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1.5 EEREXIIEROZERUVEHEEDOZE
151 EEXIIRRORE
1.5.1.1 MEEFEOERKAEIE

PRI & ARSI CREVCAMBGRIG) 23BN L 7= RHE & 38 S, BRAREIC IR BT s e L,
Fe THRRRASIERR L7 dRRE A48, WIEIE B 2 9c W C LI LIZHBT 2ROV L S TH Y,
DRA, FFEZE, 70— REERZR Y, ZORKE25EBIZIZV, 209 HORERERT
VAR LT A & — ORI & 0y, IR ARBIC L0 AL D, DREBRE T, M
ShichE, MER, MEENIITHIR L, RIIFRIRREICH D, ZORE, TREE, FIREE,
FEIER, 5 ~ifnze EAHET 51, DARE CORIKIFEIC L 2 KEMINLEE 2~3kg L Sbh
TWB2, DHERIEO IR ICAE D EAFT R AR 151110, ORAKER (NYHA DHERES )
&3 1512”71,

% 15.1-1 RRETBICHES ELFR

) ]
BEIREE | 5 0EAZETTAHIROENOIET, LRSI LV HIRN LGSR L, 5k
JEA ERF SRR EIET 5, R B IR SR A DR R TA LRSS,

JFRER PR O R & EDEIGIERRIC & S TR LHE 2 —RIHER L WS, T OJRKIE
SESETHLD, LAEBETIE, AOREITIYITFIE D H 2 ik 28 FFlg i i
B UITERDBE L S,

T LR OEEE T B PR 55 UNEREN Ch b, 5 FICEMNL, 9
IR AN D D, BUE LTV 5 BRETIZN, WIS 558075
%, HOREREERED, 2EEER L MES SRR CHERT5 20, %
BEAEL B 2 &g

i 5 - i, T e 2B 90 11,45 RSO C I W S N L 7= R 2 9 o L & V0 5. M PSS 28 L2 I
BHMLRR (RVED (CIRH U, I sk 45 B 28 B BN L 72k 22 A & 0 5
i 5 o fL % ORI, PRI IREED R & 72 5, UL IR ST st i B 5 = &
B, THUTBBSIA ORI PRSI T 505, IR, RO B
L, H~OTEBENETDEEZ BND, EORENEEREE, b o
WESEIRICHER L, D »MaEL S 2 L Rn%

il 5 i 5 - i e LIRMEO M T F IR SN 5. T B I~ K5y DU H Ok F
AT, EIRIE O PR o FR % R 5, L% &> TWARETIE, B,
TR NG, T EOMI % 2 EET, BT FHFICERS NS
LEE, AR S o MREETH S = & Eaid S

&% MHE, LERWO D LA, TELX > LRENLRET S L EX L
NTW5, MHE, OCREOIEREL KL TEY, LDRAENUEL, A£RILE
KEERAMETFLTL % &Mkt 52 tnsn s
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% 15.1-2 NYHA iDMgEgE 58

DRBEZAT L0, HRIEENCHIRIZZR <, @EOHKIFEICIL, #57, B, I
WL RIS, PRl 2 A U720,

DIRBOTZOIZ, HRIFENZD LOFIRIZS 2 N LFHICT 2 L BICEETE 5, @
WO KIEETHEY, BiE, PPRREE ROFEEET D,
FIRIEENZRWEIROH 5 BFHE TH D08, LFFICT 2 ERITAEETE D, BFIT
DY RIEE TSy, g, FFRRE, RIEEET D,

DERBEZAL, WHhRLIFEETZ T2 L EICHTRAENEY, LARE, PalIEfE
DEFRRFIZOBOOND T ENRD D, WD IRIFENC L > TH AN RT 5,
Nomenclature and Criteria for Diagnosis of Diseases of the Heart and Great Vessels, 9th Edition, The
Criteria Committee of the New Y ork Heart Association, 1994

1512 DEFEOREEEZMAE GFEOREMRRF)

DERIEO EARFE & 72D DR LT, DREEIC L0 LIRS 7HEEEAME T L, FRY = 2k
BOMFETRIT LA D 721F O MR % eI U I H T & AR VEERE T 5 2 Do
BEMME T LTh, AERITEHEEA ST, REE g L CEBRLERA O LY, MFE
T2 MAE AU L7V, DR L 2RI < °, (USRS ST o X K < C
WD L X TR RGBT 528, DHSRED 7R B IR TR S ET D &, IR 2 i
MAET, BIRER ERT 5, BIRENS LR 5 & BMMEIES B L, BMME NSO EmE
S~DIFHAREZ Y, FFENECS, £z, FEOL IO ESOREE LT, MIERERETD
ETFRH 5, MERERETEIL, My 7 BICLDBBET, KEemEFMIcie > L350
Thd, MY AU ERMETT 5L, MHBREREE LK T LAY RN IE~RHT 5, 5
(ABEICRGET 2 D AR TIE, BB E WL I EE & b 0 Y o3y ffEE 720,
B R M T35 4,

