 7 Fv U rEEEhoRE [ THEER) 0ESH

(5) EEDOAFHEAEREE (Child-Pugh 0¥ C) O HEE [MHRERENEH T2 E0H
%o ([HEpEhne] omESR) ]

JFHIZE S (ko
BTG
LARANWZ &%
JRHIE 9208,
LN
BHIEAITITE
HICEEGT 5
&)

LR

(1) BEERE ROBEICITEECKRGTDHZL)
1) O - MAERA, M E RS, R EXII IO OBEREDH 5 EE [ARORS
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—ARHIA R

ThIF v~ LA VR

WX VIMERE TSN ERH D, ]

2) TADPAEDOKEMERERB TN O OBEREOH 2 BEH [(ARFOBHIZ X0 i
MIEAZIKTIE2B8ZENARH S, ]

3) RENROBEAERED & 5 B, SR QT IERSEMERE D BE XX QT R 4 Z 3
ZERMLN TV OEAERGETOBRE [(AFIOREIZEIY QTIEENH H bl
LBENRDD, ]

4) ARGCHOBEROCAKSEE AT LERE [(AFoFRGICLY ARSE, B&E
KRHooNDZ Enb5, ]

5) miine [ T&lE~o&kh) | [FEmEhE] omEsE]

6) EE DFHEREREE (Child-Pugh 2338 B) O &b 5 H8#E [P EREN EHRIT8%
nnbsn, ([FEpEhE] omEs|R) ]

7) BERIFE UIZ OBEER D & 5 BE . & 2 WOIXFERIFE OF R, mifbE, AR o
PEIRIFOMERR T2 A+ 288 [ TEEREANEE] . TEXREER 0HE
Z ]

8) /X—F 1V L T L B/ IMARIERAVE D B B B3 [EMEEERE (Syndrome malin)
MEZ VT 0D, o, $EERIRIER OB T, $5EL, ERL 10
BT, @2 0E ) (MR L EEDOIERNEHR T HBFNNH 5, ]

(2) EELREANEER

1) BE5H, BRERE, BERC o S RHBERTE A S < EIMMEmEN H &
b ERHHOT, BEOIREAEEICBZE L, KIEER1S &bzt
BIIET 2%, WU RLEEZITY Z L,

2) AKFNOFEIC LY BB RIFOE(N S b, BERBEEY TV R—
A, BERBVEBRIECES Z LN H DO T, REEGHIX, 0, 28, 2R, 8
PREDIERDOFRBUIEE T D & & bIT, FRIOHERE XUTZ OB ERE S 2 WIEZE D
falkK 1263 5 BEF T, MIHEONESEOBE L +m7cd7H5> 2 &, [ MEE
5 . TERREWER] OESMH]

3) IKMMENRH Hboid Z ENHDHDT, AFIERLGHIX, MK BEE i, &
B, IR, B EEOMMEERICERT 5 & & bic, MAEEOREEDOBILE
oAty 2 &, [ TEKRKARREWER OESMH]

4 RENOFHIZEE L, Ho Lo ERR 2RI OEIERNBET 261 HDZ &
T, BEKROZEOFBEICH2CH L, @mipER (078, 28 2R, HEIRE) |
IBE R (RS, R, Wi, IRk, HR, EfEE%) CEEL, 2o
LY RIERR S o= GaIcix, EbiciEERE L, EMOBREE2%I5 X
dfeET L, [ MEEKEL) . TERKZREIER) OESHE]

5) R, HEN - £F - KEHEBRAZEDER TN ZHZ ER¥H DD T, KA
HHoBEEITIIEBEOEREMREZ ML O BROBEIRESIERVL>EER
THZ L,

6) AFIDEHIZ XV, KEOLHE) (M, W) 2kTenHDHDOT, KAlIEKS
FIIHREOHRE 2 EEEBE L, RELHIRD ON-HAITIE, HEIIET
THEIREEZITH Z &,

7) PUBHIE ISR T, IEEARE, EIRIMARIES O AR ZERIENHRE SN TWDH D
T, AERRRE, RWIEVR, I, BIACKRESOMERKN T 28T 5 BFIH 5T 5
BEelTiEETs 2L, [ TERAREIEMH] OS]

(3) MEEA

AANIHF D IR CYPIA2 DIE CTH D, £7-. AANL CYP2D6 % & |2 [HE

T 5,
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—ARHIA R

ThIF v~ LA VR

1) [prAgER] (BFHLRWZ &)

KA & BRAEAR - HEE 5 TR WY - falRin -
7Ryl TRVFVCOERE | T RVF )V ET KL
(RAIV) WlRSE, BERMERE | U ARBIE o, pRAEKD

TEEITIENDD, | FEAITHY KA a3
BARMERERIC L0 pA
RRIIER SMBEALE 720

M ERE TER A HE 5] S
5,
2) [BFRAEER] OHHICEERTDHZ &)
A4 BRI - i (E 1R K - Rk 7
HROAX e AR AT ) A1) HAXRRANHEIER 3 5 5 | AFIK R 45 DAL
(RN EY — )VEEFHER | OT, BET DR EEE | PREERImGER 283
%) THI L, %o
T )La— L
AR EETE S MAEIWHERZETT 5 2 | AFNE R32 #EWER
ERH B, EHLTWNWD I Enb,
RS AEEEMRRIC 3
WCER DS 5 "RE
PEN B B,
R ) FBEEEH N EER T 2% | AFID o 2R EH
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EmEER RAK, B, AT, k. ER. 23
BEEE) IEEL. ZOLS3HERNHSbAEAIC

ED EE-EASFOMTEICEIVERT L L
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IF. BHICREEDHL. EADOZREZ(T5&L 58
5L, [BEERSE). TEXLGRVER] OESE]
5)IRR. AT N - £ h - KEHEESRNEDETHES
BN HHOT. AFBREFOEEICIIEBHEDER
EZRREESEBRBROBEICRBSELVELSIETS
Zé&,

6) AFIDIZEIZL Y., KEDEE (Em. BL) £FET
CERHEINDT. AFREDIREOHBZIEECH
BL. AEQOTEFHNEOSNEBAICE. BEICKELT
BENHLEEITI &,

DHRAMBREICSVT, MERE. F#IROSEFOMmE
ERENRESNATLDD T, FEKE. KEABK. B
W RKREEDRRRAFZETHEFICKRET S5
ISIEFETSHE, [ TEXGEHERL OHESE]

) HE%EA
AFNTITH IS CYPLA2 DB Th 5, /-, &

#lix CYP2D6 ZHREEICIHET 2,

1) [HHAER] BFRALAGWVWI L)
HHIA F BEARREIR - H5 15 BT - fElRIAT
7 RLFY T RLF U COfER%E |7 KLY AT KL
(FAIV) WA S AR MER: | U ARSI ol B A

TEEZFTZLnDD,

RORPHICTHY | A
HID o ZABERTER
XD B AR
JADMEAL & 720 I)E
TR AR S
o

2) (BHRER] (B

RICEETHIL)

FHI 4

BERACAEIR - HEFE 514

BT - faRA T

FRR AR B0l
(S — VR

AR AR B 2%
LHOT ET 57 L

AFN R N Z AL S D HEH
T HR AR 1 2

R BEToz L, HT 5,
TIva—)v
[PARNIVZ(H P S FAEIAER ARSI T2 | ARAFNL RS 2 ElE
ZERD D, HEAELTWDLZ En
B, RN UARE R
FRIZIBVTIE A3 BT
T HRRENVED B D,
R 41 FEEAER AR T 28 | ARAID o 2B ARER
ENNd D, HZ &0 BJERIOVEH

ZHYIRY 2 ATREVEDS &
%

=) AR
RE S

L=V AEH 2 R S
HELRBENNRD D,

PRI L VB U 1
sk b bbb Al
RN S,

CYP1A2 % [HET 53K
bl
(ZREH I %)

AF D i R FE ASHE N
L ERZE R 552
nrndH s,

ZNH DAL
CYPIA2 #[HHT 5 =
ALY N [oX hw | v N
EIND AR H
%o

NuFtF

NS L A =
T B BRI S LR
Iz, "aXeFro
Crax XN AUC 3211
T 82% &% VY 92% 38N
Lz o@End 5, R
FalE oAl A= ki ca
OG- ERGT 58
Al e xeFro
P 5B b B % 3 TR
THR SEEICES L,

BZe 01T 2 &

RaxkFoax
CYP2D6 TRUH &4,
CYP2D6 [EEHE A
T5, AFlZSeFxt
F >0 CYP2D6 [HEE
P& GRS 5 rlRetEN
b5,

OF0 3

R E CTICE S L7 7 RS REBGEAER (ERRLL

R IAERER) KO8GR (E BRI R ke
Gk, ENEMEGRE) (21T 2 2Rl 54
557 B (AARANEE 3652 &te)  BIEA (KM
TR EETe) 7 369 (66.2%) ([ZiRD BNz, T

RIVE R L BIR 72 451 (12.9%) | 0 o &SRR 56 151 (10.1%) |

THTT AT (8.4%) | HEASMEKREE 3541 (6.3%) |

{REIEIN 356 (6.3%) . FEMED E V2941 (5.2%) T

HoTm,

1) EXLEMER

OEMGEZEE (Syndrome malin)  (1%3RE)
BEUEBEREAHOONDENHDIDT., HEh, EF
HWER. REOHERA. WMTRH., Bk, MEDOZEE.
5T, gmekEEmMm,. mEF CK (CPK) ERZEDEEN
EHLNIZEEICIE, HEERILE L, KAED. KOH
WREOEREBEREICEYBUEZTS> L, Fi-.
SAYVRECVREES BREDETAA LA, BT
FRICEBZENHDIDTEET DL,

QERMCAXR T (1%KiE)
OARREOFEEEILAH OO, RSP IEEREFR
TEH5ENHD,

QFF#ifelES (JEREFE) *2
AST (GOT) . ALT (GPT) . y-GTP, AI-PD LRZH %
SHHEEEEN D OONDIENHIDT . BEERET
SIZFTFVW  BENZEOOSNEBARICEREEZDIET S
HEBUHMEEITI Z &,

@ avy., Tr745F%L— (BEETFREH) *2
2avh . TFI745F—hobndlEnHD
DT HEZ+RITTV.EENROOSNZHZEICIE.
BEEHRIEL, BUBREEITS L,

GOFER (%K) . WERE GEEFRH) =2
FTIERR. WEEZEAHOONDEZELNHEDT, HE
E+HI2T0. BEARO ONEBEICE, f5%2F
LT3 EBYNBNBEZTI L, BH. BTES.
IERR#EEHES CENHIDTEIET S L,

©=EmyE. EREET 7Y F—Y R, BREEEE (58

EZ:EE) F2)
EMECHERBOEELD SHON-IGE. FERFEES
P77 F—D R ERBHEEEICES LN HDDT.
mMEEDRELS. OF. 2. 2R, HREOHEZ
+oIZTL, BENZEOOSNEBAIZE, fREEHIE
L. M YRYVERDODBREZTSINRE., BULENEE
T52¢&,

DEmEE GEERH) =2
BIENHSHONDEENHDIDT AR BER,
AT IRE. ER. ERESSORLBERLIZEDS
NE=BEICK, BEZFIELEYNGLBEETS 2 &,

OEBUGREE (GEETH) %2
BHGMBENDLOOLNEZZEAHIDT, FHARK.
BiAEk, CK (CPK) ER. mMHBRUVRFIASIOEY
FREATIHONF-EBAIZIEHRSEhIE L @40
BETSICE, £f-. BUHMBECKLI2HEETE
DRIEITEET DL,

OEFHNRE GEERH) =2, gamoBRED (%K)
|BBRBIE, AR D DD 5B ENHDIDT.,
BREZ+TDIZITOV.EELNROONEEICIEEREE
FLETBGEEBULGREFITSI &,

(OffiZEseiE. FREPFRIRMASE EEARE) =2
PAEMRREICB VT, MERE. BHiRmieESFOMmE
ERENRESNATLIOT, BEEZ STV A
Un. s, REEOERE. ZESHIEOHSNIGEIC
&, BEZDIETELEBUBNEEZITS &,

ER (1%KH)

FEEAHOLHONEZENHIDT, EELNRBHONT
BEICIK BEEZDET L EBULNEEITS &,
QFFEEA LR GEEARER) #2



TEFEUI LA UEEIEE TR 1.8.1 HRXE (¥) Page 3
BFEMRE (BYAKR, B - B, &L UMER. B HIE,
OWH®H 5V ERERVBREND S o HEOER) | B PR 0L
ERL. BEEA LORISBAT RS EnponT, | ou0i | | R | S
BEREN DS DNEBEICE BEERLET 2R E " S e ‘
BYHLEZEITI C &, i
2) =D EIER [T
TREWVERARH SN ZENHDHOT, ZOX )R 73— A
HORD LB, RIS L, Be5% TS S L
AL EYARLEERIT) 2 L, . ko
FOEJEE | S%bl b | 150kl | L6kl | BERHD ’:@L (G:; LAY R
1 % O U B _ _ B R (GoT) H | M b
R | i o | 700
i | - | M7RT7 - - ottt | s | ORI g | CHEED.
B prow | & k|
AR 0% el m, yete | AR 7
ﬁﬁﬁgA - - A, BB | R B AT JD:;\;;/
BIEN= =i W =
i m, (s
AT VAR
éfgg;ﬂ];ﬁ M. RE
PE. SE P FIRPE, i
) . BEELIRTE, 1 ALPES N
i | - | TR TR e g | MRIERCE, Zofh - - il -
| pkxon | B B TE2) AR 35 I PO OBk [ AL 5 R DT
&, WEARHE [ 00 B R 500 S TR A4 U 35 N C 30 B 72 IR IR 0 7= b B
& HEA ]
Ty 6 B E~ORS
S \ HiERbEE Bl O Y ERERER CIREROBMABTRO TN D
T e | BERE, | xR DT, BEOREZBE LN OHEBICRSTH L,
s | O B, N T VAP o [ [Bm@iE] omEsHE]
BEARRESE | g | TS| 2T B e
s | B B | SO, S (6) 1w, EMR. BIWEADOERE
w e | R | EONE, 1) WEIR SUTEESR L T2 ATREMED & 218 AITIE, 1B R0
Sl HAEMED EAE S LIEID & MBS N2 BN O
. THZE, UFRETOFREICET 2L IImL LT
o B B MR, IRER B QAN ﬁiﬁ/)&ﬁ%ﬁ;ﬁé:ﬁ%ﬁ%ﬁ%bi&fﬁénﬂ\é%/ﬁ.\ el
- BN ARV ELRE S, IR, PERREE, B, R,
L T 5 RIS OBEBUEAR LSS AR 2 b & b &
N - | B R | R R OWERD D, BUER (V9% T 1) THE, Al
— =i & | BORER R BRI B CRABIER D B A 275,
B - - e I RIS « A E RO (5 v k). B -
R, o WA i & HAROETEEMmE (7%, v b)), HEROE
R OHER - - WL | SRS K - BRERE~DEE (5 v 1) RO LAEY]
L S ___ i 2) A ORI T 28T, HAA S¢S
A, Bl | DFENTE S s - N o - -
- DH¢~ILW4\‘,|% 7[25}2\ (R gjifjﬁq\ nw &o [@J%;@Eﬁ (7 b4 }\) T?LH‘EPGK—@TTTZD — & 75‘%&
ke ”;g’;’ B W | RS, B | % ORI EXN TS, ]
fb;ﬁ%}% Thfﬁ\ & TR I A% (7) IJ\E%/\G)?Q‘—:T; ) i
IS 7 b P AR, BirER, SR, SR XNk 2%
= - | FRERR - - AV LTV AR, [ENTOM BB, ]
BT ==
B, £ o5 | BT, # @) BERS A
314051 i KIE | BB, UETR FEAK R GICRT A E RIS, BRRER S L
T AR B B MRS, % | WL Rk Tk, SEILRRE, 7 Ho 2T, OWEEE Y A h=T,
HE, 12, ” S ORER KL OSEGPE OB (RIR, LR
— RODEPURERIE) 28 ST,
R ey BGE e | TR e iﬂi?ﬁ'—i@%‘ﬂ : %Eﬁ'ﬂﬁ?ﬁﬁmiiﬂ%ﬂfhﬁb\o 2&%”
[ E - - FREET, DU | . BIERE RS L8, MiBhRE, KUBREMR, BRSRW
T B, WA | IR BAIET AL R R OEREBCET T 5 2 &, EHITOHRED
E— 6, Bafi E= g — &G L, DERTRENRO LA kRIS
il I - — |, e =5 — LA b ENEET 5 E T HolcliEd s b,
AR | S T S, WARAOTRENDSZ 5NS BT ORI
s g 9 H bEETDHI L,
G fls R - — - MO (ML E R OFEBR AL DA IR, S ARPY AR e 3 s