DTN, RIER A TR BB T 0 AA K E T R U & A% A ICHEIET X 2V R T
LD, FATOWIET, DARBOKIERE LR A LT L OBRAE 5 MR > TG, DR
BEOIFREIZIE, NV T Ly, REHRER, L=r T ooFT oy y s TV RRATa R
LTS BBRASICEY, £L%E, FHBIREL KBRS AT 5 ES RIS 05 A5
BETFT5 &, IO DTS it 2 RIS 2 sROMED & 7 F V36 U, MR TR R k% &
BEEAR LT, MTFEREGEL DAY Lo 2T 5, FFHS, SROMED S 7 F 15
BARR R AR L, BRBRMEOTEIC LY, L=y, ToodT ey [ BSWEns, +
DOFER, L=V T F Ty s TIVRATr URZNER SRS,

TRHHRRARLE  LIRIRITRE DR A D &, N T LU L, HiRRALE S ERIEH,
BERE DAY T L Ve ik (LT, Vo2& K) 240 LT, BHKOFRINZ#mS 5,
TUUAT VU, RMECOT B U AR A O S D LT, KBRS O
M EAE T S, £727 0 RAT L HWEN LT, BEAETH MY U AEZERINT S % L
DX 51, WAL E S OIEHEDS DR EDERIEITFE O—R & 72> T 5,

1.5.1.3 IMERIEICK T HIZERMAE L RO 5N HEH

OAERETIE, BRAOKEEICISIACE=ZY VIR HERESND X 01T, KIRITRE O
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ﬁﬁﬁ%ﬁ%éobﬁﬁﬁw%ﬁwﬁﬁ I, K- F YT AR ER S Tmd DK - HAERD
HIRCoH D, LavL, K4 - MBI T L e ngan £ <, FIRESEE S5, F
ﬁ%@,bﬁ@@%ﬁ@%&ﬁm_#ﬁﬁﬁ(ﬁﬁmﬁﬁ,ﬁ@k,T%ﬁ@,%ﬁomﬁa
%%Hﬁétw@%%ﬁ@ﬁﬁﬁf%é‘%ﬁb*éﬁﬁﬁ%F?%V&%%E&ﬂ%ﬂ?%,
@¢@x BE ORI LE S RIS 2 FIREE 503, WIS Class] GEHEE S,

WICRBEIND) | ﬁéﬂfvéo

DMETRRIC 6 U S A RIREIE, A—TFRIRE, YA 7P A RRARIEROPLT L R A
Fu LD 3HWHTH D, L—THREE, ZhSOFREO P TR LI T, LERIEOIEE

—ERPUEE L SN TS, BIELAREIEETA K74 T, KR (7uek I RS T 10~
20mg/H) X YVBAEAL, DMERIEOFTRIC U CRERICHIRT 2 M HEMHER ST g 2 o
7L RRFRIEIE, BELENROAFRIEAAT =0, @& IES OSBRIV b
%o E12, M—TFRUREEHNER RS 5720, L—FFIRE TR ERNE SRR VAT

i, PERREREB SRS, BTV RRTF o U, FIRERIZHEVRL Y 7 AR 727 A
DIEREFS S EhD, mﬁﬁﬁgﬁrﬁﬁﬁgaéﬁA_@méma %72, RALES #&8c
LRI ERHARR LM T SEL 2 LBPLNERY, DRREFEOOL DL BAR SN T
W5,

N—TFIRIER OV A 7 A RRFIRIIE, W b HOEHRIRA R & 2, € by
ARE, 7 U v AARER & O MIEEMEE FNE LD 2 ER3db b, MIEF N &7 AREESEF
T 5L, WREECIXERE, WAL, FRRCEE, REHR, RRMERZ DA, @E-OZMAE T CIERE
B, KAMMEEE, MEREIE, RSV =T A R A0, miEs U v AREOKTIE, LR
HEETIIBINATEIREFHEL, LTV VXS U ADEHEZRBRL TUX S U 2 h#k
EHERTHIED, A AV CHWOMEIROA 2 Y RO FIC & 0 R E 2 5] X
ITIERbD, i, HEYRRRREIREERZ AT 720, RIEICEI HEV, S5
SEWPRFT L ENDHD, TALOEEND, A—FFRIREOR RS A T A FRAREK S
BIMTERNT ENRDH Y, +RRFRNERELNARNEERD D, 0 X5 ROMEERE I
X LTI, HEEEEN A B X220 B LUVMERSF OFRER RO ST 5,

—J, BRE O FREMIE R & ORWEHOBER2NBATY, FHEOEITICHES L&
DIET, BHECELRLICLY, MEOFIREOHENABE L, DERTH2BELHD, £
D X 5 RO MEFIERF I LT, OHRZRAIIR T & 2 EMBF O B2 DFIRIEIRD 5T
W5,

KRR A ST, BAEM ORI % DT RRI 22K O A& T 2 FIRE, Wb 5
DKFIRSE) oPisEz BIRL, 19 Ficy 7Ly Vo BIE~OfE & & BRI O BEA IS
FHET D IELTF N Vo BRI TH D hAATEZ 28 L (M 151-1) ., R
5%, BEAEORIRIE L RS RS 2 LG, MOFIREIEE T b IR EEIET % 1A
FICKE LT, WARDFIRIERASHIE SN S, FHC, BB T2 > BIERIC X BEE
DOFREOH BN TERVEAIT, NV T Lo OKERINEET S &5 5 LUMERERE

HORHEIE D U R 7 RIS B PICE A2 SRR S5, Bz fREORAE, IR
OB Z AT 5 2 EIZRDTDBEPODL O LB ZOND, 108, ENOEMELREIRE
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HARTA L2, MAST D RS 1 Vo R IRHEHERIE, DARRREIC R 25 Rk 30t
BEOV LI BRTND,

Iz

CHj

K OV AR AR
1.5.1-1 MIL/NTA > (OPC-41061) D#EER

152 GBFEOFEE

b7z oizpttoittmcdo, Yol -8 O, A )
ML, 1 L0 IR A A LT, 5 T FRBRB R O 1o 4Rl & TIo A RS S
PR N OV SR B AR, S MR ENRERRR, RREEMERR (7 v P AU XOBRERRE O G KO
13K ERE O G-mtEalR, 7 v MERRTR OUHIROIIE 550, E¥ER72 in vitro 2OV in vivo
BETRB) NEm S, EHNICBNT, A B Lk (BT, A%
BUED &V, R xS & L R O & 55 (156-J-001) ROEEoFELE
w2t (156--002) % 19 a0 o 1ol i s Lz,

A* BUANT#E A G CHAMI AME s o 727280, hAWRT A vk BE i
CE-o T -9 OO R A L28s (BUF,  B* MAREO B*
BRI ZH7-ICBI% Lz, 19 A IC i EIC B O TSRS A & 5P RIC B* 5K
LA | & oIEyE e A (156-f-8300) & EHiL, B B W
ICERTWD Z EafMER L, ZoZticky, 19FEUBOENAOT T ORBEKRBRIL,
B* BAIZANTEMS D2 & & LT,
EWicsvTiE, 20 EuE B B & O TR TH T AR AR 1 G- aRBR

(156-W-000) 7 BB LT, 0%, DMERIER %L Lo iisEss (156-JJoon % 20[}
w7 5 20 A s L, mmatee 3 5 (156|002, 156 foos, 156-fo08) %
20 Il > 20l 25 LT

£, EROMmOMREE LT, ks g e L IR (156002 % 2o
B0 20« - 5 (156 Joos) = 2ol = 2o o =l s L
. -, [l ;oo Lo s (15600 % 20f
s A o) £ Rn ez, 0 w5 v 5 (156251 T
Th b,

s, R 5~ aiEko || e ol Ensign sn
7

4 BRI BT DRI T — % 8y r—Dl%, % 25131057 L (5 24 25 Bk Ic
BT MR 2 IR) . ENTERE LZSEBELZNRE LIEARD O b, DIEREZNZRE L
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ハイライト表示


4 RERAFHIE R S L7z, HEERANT B BAITHD ZEn b, KHFEOMKART

— ARy —UZiE, HEERAITCIET ey A* WA ZHWZRBRITED o Tz, 18,
A* R ZHWZRERC, e LCREE A EERIIMEI N TR, K

maEsiesistic, 204k v ERBIR L B AR A R & LB, B A RS
BHETOREMDBET — 425 LB, BICHT LS TMRE 2 #5 (156 ooz,
156-JJ-005) #BEERE LCHKRRT — 2 8y r—Dicgwie, 2L, 20l X v En
#LTws Il 2o e vesosns, NI - >, GRS