PN E 2 VT, WY RTGIE TR 5. 7 P




TEFE T LA VBREETE 1.8.1 HfAXE () Page 4

FU . R UH DM BRI A S 8 -

LSRR S D120, AT NE TR, B

EOHRNIEROGEIE, Fia ) v eRET D, & 5 —e-5mg (63l

FREET D E T, MBREFNERLE=2) 7% S 6

M3 2, < —o—10 mg (5¢1)
2 ]

O)EALOZE N
LT OMIZOWT, BESITIEET 5 2 L, I

1) 7IVAZ—v— ORI L TETERETDHZ L, ﬁ

[PTP > — F DREMKIZ L 0 | FEV S R HN A1 R I~ &2
AL, BB EE 2 U THERBIARZE O EE 25 0HE g
EHRTLIZENMESIN TS, ]
2) 7Y AKX —— P LEY HTBICIE, Emo>— b 00 i s 0 P o ”
HR L7tk BEflED-< W OFA TR T2 &, B B o)
Flae oSSz &, RIFRENSE U HA T2 EY o
ETICAND = &, [AAILEEORAIC R TOb D T = REEE
N, v— R EHRSPIHILIHZES L LY, 1 BAMERR AT 2 58 & TR 5RO ERIREICHSIT 5
= F RIS Biol 0T A EENRD LN D, ] MAERT 2 RIS (R 55)
N=l 3 - A AR Y Shoyal| —

a) AANEE T O ISRLL 0 WIS N TARE TS 5 L L S
720, HBAFERNT &, S s max max 2 -L2h

5) A7 LCHE L, B Fi 5% 10 R 28T 5 = (g | P 1 (0 | tomd) | () | (hghvml)
& . 5 6 (0.50'_150) 505+258 | 355+20.2| 29.4+10.3

(1 0) %a)ﬂi’.a)fii 10 5 (0_3:;'9350) 539+249 | 27879 375+ 16.6

1) AFNZ X DEED, FIRARHOECAHE SN TN D, ENE + AR R

2) HMETHEM S P FREVE I B U ek GRERA 3 HRAE(R ME-R )
hEE - ) AT L EmMEBEERRE L 17 OERK Q) EAFKES GIEAT—4) ¥
ABIZIS T, RO U IR SRR T T in vitro ABRIZF T, AT E MR B ~OFE &30
izﬁggg & Jgf‘ L;E;’Sﬁ igﬁwﬁlfﬁ'ﬁi‘o ~ ;J?ﬁ i< . 1~500 ng/mL oIl C T 97.3% T o 72,
ER/N o <. SNQPNE S TR NS . R —

PRI & TR R E & RIS BT b5 Q) BERUKKOEE GHEAT—S) ° °
5325 L OBERD D, ERERY AN IZ 7 ) B Bmg & e iE ) Vs AR el 5
HUEAZICHEE TH&RE Lz & &, R EmEhR
(3 ¥ 5 &) BIEL DT £ T D AUCo i 21%0 L7c, F7z,
- BE ARRIGRICRFELERLIZL S, TETELD

(1) m3RRE" AUCo..1% 13%i/0 L 7=,

1 EERS fEER AT e 10mg & 1 H 1EEF&E5LEL
A AR AR AT ) 2 5mg % HiEE TG L7 &, 10 S0 K 2 I L T b T I B A KT
L EOIEYFREFL T A—FIZLUTFTDO LY THo 7=, Xphoto, —J. &G54 55 XL 2 55 CK 2 B EL

H1 AANEIERAICS 5 HEE T 50T £ &2 0% ;&éf ‘LZJHE 7P AUCour IENTAL IR

BRE8T A — 4 . <o
FH & AT Tmax& Conex Tuo AUC,.. (4) ﬁﬁ " ﬁFﬂﬂ' (%EA?_Q) D8
(mg) | Bk (hr) (ng/mL) (hr) (ng-hr/mL) TR AT (MO CE# L= 7 B vy 10mg 2 & T#HE5
5 6 (0.5](.).~245-.03) 331+171 17.1+6.1 26.4+ 8.0 [/771’_ kg‘ ~ &5‘?& 11 H U\V‘J ﬂ:f&’ﬂ—* Lf:iﬁ(?ﬁlﬁE(D 88(’/(%§
T PREOFEFIZHEI S 7z RHIZ 49%, #EH1IZ 39%)
a) (R ME~R ) T ARG S, P O FZEARFHDIT

N-Z 7 a U BiRARcH v, iz N-Bi A F L, N-
BhA FIL-N-B NV SE A JARD TV 7 v R AR, RE
(LERDBRER SN TS, JRE T, N-Z L7 a Uik
AR TEERE THY BH5ED 10~21%) | #EF
WIERZEE N R b % < SRt S i (B 580 5~16%) ,
v MFI 7 m Yy —2% Az invitro BB TIx. AFNI
UGTIAA %A LT- 7 V7 v VA )L N CYPLIA2 24T L
7oA AR A 32 1, — 5513 CYP2D6 & T CYP3A4 IZ & -
THREESND Z R ENT,

(O) FrieeEEROmEPRE GIEAT—45) °
JIFRERE =7 (Child-Pugh 73%8 A~C) 127t &' 5mg
ZHEIE TEEL Lz d &, BEEOHAER S
(Child-Pugh 73#8 C) CIIIFHEBEIE W HREC LR TT &
FE LD AUCe23 5.5 fERE 0o 7oy, BRES L < ITH

) RIE®”E
H A AR A 72 F 2 Bmg K 10mg % 1 H 2 [\
6 HMREETHRE L& &, BRESHOMER T &
F IR EHER K N OBROIRYTNRE T A — X TUT
DERBY THoTz, 10mg% 1H 2[EKE L THE L
L&, SHUNICEFREIZERELZ,
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S EE D JITHERERE SEZRE (Child-Pugh 4938 A, B) Tl JIT
BREE R TR L FETH 7=, IWIEEAEEETEO
AUCo | X HE O HERE R 55 3 B C IR RR IEH BRI
T 77 ERED T2, B U < ITPZEE O %
REFEEZRETIL, IFSREE R ERE L AETH - 12,

T 2 DFLE DORTEERERE E % (Child-Pugh 238 A~C) 127
T 03mg 2 HEETRE L&, THEES LS
VREE D IR REE A #E (Child-Pugh 49%8 B, ©) T3
MERETE W B REIC LT T BT B 0D AUCL N ENEN
22 RN 21 fERE Mo Tz, —F ., BIEDITHEREREE
A (Child-Pugh 4338 A) Tlid, FHEREIEH HEE L FEET
ot MEEAHER-ATED AUCL 1T L I3E
FE DO JFHSREREF B IR E R IR TR
T 2.89 115 Y 2,72 {5 K & Do T2 3 BB D IR BE R =
FECIX, e EEETE LA TH -T2,

SARFI DR S f LA RIE 7 £ £ & LT 5mg X
/2 10mg TH 5,

(6) RigEEES FOmMIEhBE HEAT—2) ©
i 2 OFRE OBRERES GEFEhE) 785
mg & HEIE TG Lz & &, BemEES CILB6E
ERFITHRTTEF L O AUCoE 1.03~13L {5 T
Holz,
(N BE@wFOMFEFRE GHEAT—5)
R A AT 2 REsDOBFICT L 10mg % 1 H
2MIETFHEG LIZL &, 7T ELD Crax O AUCo120
DOFHMEIXZ 2 10.3ng/mL }2 U} 70.3ng: hr/mL T -
72
@) KM AR
1) 7ARFH I GHEATF—4) 2
fEEERR AIC T E ) e (5mg, HEET) & CYP1A2
MEMEHEZET D 7VRFH I (25mg. 1 H 2
KE®&O) Z0FRELSLZEE, 7T E LD Cox
TN AUC 137 B F B v B 5l & (b _RZF N2
U 13%K% % 29%H8 0 L 7=,
2) NuxtFr GHEAT—4) D
R AIZ CYP2DE L EEHZH T 5\ nXF v
(20mg . 1 H 1E&N) 2XEHET, 7+ E
vo(Bmg. ETF) ZHEIJFAZES L-LE TES
LD Cox 137 &7 B B G0 & e~ 13%8
MLtz F72. TEFEY GBmg. 1 H2 FIET)
KEHE T, NaxtF > (20mg, #0) ZHEE§F
AL Lzt &, NaxtvF O Cu & O AUC,
o8 a T B G L L RE NI 82% K
Y 2% i L 7=,
3773y GEAT—%) ¥
TR AIC T B F ' (Bmg, HEET) & CYPLA2,
CYP2D6, CYP2C19 }. 1} CYP3A4 DIEE THH A 2
77y (75mg, HERRD) ZOFHES L& &,
THEFELD Co 137 BT B BMIEL R &
7% LTz, —J05. 4 277 I v OEYEE T
A—RIT T EURIC L D BEEZ T o
7=
4) v AFVr GHEAT—4) P
BRI T £ B (Bmg, HE[FET) & CYPLA2,
CYP2D6 L ' CYP3A4 ML ENEHZ R T A F Vv
(800mg, 1 H 2[n) ZPFHKE LcL &, 7S
BV D Coex 137 & T & 2 B 5 & b~ 13%]8
YT,
5) InAR=¥ry GHEATF—%) 9
fEEERR AIC T 2 (5mg, HEET) & CYP3A4
FEEHEZHT LAY (400mg, 1 H 2

MR N) 20 ELZEE, TEFE LD Cux
K ONAUCo 137 BT v B HR L & (T
16%IK T L7=,

6) ST al GREAT—4)
fEFERR AT T v (Bmg, HEIFT) & UGT B
EERHER T 507 1 (500mg, 1 H 2[EFRH)
PHMBEL LI L X, TEFEOEYEREICEE
IIRD LN o Tz,

(E& R A ##)

(1) ERsH R FE MAARER
DV E oA KRERE (62561, HARANESE 273
Blaate) ZRGUER L- 77 R R _E SR
AREBRIZR VT, ARK) 5mg XX 10mg % 1 B 2[6] 68 M &
THE L& &, HH&FHliRZ351F 5 Positive and
Negative Syndrome Scale (PANSS) &5t A 2 7 OM— R
TA D OELRIIRO LB TH o T2, AFKI 5mg £
HRE&L OV 10mg O WTIORETEH . PANSS it 2
ATENRN=ZTA U PHED L, ZOBEITT TR
BHRE LB L CTHEICRE T,

# 3 PANSS it A a7 OEMIHARE S CTOX—RF A

Vinb DB E
- PANSS # &2 =7 R T‘W‘?szﬁkmtﬁa‘
GRIE | <=7 1> | Resariing | 2ok | RO piit
(7;42;; 945141726 | 933842530 | -113+19.36
(Al’;l %9 94.23+1806 | 818442610 | -12.39+18.39 [_15"1412"2?1 1g | <0000
ffggl%‘g 92.83+17.42 | 78.60+2501 | 1423+ 2045 [171333229 12 | <0000

P+ (R

a) BERER UM K1 N— R T A AEEZ L& & U720 8obr
TS

b) AAIRE— 7T B AREE [95%(FFH X [#]]

BEWE T 5T s5eR g TEFEVsmgbid L TFEri0mgbid.

b
E, ;
X BN .
< S S P e 1
T 10 ° \iI 1 3
<
£ s e b
g i !
qau 20 g
H
-30 !
R—R54> Day7 Day 14 Day 21 Day 28 Day 35 Day 42 WA ET RS

2 PANSS A3 2 a7 DOR_R—Z T A b OEALEOHERBIX (B
WFERS 10 0 3K LIIEIZ X DIRADRTET L, BaTAmRGI1X
HBIHTET M K DI N ) TR )

Q) RRRSHE

1) BB E R 1% 5 R
EB LR HE AR (CfTRB) 2% T Ui (197
B, AARNBI 108 FlETr) ZxFSRICHke: LT3N L7z
IR 5RBIC B VT, A% (Bmg~10mg)
Z 1 H 2\ 52 B EATRBRN 7 7 v R ESHOBRE I
BhH1~2 W37 7 v REHKE) HT &G LEL &,
PANSS GEt A a7 O#BIZRO LB ThoTz,




TEFE T LA VBREETE

1.8.1 HEAXE ()

Page 6

# 4 PANSS & it A a7 ot

BT LR TR ARG
;g attxar | spewo ;g fataay | Ao

N

- . 44 7314+ 17.72 153 68.37 + 18.37

T4

4 31 71.00+ 2153 [-1.90+887 | 138 67.36+19.19 |-1.56+10.44
8 A i 28 67.86+ 18.26 | -4.46 +8.35 131 66.41+ 1959 |-291+11.87
12 26 71.73+18.70 [-1.08 +£14.26| 118 63.91+ 1853 |-4.58+11.39
24 i 21 68.10 + 19.69 (-3.81+11.29 94 64.60 + 19.72 | -4.48+13.30
40 JHIF 18 69.00+20.68 (-1.72+1281| 76 63.21+19.16 |-5.53+13.29
50 i 15 63.40 + 14.53 (-4.07+16.35| 70 64.37+19.26 |-5.10+ 13.03
if{ﬁ# 44 74.64 +20.08 | 1.50+14.67| 153 70.14 +20.88 | 1.78 + 16.27

TEIE + R

a) FATRBR T 7 B RBHCEIN T b, B G RBR TIaAR 2 & 5
=¥ Wk 5|

b) JeA7TRBR TAAI 10 mg/ B BESUEIAHA] 20 mg/ HEEICEIM T b, &
WP 5B T & i & ARKI % Fe - S TSR

¢) BMIEHRBRAN—AT A b OZ b

2) EREHIR S5 HBRD

P TR O S RIE USSR O ZH S 5 WV IZ L B 5
TRRRPUE, Sl OB (153 41) ZxIgRICFEM LT
IEEREHESHRBICB VT, A% (Bmg~10mg) % 1
H 2052 ME F#&E5 Lz & &, iRk T 5
PANSS A3t A a7 D_—R2 T A )b O L (CEHE
FHEYERRTE) [ IRO LBV THY, =T 1 LV
YT,

# 5 PANSS At A a7 ORI R TOR—R2F A U 23H DAL

=

=:N
PSRt PANSS &t 2 =7 ~=o1on
A1) N—RTA e R
AFIEE 5 RE
(153 pil) 90.20 + 1850 84.72 % 21.66 -5.48+13.34
PHIME R
(% 2 % =)

() EEER

1) 1By
TEFENE, Ty MW CERMREENG E d-T
Tz H I UNHET HEETUEE I L, T ARELE R
DFEET LTV VA MbEEEZSFE L., TS
DTy MBI DHZ VT —FRIERIIE -T2, £
T F LT v P EVILORFEREEE AL L,
ANVABERICEDT Y hOT v ~R=T 2k#E LT,

2) FRAS R L Y
7' AR ARIRTERRTERE E B IZB VT Rv o
ST R F D AT v F =y o oz et L
72

(2) B
TEFE UL, invitro R EFEERBRICE N TERr b=
VEZRIRONEIENY T % A 7 (5-HTia, 5-HT1s, 5-HToa.
5-HTas. 5-HTsc. 5-HTe. 5-HT7 ) I2HIx., R8I U2
& (D1, D2y D3) « 7 RLF U UZBK (aga. o2a. O2s.
o20) MOV AZ I UZER (Hi, Hy) ISk L TEngin
PEZRT, —H T, A2AB Y UZRER OB ZEE~D
BUFIMEITR, TR FEIZIN D OZEEIZK L Tin
vitro CHEFUEF 278 L7228, invivo TlE 5-HTw Z 4K
W L THIER 2845 Z L RBEShE, Zhbn
SRR ATERN. 7T OFERMERET &
EZbhb,