BT —Z X r— VI E DT T,

1521 GRERUVFERRHABROREREDER
15211 REICEYT SRR

(1) REOCHENILZFHMERVREM

RV NT 2 FER O Y B L R E O & 19. FEICBME L=, 72, AT H UJFEK
IZOWTHBRTEL VL EERRZ Eh L=, FoXT7 & UJFEET, 30°C/65%RH (2T 4 4F
MZETHDHZ & MR LT,

(2) HADRFARVREN

MAAT 5 HEEETH Y, ST A B TR A A L7278, R A IR
MepsEP STz, ZOTw, B KRR B BUF 2 B L, SRR
PRABR N OB R RS 2 PR L7, SEEICB O TRBSRA Z R 5IC B> WAL Ax

oy Bt (1seffson zEmL, B B S I R
TWDH I EEMER LI, O LTy, UHEOENIOERRRIT B* A 2 H

WTHERTLHZ L& L,
(a) HBIEAR

551 MRBR I, 44 B* WREEA L-BHI L OZOBKEZ T TA LD T &
VAR, & OBFIEM:ZZ[E L CAIE 2 84 (6 mm 20 5mg L DN 15 mg $&) IZEE L7,
51 TR VAN T B EERI ORISR NA T A Z VT 4 OIKFI/NE L, BELOD 7RIV
Fl7 B BER~DFITEAE IR IL A2 o 72,

5 M FHFRBRUABE T bV 7 2 2 30 mg LA EDSERINMLEE L 72 o 72728, #7212 30 mg & &
60mg SEZBAFE L=, 5 I FHRBRCHEAL/- 15 mg e (6 mm#£s) &Rk & 72 % 30 mg &

B8 mm#fR) ZBHREL, Zd30mgsEL [F—k (8mm%E) @ 15 mg §iE & U 60 mg B % -1
THAFE L7z, 8 mm £ 15 mg §E, 30 mg $EK& UF 60 mg SEN VT b AW FRICFAE CTH D Z
L xHER LT,

(b) ERNGHFE
55 T FH R OV AR RREBR IS 1At O B PR EER & [R] U 8 mmA& D 15 mg #i & 30 mg & % FH L 7=,
HEIAHRER CIX 8mm D 15 mg S22 L, £ 0 5 HIOERIEEE 2 x5 & U7 AR SRR
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BRIZIZ 75 mgsE b Lz, YA 2B EE 15 mg OH I T EHAIE 8 mmEEdD 15 mg§ETH 5
S, RBIMERECR D T= OICH I E A Lo, B0 ERRA O UG 285 0 )i R MR 7 A
R4 (CERL184:11 H 24 H  SERFAIEH 1124004 & 1258 =3 5 O AW F-AO[R E R
BRI A RTA HEO—FHEIEIZDWT ) IZ9EV, S IAEFER CTH - 156 mg & & i ik 7 &
F D LW [R5 % VR AR TR L7z,

9 1 FRRER S IR T ERANCE D £ T8 mmBOFER 2 L, 52RO RIEIZE T IX /20,
TR P ERATH D DA TEE 15 mg 1OV THMS R OSBR H k2% E Lz, £7-, ZElk
R0 S 5, BEMRARBRIIKGET CH L0, T _RE 2O o TE 5T, RRTE
WM ZETH D Z L IHEE Sz,

15212  ZEIBHER
1) PHEZEITHHER

T v NEWEEAZ Az Ve R~ ORE AR ONCHEE T v Mk 2 HRIEMA %
L Lz ) —=v 7ok, JEc b7 s o 2R AmE LTRRLE, b
N Z AL, Ty b VBRI L TEWEAEZ R L L b, REET v P RO XITE
WTRE ARG 0 FIRKAF 2K RIRIER 2 7R LTz, £72, REROSTF FED VoS24
PR L B2, NERME Vo BIET T =2 MEMEITRO b holc, 2D DREEN S,
NVIRT ZATIERT T RIED V- BREFEHEHETH Y, #ORGI2X 0 EREI ORI Z
FED RV ORI OKFIRIER) %51 2 & 23R S iz,

19l 5E 513, B hARY T LU U EER Vo, Vie RNV ZRIK) 22 EHBLSH 72 HeLa
Mz T, & bV T Uy UZFEEREEUERICOWTRET L, hARTZ 3 b Vo
BRI L CRIRMEO SR Ch 5 = L 2R L, 19@eEror, B HES
FROCHEREEY (vU 2, Ty b, UHEFROA X) TBT BAFIRERZFET2 & &b
(Z, DPEREIERICE A SN D 7 e I REDHAZIRIZONWT, 7y F RO Xz VT
L, Er s LE— s ZIC R OB LB RRET L (%) ZR
T, MAARTZ U OKFRIER, DMATBIRE 5 % VEM K& O RIEIR 725 2 (R %37
L7z, IS, KREEETAEANT, MATH L ORREIER 2 i L2, Zh b0
BROFER, OARET IV TIIARRRIERICHE 5 KR E DR 2 e U CrifEm (EIIRERAE
ROHRERE) OBERARESN, EEEF AT 7t 3 N RBECHIEEER 2739 2 L A5
WENTz, £72, RKHFHEOBHE - REORGETIIARVA, MATH L ORFIRERICEL > T,
&7~ U D A MUEOSEERLHTREZE A O JEAKITE OSE R B E TV CTHER SN TV D,

LLEO D E BT HDRBOMER LY, MAATZ AL, ANV T LoD Ve BIR~DHE
BEMHIT 2 2 LTk BEAEITH T HARO TR B LARIRIER 254 2 & 3R
Niz, Flz, DHESEIICEVTE, ZORRERICLY DRI FEE2RET b0 LS
Z bz,

ek, tanrzoax, 205y IR E s cEREEsED sn %2, R
I - - . -
SR BN I [N ARl $ 0[RRSI
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ITHEE Sy A —IZE DR o T,
(2) ZTEMEEHER (—HRFEEAER)

NRT 2 ORI, BRSBTS AR R AR A R D R
sy L, ofllEmns o e cEsn, ERROTEIZ SR RER, &
PEMRSR, BRI R L ONEIER,, M OV R, THILARICKIE T 8% IE GLP #BRIC
Ko THFET L7,

Z D%, PR 1346 H 21 A [EHGEHE 002 5 [RAMIEHRBR Y A K714 12onT) &
B, BRI X & O R ONOMIE SRIZEI T 238k, hERG 7 1 /LEICE T 53
BN Ty —7 > 7L UCHRHILEAT 2 W i3 BB T 53 g, GLP s L TFE
MaL7z, £72, MATZOEERHY) (DM-4103 }2 N DM-4107) DL MERERERIL, &
A RTA ST, a7 Ny T U —ilkBi%s GLP#RBR & L CHEhE L7z,

ZIHORERAERD D, M ART H RO O EEREHW T & 5 DM-4103 & ) DM-4107 14,
FRICB W TRICERE T REFEEL RIS RNV bDEEZ b,

1.5.2.1.3 EEhEEEAER

FRT B OIEER B e 9] E0 0 Mo OHER b T 2L (A
B = CERLEZ, MAARTEATT v b, TFFROA XITBO TR O 5%
BRI E 4, B TORMMRICIE < /570 L, 1HE R OWFIED X 5 720, B3 58
P EWREE DGR D B, Rl o 5 Bl ORI MEFRE LY bEroTo, mMIEEA
FEAHRIX, 7 v FROA X TiLin vitro T 97.2%LL E, in vivo T 93.0%LL ET, FHEIRREIZAR
HHEETH Y, BFEERERNSRO bivle, LLbo Z &35 T FERBRBAART £ CTITER Sz,

1o 25t B WK Z TS o RO UZH T 5 BN SRR T,
B LENENY B, I R AT SRR o T, A

XD hTOMBEEBMEEHEIL 98.0%LLE (invitro) T, EAEEEAILIT LT I KRR
ar-FEMEREER CTh o7,

M ARTHZ U ORBHCBE ST 5 b CYP BERICEIT 25k 2 3266 L 72 /558, M7 g
FIZ CYP3ALIZ L VR SN D Z ERNfER STz, £, FLRT X X CYP2C9 KT CYP3A4
Wt LCREFEERZ AT 5 2 &8 invitro B BR CRRO H L7223, 460 KifElLe FTD Fas
TH2D Chax £V BEWNEDTH -7, HIZ, HEWMHAEIEMZ BT LZBRRBRICBNT, b
NWRT B AT CYP2CY (U7 7 U ARG KONCYP3A4 (322 F ARG ZBLE Lgho
77

£/, AT HZIIMDRL PHERE) OEETHY, MDRLICK AV I% v 0 Oliiks
FHEd % Z & A3 invitro iBR THER STz,

1.5.2.1.4 SR

NANRTH D A* Bl REICE D, Ty RO X & F - G
RER, 7 v PR X2 W= 13 B ER G FERER, 7 v b &2 AW TR O RAIH
BHRBRIENCT v b2 AW/EERER, FIC, in vitro RBRE LT, MEE AW EIRERAE
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BB O ik B it 10 0o 1ol i S, 5 T RERBR A S 5 R CRIE L
72 B AL HBL L 722 & 2R LTz,