(A3 BT 2EIEFMAR]
H R:T7TEIEU LA VEBEITIAGOBRRTHS,
BB AT Y ) —RREITIT <L KITEITIC
<y,
—8% . T~ LA VB Asenapine Maleate
{£24, : (3aRS,12bRS)-5-Chloro-2-methyl-2,3,3a,12b-
tetrahydro-1H-dibenzo[ 2,3:6,7] oxepino[4,5-c] pyrrole
monomal eate
SFK : CiH16CINO + CiH404
SFE : 401.84
BE

BRUSGGBEMER
R A :139.9°C
SEER : A7 % ) —VIKFR)
LogP=4.9 (/)
LogP=1.4 (fitt)
(kW EDFE]

USRI TH WV RIRIEA /T 2D TT Y A2 — @D
FERGFTD L

(a #]
7 LA MNE TR 5mg
7Y A& —AL%E 100 88 (10 $EX10 — k) | 300 £E (10
BEX30 T — 1)
7 LA METEE 10mg
7Y A& —@3 10048 (10 52X10 > — k) . 300 £ (10
BEX30 T —R)

(£ & X #)
1) AERAFMERER (R
2) HLHBATRBR GLNEED
3) HEHERAICISIT D MBS (FhNE R}
4) invitro MR FAEA ERE GENER)
5) AFORERBE FENEED
6) FUKDEBRER (tLNER
7) HEFERRAICBIT 5~ 2 T 0 23 B NG ED
8) invitro {GHEER (REPEEL
9) NITHEREREEEIZH 1 D M BERER (kLR
10) EHEAEREEE (T3 D M RERR R (RENEER))
11) K5HPRBE AT 5 Mo BE BT % B iEAR

(HEER

12) W EEARBR (ZAREH ) GENEE)
13) HEMHELERARR (SndtFr) GENEE)
14) EpREERRR (1177 310) GENEED
15) EMHEEARR (AFVY) GENEED
16) HEMAHEIERRE (WA =B Ey) GENEED
17) W EVERRR S 7o) GENEED
18) EBSIEFEF RS GENERD
19) [EBRIEF R MMk 538 (LR
20) ENENBEGHRER GENEED
21) FEHHEPABR (FENERD
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22) Franberg O, et al. : Psychopharmacology, 196 : 417, 2008

[X#kEERE - HAERSELEDLE K]
FEERICRHR OGN X F LTH FRICTHEKT
Wy,

Meiji Seika 7 7 V<t < T O MHEKE
T104-8002 HAUHR e X 7 UHG 2-4-16

7Y —X A%/ (0120) 093-396 ®E:F (03) 3273-3539
FAX (03) 3272-2438

BLER e T

Meiji Seika 7L HRA =t
FRBRRERME

2-4-16
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1.82%heE - R, A% - HE. FRLDFE () RUZFDHRERM
1.8.2.1 hEE - HEDE
WA IE

1.8.2.2 hEE - DR DEDFHRTEIRH
HARTEDBRE 2xtE L LI-LITFO 3 REBBRICE T A ERICHESE | AKIOBEE - SR A o0k
FRE L ROE LT,

1) [EBE LRSS MAHER OFE R (P06124 7R0ER)

APEREH OO RRIERE 2 HRIC, TR OEIMER NZEME 75 R LT 5

sk LA, HEA L, “EEMR, BEEME, 6 MO N FRER (EERILFERR : B, i@

EROEE) 2% Lz, $hEL27 7RG  CIF, 77888 . 78S 5mgl
H2REFRGEE (LT, 7&F B 5mgBID #) X372 10mgl H 2 [BlE FEG#
(LR, 727 B 10mgBID #) IZHEAEAIZEID 1372, BAEAEIHERE 532 4D 9 5,

530 443 1 [RILL_EDIRBRIEDO P 5-% %15 7= (All Subjects Treated 4£[41, DL, AST #£MH) , %

D 5 BN O RAER (Full Analysis Set 2£H1. LT, FAS M) 135254 Th -7,

HeRE R BF A5 C oD Positive and Negative Syndrome Scale (UL N, PANSS) AftAa 7 DR—2F
A IND DB EER 1.8.2-1IR T, Foka iR TD PANSS GEFA 3T D=2 T A )
5O ELEIX, 7&F ¥ 5mgBID #C-12.24, 10mg BID #C-14.17 2/~ L, L Hic7
7B ARBED-0.95 1Tk L THEEHFICH B Z% R~ L7 (p<0.0001) .

#F 1.8.2-1 PANSS Bt RO 7 DHRRFFMEFEA TOR—RXA T4 U DELLE (FAS £H)
(P06124 EtE&)

77 'R TEFE T

PR EE 5mg BID 10 mg BID
(N=174) (N=173) (N=178)

NR—=Z2F A 94.51 (1.31) 94.23 (1.37) 92.83 (1.31)

PANSS & it Ak -0.95 (1.53) -12.24 (1.55) -14.17 (1.50)
p fit - <0.0001 <0.0001

Source : P06124 CSR % 11.4-1, # 14.2-1

NR— 25 A ATEWNEY) . B EOEE T/ 5V GRS YEEE) 2R

A B TR S COR—RA T4 NS DELE] 257

pIEIX T 7 EAREEL DIl (ANCOVA) %R T

ANCOVA :PANSS 51 A 71 7 D IHEFHIIRE AT DR — R T A U 56 DAL &SROSR, #5-8E,

Ml 2 AR, XR—Z2F A D PANSS A et 2 a7 Z#WER LT 5T L& -
2) [EIBE I R Wik B 5B O fE H (P06125 7lbR)
SE1T9 % P06124 iR 2 45 T L 7o B RAE B 25, IR LB fHTick 578
> 5mg BID KT 10 mg BID O [EEH&H G#%IZ, 727 ¥ 5mgBID X% 10 mg BID d A%
HE®REG L L, EEMR., ZhsdtFE, Btk 558 (ERERRR : AR, @EEORE)
ELUTEM L, PO6124 R ZE T LI-#BRE D 5 B, 201 AN RBRIEOFR % 1 Rl BT
7= (ASTHMH) . 2055, AR OIS (FASEEH) X197 4 Th o7z,

~—
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FEEFHMIE B (X, PANSS A5t A 227 728 P06124 B~ — 2 F A WD 5 30%LL B L7 45k
FH R, NRIHAETOHIRM & L, Kaplan-Meier I TR L7z, ZRHA £ TOHIROH
Pl (HEEME) 1E, P06124 SBR CT & 2R G S TCWRE (LT, P06124 3Bk 7
U GREE) T177 B, P06124 B T T ARG SN TWRE (LT, P06124 iR~
EAREER) T357 HTho7-, PANSS it 2 a7 (CEXMEHIEAEZE) 3. P06124 3R T
I U ERE TR, P06124 ERN— 2 T A L 91.77+£1.39 7 & & FEAT I S T B
21.63+11.71 TH Y . P06125 kFRX— 2 T A o 68.37+1.48 7> & Ff& ATl 5 £ TOZ L &I
1.78+1.32 Th o7z, P06124 R 7 7 R GHETIL, P06124 FER~—R T A 1 92.93+2.28
DO B EEAEE S £ TOZ L EI%-18.3012.97 TH Y . P06125 RX— 2 F 1 o 73.14+2.67
D 6 BRI . TOZLEIT 1.50+2.21 TH o7z, Z DOFERIT. ARFN Ok G- 23 2tk
JEROUFBLHERFT D2 2R T LD LEEZ LN,
3) EANEMRGRBROKE (P06238 iXER)
P06124 75k M (N P06125 FABR TIXERERAN & U7o, FoEAH A RHIE, FURSHIR 3R 0 Z 510 H
o D WI L ER G IRIFREGUE, S E i E ORERE 2 i R K W& G35k & E N T ER L 72,
ETOPREIIF LT BT 5mgBID Z#5- L, 1 E (Week 1) @ kfeis & v | 10 mg BID
WCAERR] & U7, E7200EH (52 8 H) 2 U CROS K OB U HEDE TRl & LT,
157 478 1 [BIPL EOVEBRE D 5252 15 7= (AST 4£H1) , 2D 5 b A RhPEHE O %I 54 H (FAS
#£M) 121534 ThHoT=,

~

FEFMIER TH D PANSS At A a 7137 v VU EHRGIC L - TR U, &R S
TONR=ZTA b0 bR CEEEEERZE) 1L, 2K T-5.48+£1.08, FEM T-5.87+
1.37. ZHIPFH T-7.17+£2.36, ZE# 5 T-7.13+1.61, 1B T-4.46+2.89, &g C-5.14
+161l AR LTz, ZORRLY, TEF T, KB, ZAIOH. ZERS. IBFRESIEX
1% 65 UL LM G RIELE 2O 22 DWRELEFIZ BT AL RT LB bR,



TEFEUI LA VEIEETER 1.82 ke - R, Ak - AE. FALOIE () RUEORERN Page 3

1823 % - AENE

WH. RACIET T2 LC1ES5mg % 1 H 2EE FEGNOHEG5EZEET S, B, i
FAEZ1mE5mg & 1 H 2\, KeAEIZL1E10mg 2 1 H 2EETE I 528, Fifis, SERITE Ui
HIEWT 52 &,

1.8.2.4 A% - HEDEDERTEIRN
1.8.2.4.1 EMEIREIZDINT
1) FEMENRE RS D NFEOD 5%
A AN OFME AN OB E 2BV T, 7T e S OIRMENREIZ 213580 b7
Nl
2) By T iR 74 (positron emission tomography, LA T PET) BRICHES< &
PET &k (25510 3R, 25516 #llik KUY 041007 #ER) (W C, 7T FEUITHEKRFNZR R
NIV D, ZBREEREZRL HER : 01~48mg) . D, BIREHFRL 7 v M
R L OMBALRO BN, TR 48mg & 1 H 2 [AE FRGEFOHE%K) 3~6 i
D Dy EEFEITT79%TH Y, 5mg BID x5 TH A LMIAE DIRIEIZ T 2 BRIRAYA N ED IR T
XD, HEEENEOND T ERHRI N,

UbDZ &t EMBREFRIICIL, 7B B 13 5mg BID # 5 CEEIRFIANEN G LD &5
Zbid,

1.8.242 RS HABRBRICED(ER

ENANCER S =7 B B oM GRERIT, SEEENORA KRERE 2R E L7126
OB EM & (041022 RO A AIZEHE) ORBRTH Y | AR & b IR AEFHMmIF A T PANSS &
FATATOR=ZT A b OB EE FEFAEE & LT, IR et E LT Lz, &
DFERBRNEEGLT U7 Nextg & L= P06124 iABR Tix, 7 &7 £ 5mg BID #: &% 1 10 mg BID
WS 7 7 BRI U THEHPRIICHE B R0 R S, s E B 53R 0> 041023 35k %
V041004 FRBRTlX. 72 B2 5 mg BIDRECT T 7 B AREECKT L CHERHEMIICHE B BV R STz,

VL EDORERN G MR O G RIEEE ITx LTIL, 7 v 5mgBID 23, Bt H&ED
OfEFFHEL LTHEHUTHD LEZDBND,

1.8.2.43 REIBRSHBERICEDC(ER

EINACEli Sz 7 B B oRBGHERIT, FI7 &) 5mg BID X% 10 mg BID A
& THEM SNz,

HARANZGTT VT NER5E LTz P06125 55k O RS & O FEH5EIL, P06124 ikBR 77 R &5
T 15.18 mg/H ., P06124 iR 7 &) v 58T 1531 mg/H T&H V., 5mgBID #5-& 10 mg BID
BHITFEREICRIRI D Z RS ive, —J7, P06238 il Cix 11.36 mg/H T& v | 5mg BID 23
BIRENHBEM AL TV,

AR G- Tl R BB Ofkpe B (041512 38R & U 041513 3ER) DARFEH & D
PIEIE, 12.1~15.9 mg/H T, P06125 itk & [k & 5 2 Hivlz, FEVEEIR DS ESR A KIE RS &
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WGl U= BRClE 15.9 mg/H (25543 55k & O 25544 ikBR D GRS &1V 16.0mg/H  (A7501013
B KON A7501014 ABR O G RHER) TH Y, 5mg BID #5- & 10 mg BID # 5 1Z[RIFLEISERIR SN D
ZEBIRENT,

kB, A7 ERRE L B GHER (25517 3R & O 25520 B DA HAER) Tid.
13.4mg/H T, 5mgBID 234G SN EBRF DTG N LT 2 L 2R LTV D,

—J7. BB IEERBR (A7501012 #8BR) TI% 17.6 mg/H T, 10 mg BID 3% 5- S =g & 0 E& )
Zinol-Z L ERLTND,

LEDZ &, 7T FENIEIICOIE 21BN LIRSS TH, 5mg BID 2MESE X715 723,
JERZEACRORREIIS UC, 10mg BID S EE L 725 Z & bR S 7,
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1.8.25 Fix - A=ICEET AFERALDFENE

< ik - FEICBEES 5600 EoER > :
AFNOETEG 10 SINIKRZRT 52 & [NA AT A T8V T 4 PMETT D AREMERH 5] , |

1.8.2.6 A% - AEICEET 2ERALDEIEDEDHRTER

TG SNT=T 2 EATEIC ORI ORI SIS 728, fROKOFEE (25537 3Rlk) & B
DR (25545 5 BR) 12OW T, KRB Z £ LIRS L7z, 612, T FRESmELEZT v
BB OPERE TR SILTICBAIAEN THIBEICADL Z L #BE L, 78 B oRysEhigloxt
THREORELRF Lz (041029 iER) .