Z D%, WIIZENT- B* RN SN D, I ERESRECORMEE
T 2720, 1) EURBIC IR SR O#E I L 2 BRI~ T B* IEN
EOTEML, A* | AR S W& IV CREE
i L7z, EINT B* W% RO E L RBRABG S 20 FE i, Fo b
O X & o BRI G Rt 7 > b &AW 26 BRI RKEE G EERER, 4 X2
52 A E G- FHRER, ~ U 2% A0TSR PR CRRIR 5 K O 13l K ER 5 ,
LB DO EFE M 2 W T RTERRE BB N O T v M &2 W/ MERER, 7 > b &2 W AR
AT QMR 5588k, 7 v MR X2 HW 2R - IR AR, Pusithalik, )KERS
PR T A b AU 7o MR [ AT & OV B BN B 2 et ilBi, & b 2 TH
% DM-4103 O Hi[al iz G-l 234 17 L T/,

HIZ, v RO T RAEZRWERNARMERER, 7> b2 O AR O AEZ 8 AR,
7 v bRV MR, in vitro &Y in vivo YEEEMERER, FEAHY (DM-4103 KO
DM-4107) O@MRER [7 v M &2 AWic B 5 EERER (DM-4107 ©7) |, in vitro B aE
AR O EMERER] |, P RO BERR (7 > MEERGENRBR L OVin vitro B{s M
AR W T I F TH LN ET OB TR 4 Fh L7z,

IO ORERND, FEEOIWEIT T 2w EMITMR SN T, EHRGFHERER & AT
AR O EREMEEIL, REMMELROCFERBYOZRBERE LT, WAHEAEL V&L, &
f57lE, DAJRNE, GEBRER ORI W THEETREFEEO T a7 7 4 VTERO b
MoTehy, TR - IR AERBRICB W TREGEENRD b, 2O L 9IZ, micxi LT
TR RN & 2 HTeDs, ZALLSMNERME A Efatl T~ & mEEITEE o b iedo
7

1.5.2.1.5 S IKRELTORAR

RVART L, R TEEERKRO 5ICAFIRFELZA L TEY, 2 FEHOEFERER,
R(#)- MATH b () RAART E UBNEIET D, S PR OFBER 2 kg2 &, 7
v TR 2[5 DIEHEENR A LN H DD, b b V- BRIZR L CIEEEFERITIZIERZE O Vo-
ZREETWEHZAE L TW5, £72, 7 v MBI 5 HEE 5 HEERBR LK S EEERRICB W
T, WERMEROTMFT RICH O ZTRO LI TWRNI &G, MRT H 2t BPER
ELTHRTIERTENEEZOND,

1522 BERABRORARZEOEE

1.5.2.2.1 B H T HERREAFROZE

o] & e ttmEEE g L AEEzRAR (156250 RromERERR
(156-J-252) % HEMi L1, T OREE, AT OEERBDIER & RAMIRENT, 5l &k
x, 200 20l Fic, —RORLRERIIRETT S TV D OARRBEITKT 5 BRI A A
MERET 23 (1562200 LR ROEN GEREMELRS) TABE Lo BHF Tk 5

1.5 R T RO R M OVBR%E Dk ki
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RO 7 A% s 25 (156-f213) #mL -,
DAREOEN GEREMLRE) TABEL-BEEZ SR e LERRT, SRR &
R R & OFEROWE, PRI CROMD N TS SN T — 2 B LN, DT,
20l =725 20 o T CTHEIRERER Y LT, DRSOEL GEREMLRE) TAB LS
FERRBL LT, EECETOMM) & VEHRAMEROLE) % FEHMEEE & L7 5B R
Yo “EERERER iR, 156-J236) 2 s L,

15222 EHRIZEITEERMAREORRE
o =s1axn o] =15 ~200 =15

fERER N BE 25 RIT BV T # L 15~120 mg O HLEIRE O #5355 (156|000 ROk
NTH30mg L e0mglH LEoRERNERE (156003 % 20} =125 20l
BoicsiE L, neoRBICHNT, FAT S L 120mg £ TORERRE, 60mg % To
7 ppg o etsrRsne, s 2% e LR -
I - -5, 0] o b sTa s 120 my R E co R 0 SRR