REFORER, B G- OBEIIE TGO 72 U EREEICIE & A EREE RIS RN L AVUR
Sz, 7BV UETEEH% 10 oK OBKIZSRY BB L 5.2 | &5 30 0%ICHOK L7t
BRE DT ZT B D Crax LT AUCqpq & LT, #5255 321K L 7o 8RO Crax XL T AUCq.04
X, NN 12% K N 10%, #5275 OOK Tl 21% K% N 19%IK< 72~ 72, —J7, T e &
510 5% OMOKITEYEEEICIE E A ERB Lo lz, TR I EUE FRSERNCEIEN & %2 E
THZEITEY, MRS (B5RT 10 KD G E5% 8 KfH]) S TICHATHRERE (AUC) 234
0% D 2 ERENTZ, £, TRFEUERER ARMICEEREZER LS TIR. BF
ZAREL U 72RO A PR E OIR T A3 H AL, BasSth: Ciit RS~ Ig#R & (AUC) 23 13%
W25 Eavraniz, EBRICLBEE (AUC) B o—RE LT, BFEREOFMEED
HIMZES 7' FEC D7 VT 7 AD EAREZ LT,

CLEBRENT B OIEYENREIZ G 2 25 2 IEEMOIX G D& LR L ZIE ERE <N
HLOD, ZOFREEBE LEGEZORBILET N7 vy On NEGRHGEY &5 270, £
D=, AIMER OV 2R LR RER Tk, BE R E%D < & 10 BTk R OVR
FOBRZRTHZ L L LT,

L7eBoT, 5% 10 0 F TOMBIFIEZX & THY . L - ARICEET HHE/H EoEEIC
[RBNOE TEE#% 10 SMIFREBEZRTHZ & (NA AT ATV T 4 PR T T 2R8NS
5], | ERETLHZEE L,
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1.827 ERALEDIE (R) RUZTDRERN
2!{%[ @3'5@111 ﬁ%ﬁ&@ﬁuuﬁnﬁ%ﬁoDﬁkfﬁ i&ﬁ

I, E¥EPET -2 — T (CCDS) MU DIRAT L

FEBHFL L, V94 4 H 25 HEEIFEEE 606 53w mRma, Tk 9 4F 4 A 25 H 32255 59 53

W5 R 2 AR @ e ONT R 9 4 4 A 25 H3EIEEE 607 538 R mEnic
MEoEE (8) e L,

HEPLL T, RO &9 ITfl

i EokE (R) AREARHL
(&®$% G Lanz L)
ﬂ)ﬁﬂ@% (2 LI BOE OBEEIE O & 5 A SAETRET — 228
WTAAN DB GIHED
IS 7R BUE SUS A3

EINTHWHIEND
FEL=,

(2) FHEREORE [FERELZELSELI2BThRH 5, ]

BIWER DY X7 % &/
23578, FEHIED
W SCEESBICRE
L7,

(3) 7V B — L ERFHERSE O XA RN A O HE
FRREIIHIER 2R SN 2B Z N1 H D, ]

CETICH D BE [T

BITER DY X7 % e/l
23578, FHED
W SCEESZITRE
L7,

@ 7 RLvF U rEEGThoRE [ THAEER) oEsR]

BITER DU R 7 % e/l
RIZTD7-0, FEIED
W SLEESZITRE
L7,

(&:@Eaﬁﬂ%
ENRBH D,

& (Child-Pugh 738 C) O & a3 [ HREN EART25 2
[ﬁ%% E] DIHZH) ]

A1 ] i PR SE PR R
(Nwmmﬁﬁwdb
W, HEDRFEEEE
%= (Child- Pugh/\*ﬁ
C) TIIirkRE L w & X
D ARH DR E S 5.5
EEL DT ENRE
NI DR E LT,

(LM EoiEE]

(1) HERE ROBFIITERIIKRGTHI L)
1) o0 - MAERE, B EE, KDEXITI 06 OBERDH % 8% [AHIO
BEIZLVMERETRHEOND LD D, ]

AENIT RLF VYoo
SZAREWER &2 £
Z L. FENAMERE
B ORI E D X |
HEHOIRM LEESE
IR E LT,

2) TADAZEDORMERE TN S OBEROH 5 BE [(AFIOBHIZXL Y
BB L IR TS BENLH D, ]

[ PN &1 i R e B et M
OSNETM G T — 12
HoOxE | BEOUT L
EEBEITRE LT,

3) NENROBAERE D H 5 B JeRME QT FERAEMRRF DA XL QT IR i
T ENMOEN TV D EAZHRETORE [AAOKRGIZLY QT RN H
LbPONLIBLTNNRD D, ]

PANES|Y RS

(A7501001) (28T,
AANL QT Mg izxf L
THEEEDEDIER % K&
B RN NN g Wil
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EH EOER () A E AR AL

¥, CCDS #&E|T7%
E L7z,

4) BREMOBERVCARSEZ AT 88 (AHlORGIZLY BREE. A
BAENB LN Z ERDH D, ]

CCDS [ UEFE DU
NEESEBIZREL
776

5) milind [ TmlE~0f&L) | [FEmEhiE] omESK]

PANES LY Sy

(A7501021) ZH\W\T
Al TR RE
&0 ARHF| DR )N 23
~52%mE < 72D T LS

IRENTZTZDRE L
776
6) HEEDOFHEREREE (Child-Pugh 23%E B) O H 5 HEFE [HFIRED EH5 2 | M E iR KRR

BENWBSHD, ( [EpBE] OHZM) ]

(25522 #BR) 2B\
T, ARAIZKHE (03
mg) 5 L7-Bic, h
LD EE

(Child-Pugh %34 B)

TIIIFSREIE R & LV
AFN DR DN 2.2 1%
BB ZENREN
TR E L,

7) BERIA XL OB D & 2 & & 2 WITHERIA OFHERE, & i, A
EORERFOMBRIKN A2 FT 588 [ THEELRERNEE] . TEXRZEIEN]
DB ]

NN

] PN A1 AR AR B i
OSNEM IR T — 12
HOE | BEOUMT L
EEBEITRE LT,

8) /S —F 1Y U UL L B — MEBERAINE D b 5 B [EMEIERERE (Syndrome
malin) 7% 2 0 RF < B, Eio, HEERSMNIEROB(ICMNZ T, $5EL, Bk
LAULDIRT, B % S (MR 2 EE OIER PRI 2 B2 5, ]

AANT K33 /R
HEWHER Z2F> 2 &)
5, BIEHDOY 27 %
B/NRICT D720,
FOWRMN CEESEI
BE LT,

(2 EELREANER

1) BE5H, BRER, BRI o QRHRRGERTE I 5D < &S E A
HbobHZENRDHDOT, BEOREAEREICHLE L, KL EERS S 5
NTGAITET 2%, EUIRLEZITH Z L,

AENIT RLvF VYo
AW E R & £
Z b - ENAMEEFR
AR OBARIZFE D X |
FIEDOIRMN LEESE
IR E LT,

2) AANDOFEAIZ LY | @ fbECRE R O EAL S B B bodv, BERIEES R T
R—=3 2 BERWEMERIECES Z L BRH L0 T, KAKREGRIZ, A, 2K,
IR, BRFEOEROFIUTTEE T D L & HIT, FRTHERIE X132 BT &
D WNEZ DERAF 2 A9 585 Tk, MEEORESFOBREZ 712175 2
&, [ MaEERE] | TERZEIEH] OBHSHR]

] PN A1 i AR AR5 i
OSMETIR%E T — 1
HOx | BEOUT L
EEBEITRE LT,

3) RIMBEN D LIV D Z L3 D DT, AAEG-HIL, Bk, BERE. Wit
IR, IR, EREEEOMMPHERICERT 2 & & bi2, MAEHEOREED
BBt Ty 28, [ TERZENEM] OEZMR]

A i R BB Al B ON
SMET RS T — 12
S& ., FHEORME
BHEITERE LT,

4) KFNOFEIZEE L. H O U LR 2) R )DRIWER N BT 25671 H 5
i, BAEROZOFRBEIC B L, mER (0¥, 28 LR,
BUURSE) | AR (B, BER, Wit IRk, BUR, EEHES) I

=] P4 il PR BB ke M
OSMERR 7 — 2 12
HoE, FEHOIRMIL
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R EDEER (%)

EEL. ZOXSIERND BONTEEIIT, ELICHRGEZTHIL, ERO
CREZTLLOEETLZ L, [ MEEERE) | TERZEEN OHZHE]

5) IR, EE - &H - REEFRAFOETHEZL2Z2L1HLDT, K
Al G- O BE X EBEOEGREAR T 4 ) MIROBECHEI TRV X
SEETDH L,

ES[a PN w70 - (
HoE, BEOUWRML
FEeBEBITHRE L,

6) AAIDFEEIZL Y | (KEOLH) BN, ) Z2RSTZENHDHDT, KAl
BHHIIHREOHE ZERRBIE L, AEOLHNRD bNIHEITIE, &
IS Ul R LEZITH T &,

[ N A i R R B A L
Hox | FEOWRM L
EEBEITHRE LT,

7) PO IRIC RN T, IEEARIE, FRARIARIE S5 O e ZEARIE D3 ST
DT, REPREE, RWIEVR, LW, BRI OERIN T 2 A9 5 B Ic &
HI2EaC3ERET 528, [ TEHRREWEH] OEHZMR]

BUWER DU R 7 %/
Rz 25728, HHIRD
W CEEZBEITHE
L7,

(3) HREIER
ARENIFFERDGHEESE CYPIA2 OEE CThH D, £, AHFIL CYP2D6 % %%
IZBRET 5,

FERE IR R K OV [E G
PR LB R BRI 2 D
. CCDS #& &%
E LT,

1) [(PrRZR] PFHLZ2WZ &)
K% EERGEAR - H5E A 1A W - falRA 1
7 RLFU T RLFUCoERAEH | T RLF U ZT KLY

RS, EE A mERE T &
BEZTZLnd D,

(RAIV) AEEE ) B RZBR ORI
ATHY . AAND o ZHEEK
EWHERIZ LY BB

WAER DB L 720 | 1L

ARHNT o 52 2B AHBEWE
MaEor-n, HED
W SCEESZITRE
L7,

LAREMED H 5.,

T ERI AR S LB,
2 [BrtHREER] WHHCEETH L)
SR 45 BRIk - FEE i HePF - fa R 1- .
FRRRERA | PRREPIRIER A 5% | AREO = o ofah | | AR
(SLEY— | OT, BT R PEET | R s A5, || BERDTD, O
W S ) 5oL, WA CEEZBEZICRIE
L a—L L7
FAIL FAS 2RIk
RS ORI | WA E 8T 5 = | AR FNS BN Z | | el & B,
ERBH D, ALTWAZ &, A HIEOWRMNCELESE
LEBERRIC SO TIE | | e L
P MBI B ATREMEDS &
60
AT a2 2 PR 1
e FEA IR AR 552 | AAD o ZRIEBIENIC | | faso7 . cCDS
b5, L0 BIERIOER AT | | R oSS oRM S E S

BEITRE LTz,

PRz E v Ht= Y AAERRN
< BB b AREMEN B
5,

o) AEM R s &
LBTNDRD D,

fia ) AEME
AL Sl

Bl v Hia U 1E
HMWE< H B sl
BEMER G ETE Rz
b, HEOBAMCEE
SEBITE LT,
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EHEOEE (%) X ERR AL
in vitro FRER TAAIX
CYP1A2 Z[H5E | AAKI0D i Hr i B 23 B N s OHEANL CYPIA2 % CYP1A2 1T L v Rt s
ERAE el L., fEfZHMT 8% | [HETHZ 0 bARF DN NLHZLENRENTEH
(ZVRXHI | Wb b, BIOBHE SN D FTREMED B 0. FETHMNE RS
) 2, B (041033 #BR) 12
BT CYP1A2 [
ThHhHr7NVRXY I
EARAFN 2R LT
W AHI o i 55 v g
NEATHZ ENFR
LN ORE LT,
in vitro 3R T < 1X H
RaxtF Kﬁ%ﬁﬁﬁ_/ﬁm%t?‘/NmétﬁﬁdiCYWDG % DBARAEL CYP2D6 D
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R&DRR INT00002643: Comparison of the human receptor binding properties of
4.2.1.1-01 asenapine with its enantiomers, n-desmethyl & n-oxide metabolites and seven -et al. (43U =) A4S o 2%
antipsychotic drugs (7 AU )
(FFLR)
42.11-02  [SDGRR 2420: CNS-pharmacological data I B || 5%
SDGRR 4393: Pharmacological data on Org 5222: Supplement to two previous 1oL
4.2.1.1-03 pharmacological basic data reports on Org 5222 (SDG Release Report Nos. 2420 ||| <t 2. 19I'I | [EPZ i | 55
and 2868) '
omy |75
4.2.1.1-04 R&DRR INT00013348: Effects in human receptor functional assays | EE! 20I'I RS, iz BAL
T )
RR 810-00111: Functional characterization of asenapine and its desmethyl I - : . — .
4.2.1.1-05 metabolite at the human 5-HT,g receptor using FLIPR al. 20." - (7A97) 57 gl
Psycho
4211-06 Asenapine, a novel psychopharmacologic agent: preclinical evidence for clinical [Franberg O et — Karolinska Institutet (% sk pharma »x
o effects in schizophrenia al. Jr—T ) cology -
2008
4211-07 RR 740-03738:_Funct|0nal charac_terlzatlon of asenapine (Qrg 5222) and its - et |20M Q- - (7 AU%) st — A
human metabolites at metabotropic glutamate receptors using FLIPR al. 20
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4211-08 R_lsperldone cornpgred with new and reference antipsychotic drugs: in vitro and in Schotte A et al. — Janssen Researj:h ] st pharma sz
vivo receptor binding Foundation (/L% —) cology
1996
RR 810-00187: In vivo D,/ and 5-HT,, receptor occupancy in rat brain: 20
4.2.1.1-09 comparison of asenapine, a novel psychopharmcacologic agent, with risperidone - etal. 20I'I - (7 A7) AN o B
and olanzapine '
R&DRR INT00096944: Electrophysiological characterisation of the effects at 5- 20} T | —
- 1 %
4.2.1.1-10 HT A, 5-HT,a, Aj-adrenergic and D, receptors in the rat brain - 201 F4) A 2%
R&DRR INT00004834: Acute and chronic effects of asenapine in rat brain - a 20Mm K- . —
- ] 23
421111 microdialysis study L ZOI.I (7 AU1) L s
R&DRR INT00004848: Autoradiographic evaluation of 3H-asenapine binding 20 i o
4.2.1.1-12 and the effect of acute asenapine administration on c-fos mRNA expression in rat || et 2! ZOI'L | (EERES) 5t 2E
brain '
R&DRR NL0050575: Additional behavioural pharmacology of Org 5222: _ -
4.2.1.1-13 supplement to pharmacological basic data reports (SDG Release Report Nos. stal il | [EEES) AN - FEAh
2420, 2868 and 4393) ' '
i RR 810-00054: Effects of the novel psychopharmacological agent asenapine on 20Mm K- . s — -
4.2.1.1-14 amphetamine-stimulated and spontaneous locomotor activity in the rat - etal. 201, - (7 A7) i} gl
4211-15 RR 810-00065: Effects of asenapine on the acoustic startle response and prepulse - otal gglr (7 Ak — BE

inhibition in apomorphine-treated rats
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R&DRR INT00094508: Report on the beneficial effect of asenapine on ol
42.1.1-16 attentional set-shifting in male lister hooded rats with lesions of the medial [ EED 20I'I TEDES mok | B
prefrontal cortex '
R&DRR INT00097295: Effects of asenapine on psychotomimetic-induced cued 200 K- . — .
42.1.1-17 reversal learning deficit in the rat - 20| (AFVR) S 25
R&DRR INT00006292: Effects of asenapine on cognitive function in a non- 200 . . — -
4.2.1.1-18 human primate model of cognitive dysfunction - 20I.I -(Y%HJ) i Hili
R&DRR INT00004830: Antidepressant-like effect of asenapine in a chronic mild 200 - N — .
421119 stress model of depression L 20I.I - (R=FF) et 55
R&DRR NL0017668: The behavioural effects of Org 5222 (i.m.) in cebus A~BH- 5 — N
4.2.1.1-20 nonhuman primates L e | | (7 AV7) Ll 55
i . . 208.- (AFV2R) v — =
421.1-21 R&DRR INT00003062: In Vivo (acute behavioural models) [ Ex 20l (7 2U%) s+ sl fifl
4211-22 SDGRR 2868: CNS-pharmacological data on the enantiomers and a metabolite of _et 198 1 -(ﬂ‘i‘/ﬁf‘) st — s
Org 5222 al. 19
R&DRR INT00003223: Determination of human receptor binding profile for _ et |200 B N . — -
2.1.1- - . A i At
4.2.1.1-23 asenapine and selected metabolites al. 20| -(/M;) ) ok Fil