(156- 000 2 ML, 7 AMKERGHOREESHR SN, £, B LHRBIZBENT
TFFREROFEIE L LT 24 R BIREZIE Lz, £ORKE, MEERFNRRERINTG
WIZIRIZIBEDIR TR b,

g s (156-fo03) T, 20l =l P cEy S (— ) A E

fit U7-, R < - I £ Tl <,
I . O I O\ C R AT o T,

@ zrmzi ofj=15~200=15

B g & U ENERRRER O BAAETIS, WS Cig, OVERIEL 5 & U7 H & e iR

(156-252) T L, REORY, REOKER VLSRR SN TV, £2T, EN
pizsatEiconC, 0 0 W0 cxtiEn S () 2770, o Rk,
I -~ - - L oo et (1se-Jfoon) a sl
77

ERNOHEHRERRTIEL, 7r I N40mg/ AU EZ2&E L THIREITFEBFET 5 9 - Mk
DAREREERRIZ, M ATZ 2 15mg, 30mg, 45mg XIE7 7 vAR% 1 H 1[0 7 HRELEINE
B, KEOE{EL FEMBEE & U THERGEZBE LT,

ZOFER, WTHhO MANRTZ U EEFHZBNTH T 7 v AREEL AT ERERERD DRSS
Nieb D0, WEOELEIZITIMEM TR ETRD b hoTz, L, EIFAER D
IECTH 5 24 K BFER EOHM TIIHECEDNRBO bivic, £7o, 1RERIE L OREM DT
ETERVWAEFEFRIIFHICBO RO O, EHEERICERT 5 A, WAKIZOWTIIHERIC
o TRBUAE 2NN L7,

@) #mERs coll=15~20l =17
Do R e seffoon omra s Lo, mmmsmestm L, 0= A

1.5 R T RO R M OVBR%E Dk ki
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W 0 oxms s (I ) 567, FEgsEss e, T
- =~ ]
O < L, s 0k T L

@ FstReo-zamtuniz o] £l5~200=12

DVEEIEIZ BT D FHERERBRNS M T X 1 H 1B 15mg 28R L, I BRED
ks (156-Jfoo2) & FiE L, BEEORIRELRSE (7 rt 2 R 40mg/ HARYS R
DNV—TRNREE, N—TRIREEL A T WA FRFRIE L OO, V—TFIRIELHT L R A
TryEEOFHONTND) THERIRITEBFET D 0 o MR LARREBEE 2 XRIZ, b
7 15mg XET T EARAZ LR 1E 7 AFENRE L, X=X T A b ORERLEZ T+
PR A & U, AR O e BE Lic, ZORER, M7 2 URETIE, 77 R
[ U CHEREERD RO b, BIRAVFEME B IR E U7 R ATR IS E D BT (R
IS, HEIRRIE, FFIER) ICbdENRO bR, AESERLE LT, O, HR, @S H
NWNT B TS Dol M7 L7 F=800, A RBEEM, dLF REEHEN, s Y o
LN FRRE N UL T 7 v REECTE o T,

b) 7BxEzIRemcuEyRrHER ol Jr~20f=17

EWNTOLMEFIEZ RS & LR 0K G ]I, HERERBRE T 78R "H
BRIEERERIEIC 7T A Th o7, 7 HFMOHERERBRIC LY 5 4~7 HH CHRENZIZT
T h—IE L, TT R E O ZHEREGEBRO R 5 55 e B IR S
e LT7HMERE L, £O—FHT, HERERRTIL7 BRES THIRIRITRICME S BT
ARG T 2R bEO b/, 7 AfZB A Tol &k &5 LIcG oAk Ve 4e
ORI HIT O BERN DD EE 2T, 2T, 771K ED HERLEGER & FEICEEFD
FIREZ # 5 L CTHWRKITEPEET D ) o ME O AR EEE ZHRIC, KE 2EMEGFOLE
‘ﬁ&%%%%%@%ﬁéﬁ%(ﬁ&.ﬂﬁ Z At Lo, AREBR CII ER O A9 S T
Bpld bz L e Lz, hAARTH o 15mgl H 1ETHRS ZBE L, %5 8 H H LKL 15 mg
THEREEGET 20, DERPAHDRIGEITIE MART Z 2 30mg I ET 23R E LT,

7HHE TR AT S 15 mg B G SN RE T, FEFHIEE OFREM D L, 8
HEIZ M AT H 2 30mg IZHE R LIgiiREid 2 BlorTH -7z, b7 X 15 mg Tkt
L7 <L, &5 14 BEETHD LIREZMERF L, TEIRE, o o, 3RS
KOWFERIL 8 A HLABEE I Lz, 10%a X - A EFRGINE, mAIRFEHEM, R
Fetin, s v F=8n, b R OBEE, s Y T AT, W R~
FEThoTo, BEWIMIIE> TREAENES RDOAEFFRIIR -7