5222 in conscious Wistar rats
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SDGRR 3695: The effects of Org 5222 and its demethyl derivative - G 1oL
4.2.1.3-01 in the isolated carotid sinus preparations of anaesthetised dogs, on KCl induced ||l et ! 19I'I G iz e
contractions of rabbit aorta and on guinea-pig ventricular papillary muscle '
SDGRR 4297: Comparative cardiovascular effects of Org 5222 and its metabolite -
4.2.1.3-02 H* in vivo (conscious dog and anaesthetised rat) and in vitro (isolated ([l et 1ol | [ERZe iz 2%
rabbit atrial and ventricular tissue). '
R&DRR NL0047838: Org 5222 - evaluation of effect on cardiac action potential 20Mm B - ; — =
.2.1.3- . . L . A b o
421303 in isolated canine Purkinje fibres. - etal 20I.I - (77%) o ¥
R&DRR NL0050226: G* - Evaluation of effect on cardiac action 20mm K- — ; — -
. . A e R
421304 potential in isolated canine Purkinje fibres. - etal 20I.I -(77/ ) Ll ¥
RR 745-04051: Safety pharmacology - in vitro hERG Patch Clamp Assay of 20
4.2.1.3-05 asenapine (Org 5222), G* (Desmethyl-Asenapine), and =0 |G ZOI'I' | [GEIED) woe | B
(Asenapine N*-Glucuronide) '
4.213-06 {SDGRR 2820: Effects on the gastro-intestinal system and local anaesthetic effects - AEA- - (452 5) sk — 5
in animals 19...
SDGRR 4705: Effects of Org 5222 and its demethyl metabolite ( G*) on BH- — . — .
4.2.1.3-07 sympathetic responses in the pithed rat - etal. 19... -(17/57) i} 5
4213-08 R&DRR NL0047654: A subcutaneous single dose respiratory study with Org - gglr -(75‘/1) st — SE A
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4.2.1.3-09 SDGRR 2749: The endocrinological profile of Org 5222 _ igl‘ -(7]‘3‘/57“) N o 5%
SDGRR 2750: Cardiovascular and haemodynamic effects of Org 5222 in cats, - et |199M Q- = ; — g
421310 |0 and dogs m ¥ | | [P W41 5%
SDGRR 4130: Comparative haemodynamics, electrocardiography, orthostatic - et |m-
4213-11 hypotension, and pharmacokinetics of oral and sublingual Org 5222 in the al 191 ) Iz 5%
conscious Beagle dog ' '
R&DRR INT00002533: A statistical analysis of a cardiovascular safety
i pharmacology study with male Beagle dogs to investigate the influence of BH- e 5 — 5
421312 asenapine on the QT interval corrected for changes in heart rate according to etal. 20... - (FA5) 7 25
Bazett, Fridericia and Van de Water
R&DRR NL0001234: Comparative hemodynamics, electrocardiography,
orthostatic hypotension, and pharmacokinetics of the Org 5222 enantiomers ANBH- — . — .
4.2.13-13 A* and B* in the conscious Beagle dog following oral and sublingual - etal. 19... -(ZL7/&) 7 5
single dose administration
SDGRR 3325: Cardiovascular effects of Org 5222 in the a-chloralose - e s , —
421314 | thetised dog - - =T | [EPZe AN =
SDGRR 3697: Cardiovascular effects of G* in the a-chloraloe - = . —
421315 | thetised dog [ ET ol | €z o %
R&DRR NL0013293: Validation of the liquid chromatographic/mass Rl T | — .
422101 q grap . 19Il @7 | -

spectrometric detection assay for the determination of Org 5222 in mouse plasma
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R&DRR INT00012139: Validation of an LC-MS assay for the determination of >oll _(j—*
4.22.1-02  [the asenapine (Org 5222) enantiomers A* and B* and the I 20I'I >73) Tk | T BAl
presence of the metabolite G* in mouse plasma '
R&DRR NL0012574: Validation of the liquid chromatographic/mass . — -
4.2.2.1-03 spectrometric detection assay for the determination of Org 5222 in rat plasma _ i} gl
R&DRR INT00031115: Validation of a method for the determination of e — -
4.2.2.1-04 asenapine and desmethylasenapine in rat EDTA plasma samples by LC-MS/MS - i At il
DM2004-005222-003: Assay characterization for asenapine (Org 5222) and the
4.2.2.1-05 N-desmethyl metabolite ( G*) using HPLC with MS/MS detection in rat | [ <t 2. mo | 55
plasma and cross characterization in rat brain homogenate
R&DRR INT00010458: Validation of an LC-MS assay for the determination of
4.2.2.1-06 the asenapine (Org 5222) enantiomers A* and B* and the I mo | B
presence of the metabolite G* in rat plasma
SDGRR 4345: Validation of a gaschromatographic assay with nitrogen- e — -
4.2.2.1:07 phosphorous detection for the determination of Org 5222 in rabbit plasma -Et al. i At il
R&DRR INT00010120: Validation of an LC-MS assay for the determination of
4.2.2.1-08 the asenapine (Org 5222) enantiomers A* and B* and the I mo | B
presence of the metabolite G* in rabbit plasma
et g . " HE — o }
4221.09 SDGRR 3258: Validation of the gas chromatographic assay for the determination REf _(z“7/ o -

of Org 5222 in dog plasma
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R&DRR NL0012926: Re-Validation of the GC-NPD assay for the determination 198 B- . — -
4.2.2.1-10 of Org 5222 in dog plasma ____Lgl 19I.I (RA) Wt i
R&DRR NL0049991: A validation of the liquid chromatography tandem mass
ot ooy oL (| | |
4221-11 spectrometry assay for the determination of Org 5222 and its metabolite - 20 2) EZAS Al
G in dog plasma. '
R&DRR INT00013967: Validation of an Ic-ms assay for the determination of the 20 i _ (oF
4.2.2.1-12 asenapine (Org 5222) enantiomers A* and B* and the presence of ||| | | | ' — T | APl
) . 20 )
the metabolites G, J and I* in dog plasma
DM2004-005222-001: Assay characterization for asenapine (Org-5222) and the R -
4.2.2.1-13 N-desmethyl metabolite ( G*) using HPLC with MS/MS detection in [ ER 200l B )| s | 55
monkey plasma '
DM2005-005222-006: Assay characterization for asenapine (org-5222) and the n- T -
- i i i ioni 1 ¥ - %
4.2.2.1-14 desmethyl metabolite ( G*) using HPLC with MS/MS detection in monkey | [ et 2. 200l )| s 55
plasma (0.05 ng/mL — 25 ng/mL)
R&DRR INT00008175: Comparison of the kinetic profile of the individual
4.2.2.2-01 enantiomers of Org 5222 (asenapine) after single subcutaneous dosing in female AN o R
CD-1 mice
R&DRR NL0057933: An intravenous single dose and multiple dose toxicokinetic e — .
4.2.2.2:02 study with asenapine (Org 5222) in male and female Sprague Dawley rats 5 ¥l
4.2.22-03 R&DRR INT00039620: An intravenous single dose and multiple dose sash — SEAl

toxicokinetic study with asenapine (Org 5222) in female Sprague Dawley rats
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DM2006-005222-012: Pharmacokinetics of 11-hydroxyasenapine sulfate ( -
4.2.2.2-04 }) in Sprague Dawley rats following an intravenous administration at 0.5 - etal. 20.. _(7’)‘977) st o 2E
mg/kg '
R&DRR INT00005908: Comparison of the kinetic profile of the individual 20 i _(2"
4.2.2.2-05 enantiomers of Org 5222 (asenapine) after single, subcutaneous dosing in male _ 2Ol'r ) 7| s o APl
and female Wistar rats '
R&DRR INT00005022: Comparison of the kinetic profile of the individual 20 i _ o+
4.2.2.2-06 enantiomers of Org 5222 (asenapine) after single, intravenous dosing in female ||| ' n— 2w | AL
. 20| )
NZW rabbits
(7
R&DRR NL0057840: A sublingual toxicokinetic study with asenapine (Org 20l (7R . — -
4.2.2.2:07 5222) in female Beagle dogs _ 20, 17} ¥l
(ATH)
R&DRR INT00004015: Comparison of the kinetic profile of the individual ol _ (43
4.2.2.2-08 enantiomers of Org 5222 (asenapine) after single, intravenous dosing in male and _ 20'-' o) 7| s o AP Al
female Beagle dogs '
DM2004-005222-002: Pharmacokinetics of asenapine (Org 5222) and the N- R -
4.2.2.2-09 desmethyl metabolite ( G*) in male and female Cynomolgus monkeys - 20l B )| s B BE
following single subcutaneous administration '
DM2005-005222-005: Pharmacokinetics of asenapine (Org 5222) and the N- R -
4.2.2.2-10 desmethyl metabolite ( G*) in male Vervet monkeys following [ ER 20l B )| s - zE
subcutaneous administration of asenapine '
492301 SDGRR 2933: Whole body autoradiography of male and female rats treated with - igll _(ﬁ?/ i | -

a single oral dose of [*H]-Org 5222
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SDGRR 3218: Bioanalysis of : 1. plasma concentrations and brain concentrations
of Org 5222 and its N(2)-demethy! ( G*) and N(2)-oxide metabolites in
\E - P
4.2.2.3-02 rats treated with a single oral dose of Org 5222; 2. plasma concentrations and al_ o Eﬁl m_(zl‘7/ A4S zE
brain concentrations of G* in rats treated with a single oral dose of ' '
G*
DM2004-005222-004: In vivo brain penetration study of asenapine (Org 5222) R -
4.22.3-03  |and N-desmethyl asenapine ( G*) in Sprague Dawley rats following [ ER 200l B )| s | 55
subcutaneous administration at 1 mg/kg '
R&DRR NL0052811: An excretion balance and metabolite profiling study >ollI _(2"
4.2.2.3-04 including tissue distribution after a sublingual dose of Org 5222 to male and F 20"' 27 7| s o A
female Beagle dogs '
DM2005-005222-011: In vivo brain penetration study of asenapine (Org 5222) -
4.22.3-05  |and N-desmethyl asenapine ( G*) in Vervet monkeys following ] 20l B )| s | 55
subcutaneous administration at 50, 100 and 150 pg/kg '
SDGRR 2972: In vitro binding of [3H]-Org 5222 to male rat, dog and human _.
4.2.2.3-06 plasma proteins and in vivo plasma protein binding of radioactivity after a single - etal. igll &\‘)_(7*]_7/ HEsh — B
oral dose of [3H]-Org 5222 to male rats '
R&DRR NL0029221: In vitro binding of Org 5222 to mouse and rabbit plasma 200 - N — -
4.2.2.3-07 proteins 2ol =20 sk il
DM2005-005222-007: Plasma protein binding of asenapine (Org 5222) and N- R -
4.2.2.3-08 desmethyl asenapine ( G*) in human, rat, dog, monkey, rabbit, and mouse |||t 2. 20l B )| s | 55
plasma, human al-acid glycoprotein and human serum albumin '
i e R i . . B
4.2.2.3-00 DM2006-005222-015: Plasma protein binding of 11-hydroxyasenapine sulfate T Bt A~ B )| s P

( J* ) in human, rat and rabbit plasma

v | |
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4.2.23-10 R&[_)RR NL0029630: An in vitro binding study with Org 5222 by mouse, rat, _(z‘7/ st — ST T
rabbit , dog and human erythrocytes )
R&DRR INT00002409: [**C]-asenapine: a placental transfer and milk secretion o
422311 study after intravenous administration of [-*C]-asenapine (Org 5222) to Sprague N CEIR) e il
Dawley rats
R&DRR INT00001997: [**C]-asenapine: a placental transfer study in pregnant o
4.2.2.3-12 New Zealand White rabbits after intravenous administration of [**C]-asenapine N C12eY ) Iz FEAT
(Org 5222)
SDGRR 2874: In vitro metabolism of Org 5222 by rat, dog and human hepatic B - _(ﬁ?‘/ . — .
422313 | [ Ezl ofil P S B
R&DRR INT00003054: An in vitro metabolism study with asenapine (Org 5222) _ 7 | . — =5
4.2.23-14 by male mouse, rat, rabbit, dog, and human liver microsomes V) st ¥
4.2.2.3-15 SDGRR 5067: In vitro metabolism of Org 5222 by rat and human hepatocytes - et m_(j_7/ s+ B 2%
al.
R&DRR NL0060905: An in vitro metabolism study with asenapine (Org 5222) _ 7 | — =5
4.2.23-16 by male mouse, rat, dog and human and female rabbit hepatocytes ) 5 ¥l
NMR and MS: |
4.2.24-01 R&DRR INTOOO(_)8145: Isolation and identification of metabolites of asenapine 20 K- - . st — =P
(Org 5222) in various types of samples 20p.. Other:
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asenapine in healthy volunteers (additional to clinical trial protocol 25532)
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4.2.2.4-02 SDGRR 2355: The biotransformation of Org 5222 in Wistar rats ‘ et Eﬁl F e P
al. '
R&DRR INT00003103: An excretion balance and metabolite profiling study after ol _(Z‘*
4.2.2.5-01 a single subcutaneous dose of asenapine (Org 5222) to male and female CD-1 F 20I'I ) 7 T4 o A
mice '
DM2006-005222-014: Mass balance, excretion, and identification of metabolites B
- inei i i i 1 1 ¥ o =
4.2.2.5-02 of as_er_1ap|n_e in ur|r114e, feces, b_lle, and plasma in rats after subcutaneous - et al. 20._. _ (TAV) | st 5
administration of [*"C]asenapine
422503 R&DRR INT00006333: An excretion balance and metabolite profiling study after 2001 (T o | — -
o an intravenous dose of asenapine (Org 5222) to male and female NZW rabbits 20p.. V) !
R&DRR NL0052811: An excretion balance and metabolite profiling study >0l _(2"
4.2.2.5-04 including tissue distribution after a sublingual dose of Org 5222 to male and F 20"' o%) 7| s o G
female Beagle dogs '
492505 S.DGRR 3214: Excrestlon and metabolic profiles after a single intravenous or e a 1 B _ (F5 wn | — i
single oral dose of [*H]-Org 5222 to male and female Beagle dogs etal. 198 %)
429506 R&DRR NL0053297: An excretion balance and metabolite profiling study after a 200N T o | — -
o single intravenous dose of Org 5222 to male and female Beagle dogs 20p.. V) !
NMR and MS: |
. g . - 14 _ 20 | B . o B
422507 R&DRR INT00003211: Profiling of a metabolism study with ["C]-labelled F 20II - YAt S
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4.2.2.6-01 R&DRR NL0017615: An induction of cytochrome P450 with Org 5222 in rats etal 19I.L D% s il
4.2.3.1-01 SDGRR 2723: An acute oral toxicity study with Org 5222 in Wistar rats H igll | €z mok | 2%

. . . . 198 - - ; — =
4.2.3.1-02 SDGRR 3005: An oral single dose toxicity study with Org 5222 in rats al_ “ 13" - (7T A) st A Al
4.2.3.1-03 SDGRR 3006: An intravenous single dose toxicity study with Org 5222 in rats al_ © igl‘ [ [P mok | A
4.2.3.1-04 SDGRR 3002: An oral single dose toxicity study with Org 5222 in Beagle dogs etal_ igll | [P iz N AEAT
423201  [SDGRR 2940: 4-Week oral pilot toxicity study with Org 5222 in NMRI mice |||l <t 2 igl‘ G 2 5%

: -pi ici i 222 i 198 - — 2 ; —
4.2.3.2-02 SDGRR 7013: Subcutaneous pre-pilot oncogenicity study with Org 5222 in 9 -(j—7y&) st s
mouse etal. |19|4
SDGRR 7026: A 13-week s.c. toxicity and toxicokinetic study with Org 5222 in - e e —
- N 1 %
4232:03  |2n7 o etal. |5l | [P 24 #
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R&DRR NL0017870: Org 5222: 13 week subcutaneous administration range- 198 - —. . — =
2.3.2- - . A b i
423.2:04 finding study in the mouse L 20I.I I 7> W AHif
4.2.3.2-05 SDGRR 2724: A two-week oral toxicity study with Org 5222 in Wistar rats ot al igll G ) s | 55
4.2.3.2-06 SDGRR 2664: A four-week toxicity study with Org 5222 in Wistar rats using the _ 198 - -(j—ﬁ‘/ﬁ‘) Sidh — -
oral route 198
423207  [SDGRR 7014: Subcutaneous pre-pilot oncogenicity study with Org 5222 in rat mal igll G ) 2 5%
423208  |SDGRR 2320: A thirteen-week oral toxicity study with Org 5222 in Wistar rats al_ © igll G ) 2 AT
423209  [SDGRR 3210: A fifty-two week oral toxicity study with Org 5222 in Wistar rats etal_ igll B ) 2 AT
SDGRR 2979: A toxicokinetic study on Org 5222 and its N(2)-demethyl and -
4.2.3.2-10 N(2)-oxide metabolites after single intravenous administration, single oral - etal. 19.. -(ﬂ‘?‘/ﬁ‘) A o e
administration and multiple oral administration to Wistar rats '
423911 \S/\Izgaerjaz)ZS: A 13-week s.c. toxicity and toxicokinetic study with Org 5222 in | igll ) wn | "
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4232-12 fl'«;f;lijnlzztll\jldl;oi()nlzh8e7r7;t0rg 5222: 13 week subcutaneous administration range- - ;gll - (752 %) st — ST (T
423.2-13 rSa[t)SGRR 2798: A two-week intravenous toxicity study with Org 5222 in Wistar F et iglr o) o — AT
423914 S(E;ERR 2502: An oral maximum tolerated dose study with Org 5222 in Beagle - igll o) wn | — B
123915 tsh[geog?r(zjﬁfesz A four-week toxicity study with Org 5222 in Beagle dogs using eta|— igll S o | — s
raszis SOOI ol sttvg e o €0 lovatyoto g, (S o | | |
4232-17  |SDGRR 2285: A thirteen-week oral toxicity study with Org 5222 in Beagle dogs al_ et iglr | [P W | AT
4232-18  |SDGRR 3209: A fifty-two week oral toxicity study with Org 5222 in Beagle dogs al_ et igll G ) iz G20
4.23.2-19 IS\JI(DZG)-F;; gg ﬁet':bgﬁfsozfltr]eit:;;s )lln(t)rr.]';l\?err?oiiii ;Tgugtsra,:(ozn) iuer?;féhgr;?nd [ EED Iﬁl F A7 | — -

administration and multiple oral administration of Org 5222 to Beagle dogs
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4.2.3.2-20 :cI)DgC;RR 2799: A two-week intravenous toxicity study with Org 5222 in Beagle a|_ et iglr -(j—ﬁy&*‘) Sish — AT
SDGRR 4417: A 13-week, repeated dose, intravenous toxicity study including 198§ e e o — .
423221 toxicokinetics with Org 5222 in Beagle dogs - etal. 198 -(ZL7/&) i ¥l
R&DRR NL0012511: A 39-week, intravenous toxicity and toxicokinetic study _ et (198§ -\ . — =
- X Y B4
4.2.3.2:22 with Org 5222 in Beagle dogs al. 19 - &72) 5 ¥
SDGRR 3290: Extended investigation of liver histopathology in Beagle dogs 19 - N e — -
4.23.2-23 following oral treatment with Org 5222 for 1, 2, 4, 13 and 52 weeks - 19 - F75) 5t i
4233101 EE)SRR 2283: A Salmonella microsome mutagenicity test (Ames test) with Org _ igll -(j—ﬁ‘/ff‘) st — STl
SDGRR 5097: A mammalian/micrsome mutagenicity test (Ames test) with Org _ N ] — -
4.2.3.3.1:02 5222 in Salmonella typhimurium and Escherichia coli etal. 19." - A7) st ¥
4.2.3.3.1-03 [SDGRR 2963: Reverse mutation test in Escherichia coli of Org 5222 e igll iz A
(A2V7)
SDGRR 4361: A gene mutation test in mouse lymphoma L5178y TK +/- cells in _ 198 1 o ; — -
- X Y =2\
4233.1-04 vitro with Org 5222 etal. 19 - (AFV2) ot i
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4233105 SI?GRR 2317: A sister chromatid exchange test in rabbit lymphocytes in vitro _ 198 - - (A5 5) Sish — AT
with Org 5222 19
SDGRR 4413: A chromosome aberration test in peripheral human lymphocytes in _ 19 1 . e — =
- X Y A
4233106 |0 " Ong 5222 pren) o | CERES st R AT
42332-01 [SDGRR 2323: A micronucleus test in rats with Org 5222 al— © igll | Pz W | G2l
R&DRR INT0050405: Org 5222 104 week subcutaneous administration 20 B o e — -
- X Y B
4.234.1-01 oncogenicity study in the mouse - 20'.‘ - (AFV2) 5t i
R&DRR INT00090305: Org 5222: Additional histopathology evaluation of 20K o . — -
- X Y XA
4.234.1-02 tissues taken on Covance study 0082/075 - 201 - (AFV2) W i
R&DRR INT00039803: Org 5222: 104 week subcutaneous administration 20 B 0 . — -
- X Y =2\
4.2:3.4.1-03 oncogenixity study with Org 5222 in the rat - 20I.I - (AFV2) st i
R&DRR INT00090308: Org 5222: Additional histopathology evaluation of 20 K- o . — -
- X Y ﬁ\/
4.23.4.1-04 tissues taken on Covance study 0082/074 - 201 - (AFV2) ot ¥
42351-01 [SDGRR 2315: A pilot fertility study with Org 5222 in male and female rats [ igll | [P W | BE
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SDGRR 3115: An oral fertility and general reproductive (Segment I) study with 198 - . — -
4.2.35.1-02 Org 5222 in rats administered twice daily - etal. 198 17} ¥l
(AAA)
4.2.35.2-01 [SDGRR 2316: A pilot embryotoxicity study with Org 5222 in rats | EE igl‘ | €z mo | 2%
4.2.35.2-02 [SDGRR 2328: A pilot embryotoxicity study with Org 5222 in Dutch rabbits | EE igll | Pz mo | 2%
4235903 tSh[;(rSaFt%R 2961: Embryotoxicity study (including teratogenicity) with Org 5222 in - igl‘ yash — SEAl
(AAA)
R&DRR INT00002826: An intravenous embryo-fetal development study with 20 K- . — -
4.2.3.52-04 asenapine in Sprague Dawley rats _ 20 17+ ¥
(AAR)
SDGRR 2914: An oral embryotoxicity study with Org 5222 in rabbits 190 - . — -
42352:05 administered twice daily - etal. 19 ot RHf
(AA1A)
SDGRR 4428: A parenterel embryotoxicity study, including toxicokinetics, with _ et |19 M- - ; — -
- X Y ﬁ\/
4.2:35.2:06 Org 5222 in the rabbit al. 198 - F72) ot ¥
42353-01 [SDGRR 4299: A pilot segment 11 study (including fostering) with Org 5222 ([l et 2. igll | [EPZe iz 5
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R&DRR NL0012545: An intravenous pilot segment I11 study with Org 5222 in _ 190 - N . 5
4235302 | o e Dawley rats o | [CPZe WS Bk
R&DRR NL0048584: A second intravenous pilot pre- and postnatal development 20 K- N e 5
4.2:353-03 study with Org 5222 in Sprague Dawley rats _ 2018 -(7‘]—7/&) W .l
R&DRR NL0052638: An intravenous pre- and postnatal development study with 20 K- e -
4.2.3.53-04 Org 5222 (asenapine) in Sprague Dawley rats _ 20 4 aF il
(AL A)
R&DRR INT00000051: A second modified intravenous pre- and postnatal 20 K- . -
4.2:353-05 development study with asenapine in Sprague Dawley rats _ 20I.I Wt i
(AL A)
R&DRR INT00018058: Dose range finding toxicity study in the juvenile rat by _ 20 K- 0 . -
- X v ﬁ\/
4.2:354-01 subcutaneous administration 201 _ X2 | e ¥
R&DRR INT00020003: A subcutaneous single dose and multiple dose kinetic 20 K- 0 . -
- X Y ﬁ\/
4.2.3.5.4-02 study with Org 5222 in juvenile Sprague Dawley rats _ 20I.L _(4):\:) ) o ¥
R&DRR INT00033485: Org 5222 toxicity study in the juvenile rat by _ 20mm K- 0 . =
- X Y El\/
4.2:354-03 subcutaneous administration 2018 _(43?) )| ¥
4236-01 SDGRR 4452: A study of local tolerance after repeated sublingual administration - igll - (752 2) st Tl

of Org 5222 in Beagle dogs
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R&DRR NL0052735: A seven days sublingual local tolerance study with Org 20 .- e s — -
4.2.3.6-02 5222 in female Beagle dogs _ 20, - A7) 17} ¥l
SDGRR 3292: Assessment of the antigenicity of Org 5222 after oral and _ 1oy 0 e — -

- X Y A
4.2.3.7.1-01 subcutaneous administration to the Guinea-pig etal. 198 _ (AxY2) i ¥l
4937601 R&DRR NL0056094: An intravenous two-week toxicity study with A*in _ 200 8- -(j—ﬁ‘/&“) didh — i

Wistar rats 20
) _ N . . <HH- . . —
4237 6-02 79R 01139: A Salmonella/mammalian-microsome mutagenicity test (Ames test) _ A~ -(j—ﬁ‘/&‘) sk BE
with A 19.-.
80R-00172: An additional salmonella/mammalian-microsome mutagenicity test _et IA- = ; —
423.7.6:03 (Ames test) with A al. 19... -(jﬁ %) 1ot =
SDG NL0005854: A mammalian/microsome mutagenicity test (Ames test) with _ 198 1 N . — -
4.2.3.1.6-04 A* in Salmonella typhimurium and Escherichia coli etal. 19 - A7) st ¥
R&DRR NL0053577: Evaluation of the ability of A* to induce 20 i o
4.2.3.7.6-05 |chromosome aberrations in cultured peripheral human lymphocytes (with repeat ||| |Gz 20"' | [EeRZe tZas A
experiment) ’
) _ - . . g , AL ‘ ‘ o
4237 6-06 gfj r%t?é)l. A four weeks toxicity study with B* in Wistar rats using the -et al. H -(7}_5\/9) Widh Bz

e | |
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4.23.76-07 83R-00086: A four weeks toxicity study with B* in Beagle dogs using the -et a. A~ HH - (F522) WS Bz
oral route it | |
X : ian-mi ici Ni;E . . _
4237608 |OR00021:A Salmonella/mammalian-microsome mutagenicity test (Ames test) I ANBH ) sash s
with B* 1*.
X : ian-mi iCi Ni;E . . _
4.23.7.6-09 79R 01140: A Salmonella/mammalian-microsome mutagenicity test (Ames test) _ A~ - (F52 %) Ty BE
with B* 1*.
. SDG NL0006414: A mammalian/microsome mutagenicity test (Ames test) with _ 108 i N . — -
4237610 B* in Salmonella typhimurium and Escherichia coli et al. 199, -(j‘7/&) st ¥
R&DRR NL0052683: Evaluation of the mutagenic activity of B* inthe 5 i
4.23.7.6-11  [salmonellatyphimurium reverse mutation assay and the escherichia coli reverse F zmr | [EPZe mok | AL
mutation assay (with independent repeat) |
. 82R-01562: Report on a gene (HGPRT) mutation test in mammalian cells (CHO) _ et [~HA- = . — .
4237612 | " U - o T | [ESZe WS Bk
R&DRR NL0053636: Evaluation of the mutagenic activity of B* inanin 5 i
423.7.6-13 |vitro mammalian cell gene mutation test with 15178y lymphoma cells (with F zmr B ) mok | AL
independent repesat) |
\E - > S, —
42376-14 |79R-01058: Micronucleus test with B* inrats I v | [ERZe HIZAN =

1ol
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4.2.3.7.6-15  [80R-00224: Pilot embryotoxicity study with B* and k* in rabbits ||l et TQi. | [EPZe s+ 2 =
R&DRR INT00009333: D*: reverse mutation in five histidine-requiring 20 K- o e — -
- X v =\
4.2:3.76-16 strains of Salmonella typhimurium - 20I.I -(4’%) ) 5t i
R&DRR INT00010354: D*: a chromosome aberration test in cultured 20 K- . e — -
- X v =\
4.23.1.6-17 human peripheral blood lymphocytes _ 20I.I - (AFD2) 5t i
R&DRR INT00022602: D*: detection of DNA damage in liver, stomach 200 B . . — -
- X v =\
4.23.76-18 and duodenum of treated rats using the Comet assay - 20I.L -(4%) ) W i
: *: i i ii 200 B . . — =
4237 6-19 R&DRR INT00012699 D*: Induction of micronuclei in the bone marrow - 0 -(/K#UX) st =
of treated rats 20|
R&DRR INT00009335: E* : reverse mutation in five histidine-requiring 200 B 0 . — -
- X v ﬁ\/
4.2:3.1.6-20 strains of salmonella typhimurium - 2OI.I - (AFV2) L ¥
R&DRR INT00010385: E* : a chromosome aberration test in cultured 20 B o . — -
- X v EI\/
4.23.76-21 human peripheral blood lymphocytes _ 2OI.I -(/M;) ) ot ¥
: * i inli h 20 K- . . — -
4237 6-22 R&DRR INT00022157 E* : detection of dna damage in liver, stomac - 28" - (4 2) st 5 i

and duodenum of treated rats using the comet assay
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R&DRR INT00021012: E* : induction of micronuclei in the bone marrow 200 B- R ; — -
42317623 |-l ZOIL | [CEPES) WA F it

04230: Determination of phototoxic potential of asenapine in the 3T3 neutral red

4.2.3.7.7-01 uptake (NRU) phototoxicity assay

20 K- - ; —
B wmoo | 5%

R&DRR INT00040168: Org 5222: 4-week investigative toxicity study in the rat

NN
o O
.
I

4.2.3.7.7-02  |to assess prolactin levels and locomotor activity using risperidone ([ D s B | s | B
comparator
R&DRR INT00060363: Asenapine: 4-week investigative toxicity study in the rat 200 K- 0 . — =
4.2.3.1.1-03 to assess prolactin levels using risperidone (_) as comparator 200 _(4)3?) ) st Al
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4301 The importance of 5-HT1A receptor agonism in Newman- . o __|Curr Opin Investig Drugs »x
' antipsychotic drug action: Rationale and perspectives. Tancredi A 2010;11 (7):802-12. -
Serotonin 5-HT2C receptors as a target for the treatment
4.3-02 of depressive and anxious states: focus on novel Millan MJ — — — [Therapie 2006; 60: 441-60. 55
therapeutic strategies.
43-03 Ser_otonergl_c mechanisms as targets for existing and novel Meltzer HY o - - Han.db Exp Pharmacol. 2012; sz
antipsychotics. 212:87-124.
4.3-04 Nizatidine for prevention of weight gain with olanzapine: |Cavazzoni P et o o __ |Eur Neuropsychopharmacol. s
' a double-blind placebo-controlled trial. al. 2003; 13:81-5. -
Research on adverse drug events. . Muscarinic M3 Silvestre JS et Methods Find Exp Clin
4.3-05 receptor binding affinity could predict the risk of al — — —  [Pharmacol. 2005; 27 (5):289- 5
antipsychotics to induce type2 diabetes. ' 304
4.3-06 Historical control data on prenatal developmental toxicity Ema M et al. o o __|Congenit Anom. »x

studies in rabbits.

2012;52(3):155-61.
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25533 : An absolute bioavailability study with sublingually and intravenously 200 - . . B 5
53.1.1-01 administered asenapine in healthy male subjects Organon 20, A7 F 7 (e
041036 : A single dose two-way crossover study to assess the absolute 200 - . R B N
53.1.1-02 bioavailability of sublingually administered asenapine in healthy male subjects Organon 20p.. A7 F 17} (e
25537 : An open label, randomized, relative bioavailability trial in healthy 20 i
5.3.1.1-03 volunteers to study the effect of water administration at different time points after [Organon 20"' KA o — B
dosing on the pharmacokinetics of sublingually administered asenapine ’
041029 : An open-label, randomized, 3 way cross-over study to investigate the 20 i
5.3.1.1-04 effect of food on the pharmacokinetics of single sublingual doses of 5 mg Organon 20"' L F— AN - ]
asenapine in healthy male subjects ’
25545 : An open label, randomized, two-way cross-over, bioequivalence trial in 20 i
5.3.1.1-05 healthy, smoking volunteers to assess the effect of smoking during sublingual Organon 20I'I AL — AN - e
asenapine dosing on the absorption of asenapine '
25506 : An open, pilot, pharmacokinetic study concerning the intravenous
administration of Org 5222 at four different doses each dose administered to two
5.3.1.1-06 healthy male volunteers followed by a pilot bioavailability study of oral 30 mg  |Organon 19... A XU R AN - 5%
Org 5222 in the two healthy volunteers receiving the highest tolerated intraveous
dose
531107 R&DRR INT00035825: PK evaluation of data from trials 041036 and 25506 to Organon Completed |NA st _ »x

estimate absolute bioavailability of asenapine
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041009 : A single center, 2-way crossover relative bioavailability and safety 20 i
5.3.1.2-01 study with differing formulated tablets of sublingually administered Org 5222 in [Organon 20I'I TAUA AN 2%
subjects with schizophrenia or schizoaffective disorder '
25512 : Phase I, 3-way cross-over bioequivalence study with sublingually, 19 i
5.3.1.2-02 supralingually and buccally administered 200 ug Org 5222 in healthy male Organon 19I'I A XY R AN zE
volunteers '
041014 : A single-center, open-label, 2-way crossover relative bioavailability
and safety trial with two differing strength tablets (3 x 5 mg vs. 1 x 15 mg) of 20 - . R N
53.1.2:03 sublingually administered Org 5222 in subjects with schizophrenia or Organon 200 TAVE =g (e
schizoaffective disorder
AT7501015 : A Bioequivalence Study of Sublingual Asenapine Tablets (5 mg) in - 20m - . s .
53.1.2:04 Healthy Volunteers Organon 20, TAVE 7 (e
A7501016 : A phase 1, open label, single-dose, bioequivalence study of the - 20 i
5.3.1.2-05 of [ and [ 2scrapine tablets (5mg) in ’ ' TAUH EZAs %5
Organon 200
healthy volunteers
041030 : A single dose, open label, randomized, three period, three-way cross- 20 i
5.3.1.2-06 over bioequivalence study with sublingually, supralingually and bucally Organon 20I'I AL — AN 2%
administered asenapine in healthy male subjects '
SDGRR 3569: Validation of the gas chromatographic mass spectrometric assay 19I.h ;
5.3.1.4-01 I . i T HEZAS 2%
for the determination of Org 5222 in human plasma (Organon) 198 (A7 %)
SDGRR 3570: Validation of the gas chromatographic assay for the determination 190 - N .
53.1.4-02 of G* in human plasma it 198 (FZ %) 7 Z5
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£ 31403 R&DRR NL0012937: Method transfer validation of the GC-MS assay for the |||l 2 | +~9- ] yash _ Bk
R determinaiton of Org 5222 in human plasma (Organon) 19..' (F1>) =
531404 |R&PRRNL0039449: Re-validation of the GC-MS assay for the determination B 200 [ o | sz
o of Org 5222 in human plasma (Organon) 20/ (F1>) =
531405 |R&DRRNLO054255: Validation of the LC-MS-MS assay for the determination B 2001 (T o | sz
B of asenapine (Org 5222), G* and C* in human plasma (Organon) 201, (kA1) =
R&DRR NL0058575: Re-validation of the LC-MS-MS assay for the
5.3.1.4-06 determination of Asenapine (Org 5222), G* and C* in human mﬂﬂ ggll F aZAS - ]
plasma g '
531407 |R&DRRNL0046846: Cross-validation of the LC-MS-MS assay for the B 2001 (T o | sz
B determination of Org 5222 and G* in human plasma (Organon) 200 (k1) -
R&DRR INT00003244 : Validation of a method for the determination of - ol _
5.3.1.4-08 asenapine-glucuronide ( I* -0) in human Li-heparin plasma samples by (Organon) 20I'I CF 5 o ) AN — BE
LC-MS/IMS g '
531409 |R&DRRINT00003248: Validatin of amethod for the determination of [ 20} T wn | e
B asenapine-glucuronide ( [* -0) in human urine samples by LC-MS/MS  |(Organon) 20[. (FZ %) =
531440 |R&DRRINT00006666: Validation of a method for the determination of Org ] 20l T | .
B 5222 and G* in human urine samples by LC-MS/MS (Organon) 201, (FZ %) =
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531441 |R&PRRINT00005948: Validation of the LC-MS-MS assay for the B 200l [T o | sz
R determination of asenapine, G* and J* in human plasma (Organon) 20[. (F1>) =
SDGRR NL0010293: Characterization of human cytochrome P450 enzymes _ 190 - _ ; =
>3.2.2:01 involved in the in vitro metabolism of Org 5222 ’ ’ it 19Ir (A7 %) o B i
(Organon) i
R&DRR NL0060848: A second characterization of the human cytochrome P450 _ 20 _
_ i ; ‘i M _ =
5.3.2.2-02 enzymes CYPlAZ, CYP2BS, _CYP2C19, CYP2D6 and CYP3A4 involved in the (Organon) ZOI-L D) AN A
in vitro metabolism of asenapine (Org 5222)
R&DRR INT00090995 : A third characterization of human cytochrome p450 ol _
5.3.2.2-03 enzymes 2C8 and 3A5 involved in the in vitro metabolism of asenapine (org | e AN - S A
20/, (A7 %)
5222) (Organon)
DM2006-005222-013 : Determination of the enzyme kinetics and UGT involved NiiE ;
532204 | . . + : . : o — o | - 5
in the metabolism of asenapine to the N"-glucoronide conjugate of asenapine ) 20..I (T AV)
R&DRR NL0017588: The inhibition of the human cytochrome p450 enzymes || || I ; 7 -
53.2.2:05 CYP1A2 and CYP2D6 by Org 5222 (in vitro) (Organon) (+Z7 %) Wt i
R&DRR NL0048836: The assessment of inhibition of the human cytochrome
5.3.2.2-06 P450 enzyme CYP2D6 with Org 5222 and its mtabolites G* and _(2]_3 ) AN — S A
¢* in vitro
R&DRR NL0050059: The assessment of inhibition of the human cytochrome
5.3.2.2-07 P450 enzymes with asenapine (Org 5222) and its metabolites G* and _(21_5 >z AN - ER i

¢ in vitro

(Organon)
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5 3.08 R&DRR NL0013163: The inhibition of the human cytochrome P450 enzymes [/ 198 _ — B -
CYP2C19 and CYP3A4 by Org 5222 (in vitro) 1988 (AZ %)
(Organon)
R&DRR NL0050307: The assessment of inhibition of the human cytochrome ol _
5.3.2.2-09 P450 enzyme CYP2D6 with A* and B* (both enantiomers of ' S— AN — S A
asenapine (Org 5222) in vitro 20l A7 %)
P g (Organon)
- - -009 : i izi <HH-
532910 DM 2005_ 005222 009 : Effect of asenapine on human drug metabolizing A~BA _ st - sz
enzymes in vitro ) 20... (7 AV 1)
RR 764-04914: Induction potential of asenapine (Org 5222) on cytochrome P450 i 200 (1 o B S~
532211 1A2 and 3A4 in human hepatocytes ) 208 (7 AV 1) 5t 25
- - -008 i i - SHH-
532301 DM-2005 005222. 008: Invitro tr.ansport study of asenapine (Org 5222) and N A~BA _ st sz
desmethyl asenapine ( G*) in MDCK and MDR1 cells ) 20... (7 AU 1)
25509 : Phase I, double-blind, placebo crossover, single rising dose study with 198 .- . ;
53.3.1-01 Org 5222 (Org SL94) in healthy male volunteers to assess its safety and tolerance Organon 19 1FY 7 %
25511 : Phase I, double-blind, placebo-controlled, parallel groups, multiple, 19 i
5.3.3.1-02 sublingual dose study with Org 5222 in healthy male volunteers to assess its Organon 19I'I A4FX VU A 14k 2%
tolerability as well as its pharmacodynamic and pharmacokinetic characteristics '
25514 : Phase |, double-blind, placebo-controlled, parallel groups, multiple,
533103 sublingual titrating dose study of 200 to 300 ug Org 5222 in healthy male Organon igll SEY % sl B

volunteers to assess its tolerability as well as its pharmacodynamic and
pharmacokinetic characteristics
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25542 : A multiple dose, double blinded, randomized, placebo controlled, 20 i
5.3.3.1-04 parallel group, safety and tolerability study with asenapine in healthy male Organon 20I'I FTH HEA- — B
volunteers '
041028 : Single dose, open label trial to investigate the pharmacokinetics of the 20 .- - . B N
53.3.1-05 enantiomers of asenapine in healthy male subjects Organon 200 A7 F 7 (e
25532 : Open, non-randomized, single center trial to determine the excretion 20
5.3.3.1-06 balance, metabolic profile and pharmacokinetics of asenapine after a sub-lingual [Organon 20I.I- F5 YA _ Bt
dose of [*C]-labeled asenapine '
25540 : An open label, randomized, single dose, explorative study in healthy
volunteers to investigate the pharmacokinetics of sublingual and oral 20m - o e .
- L — i — %
53.3.1-:07 administered asenapine with and without charcoal to prevent gastro-intestinal Organon 20p.. YL g 5
absorption
041001 : A double-blind, placebo-controlled, titration study with sublingual Org 19 i
5.3.3.2-01 5222 to establish the maximum tolerated dose in subjects with schizophrenia and |Organon 19I'I TAYA AN - zE
schizoaffective disorder '
041007 : A single-center, randomized, double-blind, placebo-controlled,
titration trial with sublingual Org 5222 to establish the maximum tolerated dose 19 i
5.3.3.2-02 up to 4800 g twice daily in subjects with schizophrenia or schizoaffective Organon 20I'I TAYA AN - 2%
disorder. A positron emission tomography (PET) substudy in selected subjects on '
Org 5222, healthy volunteers, and subjects on marketed antipsychotics
041012 : A single-center randomized, double-blind, placebo-controlled, titration 20 i
5.3.3.2-03 study to evaluate the tolerability of sublingual Org 5222 up to 20 mg twice daily [Organon 20I'I TAUD AN - 2%

in subjects with schizophrenia or schizoaffective disorder
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P06522 : A sequential groups, open label, rising multiple dose study to assess Merck Sharp & |20 i
5.3.3.2-04 the pharmacokinetics, safety,and tolerability of sublingual asenapine in a pediatric P ' TAYAD ZAS - %5
. . . : . . Dohme Corp  (20p8.
population with schizophrenia or bipolar I disorder
25546 : A placebo controlled, double blind, randomised, parallel groups, single
533301 and_multlple dose study with asenapine in heal-thy Japanese a}nd Caucasian - pl | 3 P st B AT
subjects, to evaluate safety and pharmacokinetic parameters in a Japanese Organon 200
population in comparison to a Caucasian population
25522 : Open label, single dose study with Org 5222 to assess the effect of 20 i
5.3.3.3-02 hepatic impairment on the pharmacokinetics of Org 5222 and its metabolite Organon 2OI'I 77 A 4N — B
demethyl-Org 5222 '
A7501018 : A phase 1, open-label, parallel group, single-dose study to evaluate 20 i
5.3.3.3-03 the pharmacokinetics, safety, and tolerability of asenapine in subjects with - 20"' TAYA AN - zE
various degrees of hepatic function '
25521 : Open label, single dose study with Org 5222 to assess the effect of renal 20 i
5.3.3.3-04 impairment on the pharmacokinetics of Org 5222 and its metabolite demethyl-  |Organon 20"' R—=T R AN - 5%
Org 5222 '
AT7501017 : A phase 1, open-label, parallel group, single-dose study to evaluate 20 i
5.3.3.3-05 the pharmacokinetics, safety, and tolerability of asenapine in subjects with - 20"' TAIVA AN - 2E
various degrees of renal function '
AT7501022 : A placebo-controlled, double-blind, randomized, parallel group, 20 i
5.3.3.3-06 multiple-dose study with asenapine in adolescent subjects with a psychotic - 20I'I TAU T g4t - %5
disorder to evaluate safety, tolerability, and pharmacokinetic parameters '
AT7501021 : A randomized, parallel group, multiple dose, 6-week study to 20 | F=a, 74U B,
5.3.3.3-07 evaluate safety, tolerability, and pharmacokinetics of asenapine in elderly subjects|Organon 2OI'I avr, vrI4F | wh — 5%

with psychosis

TAUA
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25525 : An open-label, randomized, two parallel group, multiple dose, 20 i
5.3.3.4-01 interaction trial between asenapine, paroxetine and dextromethorphan in healthy [Organon 20I'I FTH HEA- — B
male volunteers '
25526 : An open-label, randomized, three-period crossover study to assess the 20 i
5.3.3.4-02 pharmacokinetic interaction between imipramine and asenapine in healthy male [Organon 20"' FTH HEA- — B
subjects '
25527 : An open-label, randomized, two-way crossover interaction study to 20 i
5.3.3.4-03 investigate the effect of steady state valproate on the single dose Organon 20"' FT K AN — ]
pharmacokinetics of 5 mg asenapine in healthy male subjects '
25528 : An open-label, interaction study to investigate the effect of steady state 20 i
5.3.3.4-04 carbamazepine on the single dose pharmacokinetics of 5 mg asenapine in healthy |Organon 20"' RAY A — B
male subjects '
25529 : An open-label, randomized, two-way cross-over study to investigate the 20 i
5.3.3.4-05 effect of steady state cimetidine on the single dose pharmacokinetics of 5 mg Organon 20"' KA A — B
asenapine in healthy male subjects '
041033 : An open-label, randomized, two-period crossover study to assess the 20 i
5.3.3.4-06 pharmacokinetic interaction between fluvoxamine and asenapine in healthy male [Organon 20"' F 7K AN - 5%
subjects '
INT00036661 : Asenapine population pharmacokinetics in healthy volunteers s B 5
533501 and patients with schizophrenia based on data from Phase 1 and Phase 2 trials Organon Completed |NA 15 25
533502 INT00036719 : Population pharmacokinetic analysis using Phase 2/3 asenapine Organon Completed |NA st B s

concentration data from patients with schizophrenia or bipolar disorder
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INT00079701 : Evaluation of covariate relationships in population PK model of ; B g
5:3.3.5-03 asenapine based on Phase 2 and 3 data Organon Completed [NA 4 L
533504 INT00039258 : Org 5222 for the management of schizophrenia — dose-finding -/ Completed |NA st - s
strategy Organon
25510 : PET study on central D, dopamine and 5-HT, serotonin receptor 19
5.3.4.1-01 binding after sublingual administration of 100 ug Org 5222 to healthy male Organon 19I'I AT z—T st - ]
volunteers '
25516 : PET study on the time course of central D,-dopamine receptor binding 190 - N .
5.3.4.1-02 . S . 0] A —7 1 - %
after sublingual administration of 300 ug Org 5222 to six healthy male volunteers rganon 198 V=T i 5
AT7501001 : A double-blind, parallel, multicenter study to assess the effect of - 20 i
5.3.4.1-03 asenapine, quetiapine (Seroquel®), and placebo on the QTc interval in patients O anlon 20I'I M7 7UH0, 7AY | #Ih — 5
with schizophrenia g '
P06124 : A multicenter, randomized, double-blind, fixed-dose, 6-week trial of
the efficacy and safety of asenapine compared with placebo in subjects with an
acute exacerbation of schizophrenia (Phase 3 ; Protocol No. P06124) Merck Sharp &
Dohme Corp.  [20§8 Il , - [ R 4 =
5.3.5.1-01 . . o . HEE, BT = - #t
o ARG RRE R XIS L LT B mE T L6 |Meiji Seika 77 ZOI.I A, Bl 7] Fil
[5G U 72 BR O A 20 K OV etk 2 Al 9~ 2 S a3k F, 7 v # ok, |v=

THEHREE, BEEMAE. 7R E (B ; Protocol
No.P06124)
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PO§125 : L-ong—term extension trial of asenapine in subjects with Merck Sharp &
schizophrenia (Phase 3 ; Protocol No. P06125) <
Dohme Corp. |20/ Il S s [ R =p
5.3.5.1-02 Meiii Seika ~— |20 AA, #E, 575 il - sl fiff
FUE A KIERE RS L LT 2 BV PO RMER R [0 i
B (S I4H ; Protocol No. P06125)
041013 : A double-blind, three-armed, fixed-dose, placebo-controlled, dose- 20 i
5.3.5.1-03 finding study with sublingual Org 5222 in subjects with acute phase Organon 20"' TAYAD AN - zE
schizophrenia '
041002 : A double-blind, five-armed, fixed-dose, active- and placebo-controlled 19 i
5.3.5.1-04 dose-finding study with sublingual Org 5222 in subjects with acute phase Organon 20"' TAYA AN - zE
schizophrenia '
041004 : An assessment of the efficacy and safety of a sublingual dose of Org 20 i
5.3.5.1-05 5222 in subjects with schizophrenia (in an acutely exacerbated state) compared to |Organon II TAYA AN - zE
L . h . . . 200
risperidone and placebo in a randomized double blind, fixed-dose 6-week trial
041021 : Multicenter, randomized, double-blind, fixed-dose, 6-week trial of the . _
5.3.5.1-06 efficacy and safety of asenapine compared with placebo using olanzapine positive - o | /]7‘ vIIAT AN - 2E
: . . . . X Organon 201 TAYT
control in subjects with an acute exacerbation of schizophrenia
041022 : A multicenter, randomized, double-blind, flexible-dose, 6-week trial of X _
5.3.5.1-07 the efficacy and safety of asenapine compared with placebo using olanzapine - = | /]7‘ vIIAT, AN - zE
. . : . . . . Organon 20|, TAYA
positive control in subjects with an acute exacerbation of schizophrenia
041023 : A multicenter, randomized, double-blind, fixed-dose, 6-week trial of 20 B R A AN = R N (Ve
5.3.5.1-08 the efficacy and safety of asenapine compared with placebo using haloperidol Organon 20I'I R, V—==7 . T X| 5 — B

positive control in subjects with an acute exacerbation of schizophrenia

U
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041502 : An assessment of the long-term efficacy and safety of Org 5222, 20 - . R B N
5:3.5.1-09 risperidone and placebo in subjects with schizophrenia Organon 20, TAVE 7 (e
041512 : A multicenter, double-blind, flexible-dose, long-term extension trial of . _
’ ; i . . 0 |=>T7. UvITA4F, |, _
5.3.5.1-10 the safety and maintenance of effect of asenapine using olanzapine positive Organon 20 72X TN BE
control in subjects who complete protocols 041021/041022 '
041513 : A multicenter, double-blind, flexible-dose, long-term extension trial of - 20 B A AN = AN
5.3.5.1-11 the safety and maintenance of effect of asenapine using a haloperidol positive or an’on 20I'I R, V—==7_, T A| W5 — B
control in subjects who complete protocol 041023 g ' Y
5.3.5.1-12 041500 : Org 5222 long-term extension to Protocol 041002 Organon ;gll TAUT st - 2%
5.3.5.1-13 041505 : Long-term maintenance of subjects with schizophrenia with Org 5222 [Organon ggll TAUA st - 2
535114 A7501012 : A randomized, placebo-controlled, double-blind trial of asenapine - 20 .- ; T\Z“:}z?\m /L; I\ry sl B B
B in the prevention of relapse after long-term treatment of schizophrenia Organon 201, 54 _)L‘ 7 2 jj -
. . ) F—=ArZ7 V7, v
25517 : A phase I11, double-Blind, randomized, active-controlled, two-armed, Xe Fro, TTL
535115 multicenter, efficacy and safety assessment (ACTAMESA) of Org 5222 and - ggll A, AV, AT st B B

olanzapine in the treatment of patients with schizophrenia or schizoaffective
disorder

Organon

B oR—=F K, v
T, BT 7Y, A
A, AFXU R
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25520 : Long-term efficacy and safety evaluation of asenapine (10-20 mg/day) 20 ¥ Tz, 7T
5.3.5.1-16 in subjects with schizophrenia or schizoaffective disorder, in a multicenter trial  [Organon 20I'I A, KA R—F | #H — B
using olanzapine (10-20 mg/day) as a control ’ jl; = //7; M7 7Y
. AL
F—=ALZVT7, F=
a, Fuov—r, 74
YT UR, 7T A
25543 : A multicenter, double-blind, flexible-dose, 6-month trial comparing the - 20 RNV AN
5.3.5.1-17 efficacy and safety of asenapine with olanzapine in stable subjects with Or an’on 20"' AZ2VT, Iy NiTTAN — HE
predominant, persistent negative symptoms of schizophrenia g ' A, R—=F UK, %*
~=7., vav7r, M7
TVH, AL, A
V=T AFUA
KA T —,
AZVT, R=F
25544 : A multicenter, double- blind, flexible- dose, 6- month extension trial - 20 R, —w=T, By
5.3.5.1-18 comparing the safety and efficacy of asenapine With olanzapine in subjects who or anlon 20"' T T 7Y A A — Sz
completed protocol 25543 g : 41’\ ' Pr;:! > 1\7 ‘/4}
L AT =T
*U A
A7501013 : A multicenter, double-Blind, flexible-dose, 6-month trial comparing - 20 TN, T E T
5.3.5.1-19 the efficacy and safety of asenapine with olanzapine in stable subjects with or anlon 20"' U, Axsa, 7 AU st — 5%
predominant, persistent negative symptoms of schizophrenia g ' 7
A7501014 : A multicenter, double-blind, flexible-dose, 6-month extension trial - 20 B EA2 N I A
5.3.5.1-20 comparing the safety and efficacy of asenapine with olanzapine in subjects who Oor anlon 20"' UV, Axva, 7AU| #H — 5%
completed protocol A7501013 9 ' 7




FeFEUTLAUBEE T 1.12 RTEH—E Page 43
CTD#AS & B g N ES) o e ; oy [FEATE L -
17 R % 3 B =k ot
=2 ZA b EH S R 5 i 5 I AR | HE HEEE
AR, TAV, »1
VT v IA4F k&
. K _ _Rli ; vad. T, ey,
PR ol iy SR LT ITTTC, | SEUSSC ] N B R
o cacy and y P J Dohme Corp  |20f. J, RA=T « ~L " =
Schizophrenia Vg, sarF
T, 74V AF
v iE
TAVD, RA=T -
~N)LY ode)S an
. . YEeT., rmTFT,
i P05897 : A 26-Week, Multi-Center, Open-Label, Flexible Dose, Long-Term e . e B N
535.1-22 Safety Trial of Asenapine in Adolescent Subjects With Schizophrenia Organon A F T Ax :l : 7 5
Jp—==7, a7,
vAET, ET 7Y
. WE, v IA4F
Merck Sharp &
£ 3.5.2.01 P06238 : FRiEM, ZHIOFH. LEh . TRRIEIMERE G RRE B % % [Dohme Corp. H A H A B SEAT
R GL LT EUE FEORYE SRR (I ) Meiji Seika 77 "
Vi%ed
5.3.59-02 041590 : A multi-center, open-label, humanitarian study with sublingual Org Organon 20 - 72U % st _ B
5222 201
85029 : Phase I, double-blind, placebo controlled, single rising oral dose study o .
.3.5.4- . . . A i — 23
535401 with Org 5222 in healthy male valunteers to assess tolerance and safety Organon 19.. A% 7 %
5.3.54-02 85136 : Phase I, double-blind, placebo controlled, sub-chronic study with Organon 19.-. L%y = st _ P

incrasing doses of Org 5222 up to 30 mg daily in healthy male volunters
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5.3.5.4-03 CNS-9041 : Org 5222 phase | study in Japanese healthy male volunteers Organon igll BN AN — 5%
25501 : A Pharmacokinetic study in 12 young, healthy, male volunteers, using 19 i
5.3.5.4-04 Org 5222 hoth after a single oral dose (30 mg) and at steady state (5 days, 15 mg |Organon 19I'I AF U A Wt — &
twice daily orally) '
25507 : An open pilot pharmacokinetic study in two healthy volunteers, using a 1908 - . s B N
535405 single oral dose of 30 mg Org 5222 Organon 19 A7 F 7 (e
25504 : A multi-country, multi-center, double-blind, placebo-controlled,
randomized group comparative study to evaluate the effects of 6 weeks of oral 18- (77 F, /1 R N N
5:3.5.4-06 treatment with 4 different fixed doses of Org 5222 (0.2 mg bid, 0.5 mg bid, 1.0 Organon 190 7 xA 17} (e
mg bid, 2.0 mg bid) administered to (sub)chronic schizophrenic patients
87039 : A double-blind, active-controlled, fixed dose, pilot efficacy and safety 19 i
5.3.5.4-07 study with Org 5222 and haloperidol administered orally for a period of six weeks|Organon 19I'I L F— AN - zE
to patients with (sub)chronic schizophrena '
25505 : A multicentre, double-blind, randomized, group comparative study to
evaluate the effects of six weeks of oral treatment with Org 5222 (0.5-2.0 mg 190 - e R - P
5.3.5.4-08 b.i.d.), haloperidol (2-8 mg b.i.d.) and placebo, adminnistered to (sub)chronic Organon 19 TALTE 174 N
schizophrenic patients
CNS-9141 : Multi-center open study to evaluate the efficacy, safety and 199 - R - 5
53.5.4-09 approximate optimal dosage of Org 5222 in schizophrenic patients Organon 199 A 17} %
5.3.54-10 CNS-9241 : Multi-center open study to evaluate the efficacy, safety and optimal Organon 13" Ak Sash - B

dosage of Org 5222 in schizophrenic patients
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86033 : PET-determination of central D,-dopamine receptor occupancy after e .
5.3.5.4-11 S 0] 199 A —7 i - %
oral administration of Org 5222 to two healthy male volunteers rganon . . V=7 4 5
25503 : PET determination of central D,-dopamine receptor occupancy after oral — .
5.3.5.4-12 S ) 199 A —F i - %
administration of Org 5222 to two healthy male volunteers rganon . . V=7 4 i
041026 : An open label, randomized, two-way cross-over trial to assess the 20 i
5.3.5.4-13 relative bioavailability of asenapine tablets made via || ||| | | |  AEEE versus |0Organon 20I'I A7 A - %5
freeze dried techniques '
AT7501024 : A randomized, crossover study evaluating the acceptability of - 20 i
5.3.5.4-14 unflavored asenapine and - flavored asenapine in stable subjects with a or anlon 20I'I TAU A EZAs - 55
psychotic disorder g '
041048 : A single-dose, open label, randomized, two-way cross-over study to 20 i
5.3.5.4-15 assess the bioequivalence of asenapine 5 mg in cherry-flavored tablets and Organon 20I'I RAY A - BE
unflavored tablets, in healthy male subjects '
_ ) _ TNV T AR,
A7501004 : A phase Ill, randomized, placebo-controlled, double-blind trial - 20 |EERE, v L—U T
5.3.5.4-16 evaluating the safety and efficacy of sublingual asenapine vs. olanzapine and or anlon 20I'I T4 )y, —~=| st — B
placebo in in-patients with an acute manic episode g i j‘ = “/7; jj 774
NV
TNV T AR,
A7501005 : A phase 11, randomized, placebo-controlled, double-blind trial - 20 - |EE, v L—v T
5.3.5.4-17 evaluating the safety and efficacy of sublingual asenapine vs. olanzapine and ’ 20"' T4V, —~=| s — HE

placebo in in-patients with an acute manic episode

Organon

T, vBvry, k=,
7T AF, TAUD
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A7501006 : A double-blind, 9-week extension study evaluating the safety and - 20 C|REE, v r—v T,
5.3.5.4-18 maintenance of effect of asenapine versus olanzapine in the treatment of subjects or anlon 20I'I 4 )y, —~=| s — S
with acute mania g ' VA= VAN Y 2=
DITATFT. T AU
TNHFVT AR,
AT7501007 : A double-blind, 40-week continuation study evaluating the safety of - 200 - el ~ }/H ¥ N
5.3.5.4-19 . dol ine in the treatment of subiects with acut . ) 20 T4 ), —~=| Wt — BE
asenapine and olanzapine in the treatment of subjects with acute mania rganon i 7 mo7. kol
DITAT TAIUA
A7501008 : A phase 3, randomized, placebo-controlled, double-blinded trial F—2rFYF. Fx
5.3.5.4-20 evaluating the safety and efficacy of asenapine in subjects continuing lithium or - 20 |=. 1K, ®E, o st B s
D valproic acid/divalproex sodium for the treatment of an acute manic or mixed Organon 200 VT BB AL T =
episode AU
AT7501009 : A phase 3, placebo-controlled, double-blinded continuation trial F—=2 T T. Fx
535421 evaluating the safety and efficacy of asenapine in subjects completing trial - 20 |=. R, §EEH, o Sadh - B
B A7501008 and continuing lithium or valproic acid/divalproex sodium for the Organon 201 VAN =N (N =
AU

treatment of an acute manic or mixed episode
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5.4-01 R R D S PRIETT AR fRE Rt M| — — — | R FnENE 2008;21-8. 5#E
5.4-02 KRR FEIRE DT v T ALz i — — — — | PLEESE 2012;174-7. 2%
o N _ . W AT IV A A A
5 403 AR AR S LK AR IR (27 =T | _ _ e e e
' LIS FHARR M. X h—sb 211 ' =
i Asenapine: a novel psychopharmacologic agent with a . . . |3 Psychopharmacology .
5:4-04 unique human receptor signature. Shahid M et al. 2009;23(1):65-73. 5
7S —
5.4-05 DSM-5 FEB K ORI - e~ =27 b S o _ — | mEemy 201400105, | %
LR
FEAR R o SR G 5k BRAE. S AETRIR AR (Ve gl el fth SRR
e — Jitn V=i : — — — N 95‘ % i , . = . 5/5
5.4-06 Sy ok e HO 5B 2009;5. 47-120 £
Therapeutics of schizophrenia. In: Davis KL, Charney D, Mivamoto S et Philadelphia: Lippincott
5.4-07 Coyle JT, et al, Editors. Neuropsychopharmacology: The Y — — —  |Williams & Wilkins 2002;775- BE
- - al.
fifth Generation of Progress. 807.
The effects of risperidone on the five dimensions of . .
5.4-08 schizophrenia derived by factor analysis: Combined Marder SR et — — ) Clin Psychiaty 1997 5%

results of the North American trials.

al.

Dec;58(12):538-46.




TEFELILAVEIEE T i 1.12 RTEH—E Page 48
CTDIRATE ¥ - AR S i s e . - BAIN g3
’ L ; 18 RN * St
%’é% 5 /l' }‘ J %‘% %Fﬁﬁ ﬁ%ﬁ;@ﬁlﬁ 7179? %E*i#ﬁ *‘%ﬁ [ Z/%%i%*’}’
5.4-09 The_ posmve_ and negative syndrome scale (PANSS) for Kay SR et al. . . __ |Schizophr Bull 1987;13(2):261- »x
schizophrenia. 76.
5410 Reliability and valldlty_of the p(?smve and negative Kay SR et al. . . — |Psychiatry Res 1988:23:99-110. sz
syndrome scale for schizophrenics.
A single-dose, randomized, double-blind, placebo- .
5.4-11 controlled trial of sublingual asenapine for acute Pratts M et al. — — _ (Ao .Psy(fhlatr Scand BE
o 2014;130:61-8.
agitation.
Low daily 10-mg and 20-mg doses of fluvoxamine inhibit . .
5.4-12 the metabolism of both caffeine (cytochrome P4501A2) ;:th;l'jf nsen M — — — gégj;fé?_ﬁoll_zger B
and omeprazole (cytochrome P4502C19). o ' ' '
5413 Fluvoxamine drastically increases concentrations and Granfors MT et . . __|Clin Pharmacol Ther »x
' effects of tizanidine: A potentially hazardous interaction. |al. 2004;75(4):331-41. -
5414 Rofecoxib is a potent inhibitor of cytochrome P450 1A2: |Backman JT et . . __|BrJClin Pharmacol »x
' studies with tizanidine and caffeine in healthy subjects. |al. 2006;62(3):345-57. -
Ciprofloxacin greatly increases concentrations and .
5.4-15 hypotensive effect of tizanidine by inhibiting its :ranfors MT et — — — g(l)gzihéi(g]%%o;_gggr BE
cytochrome P450 1A2-mediated presystemic metabolism. | ' ' '
Oral contraceptives containing ethinyl estradiol and .
5.4-16 gestodene markedly increase plasma concentrations and Granfors MT et — — _ |Clin Pharmacol Ther B

effects of tizanidine by inhibiting cytochrome P450 1A2.

al.

2005;78(4):400-11.
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