€ DiFEEEENRE L-BRERERR O] 2R ~20R =15

DI 35 1) 2 SR BNIE & 36 1) Ve & BIC Rt 5 720, STTHMERE LT 7 nt

2 R 40~80my/H & #5 LT b IRIEHTRMEAET 5 5 o MPEL R R BB 2RI, FAT 2w
75mg KO 15mg 1 B 1A 7 ARG L s dcEmas (se-Joos) 2w L,

MAER AT 2 AREIZBRRTIZE A E R LN o7, £, THAKD 7 HHD Chax

1.5 R T RO R M OVBR%E Dk ki
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T ON AUCoqp D FEHIMENE, 15 mg BE TR E o720, tmax D FFRAE, typ z O FEHIME IS XM RE T
WEe o Te, IREOHEIMI 1I5mgAETE Y K&, FREASL 15mgBECTE D Rt L7z, /K
SN (BE1LHHBE) X, 75mgHEL v 15mg fEF CRERADFEE R LTz, RIZFEEIL, 7.5mg
BELD 1I5mgBECH D RERETARD LN, —J7, WilEE bIRPEMRE (F RV UL, B
VUL, ANV Th <730 L) OYEtEZHEMEET, miFF b ¥ ARE LK OMIFR
BIEO EH ORI MR CT2ET Ao To, REREIE, 15 mg BT Y B s A LN,
BHWMABLUTISEMgRECTL Y K& o7z, 15mgRET 7.5mg BEL D 261 L& < RE LI
BEHEGL, MPREHN, Mh7 L7 F=BNThHo20, Wb EE L HESZ D
DL T,

[P TN S LT DRI E 2 R L LIe T N TORKRERTIX, thofRED ik - A
BE2BEM»OEE L, BEBRMGIE THRIEITRE S FET 2 HRE 25810, 1w by
NT G FBINEE U TARMME L e ARl Lc, BBRIT, $REOLeek L, EMEIC
A2 RIS 2 72 DI ABE T Tl L7z, (OMERIEEE OREITEIIS ESETHL Z
Enh, EHHR KRR IREZ F BRI RS SRR EN R bE L WD L EX,
BED EEEHIE BIIAE DO N—R T A inbDZE{LRE L Uiz, B, MRS rE BT (F
PR, BARRURASERE, AR, o -iMie &) ZERAEHEE R & L7,

KRG DU HOWTIE, PAANTZ o OBOFIRIER 33 E L1255 12K e £ ORITERI 23
RETDENH D2 s, HOKKIRZRITT, AHRZUKE Lz,

OREDE bR ey B ERRY B Jz)
@ 15mgiEcnaEnEE (156-002)

(R A B A R B I — E S5 (156-JJ002) AW AT 2L 15 mg s
DEFE (HAFER) ORBRBRE T LT, ZOMR, ZEFREICHE_RE®RE 52BN T
RIVNT B D Conax I L1288, AUCHIFZAE Lo 72,

(b) 30mgiETHBEENEE (156-J-002)

TR AR N M 2 6 I R L N 2 2 30 mg $E CORE (A AREURER) O 2B Bk & 20 L 7=,
ZDOFER, 2B G AREB B EIZBWT MR TH D Cra X L7278, AUCHITZE
fbL72hoT-,

(© BAA BAIBMT230mgscorzEnrE (156--242)

A A O A O R A S 2 55210 b L8> % L 30 mg §EC 0 B ARREHES R OV AR £
BRI L 2 EB2 AT 2R B2 £ Lo, TORE, BANMIEB W TZEERR 52 EAR
FEERFERUE & G128 T AT H 2D Crax LY AUCLIZEEII NGRS BTz, mfsli AR E
BEREIZBWTHRETH -7, AAZBWTHZOMEMIZFEKRTH -7,

1.5 R T RO R M OVBR%E Dk ki
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c) FzEzage L-gRER o) | 5~200 =07
O EcNer B3 ERFS EX D

0] 7 W7 oxtiEish S (M) Ofs % b L ICEHE S A AR I
(156-J-002) <1z, |
PR EBRE 2812, R NT & 15, 30, 60mg %4 1 H 1181 3 H WG LT, IFERE
() |~ i % A R Oz et 3 O - R L

zoxs %, I
[ ey N |
I - -, S N O
I . O I ) 5 5> ST, B EERE, N8, A
PR, RHRAE, RO REEEINTH - 72,

ON  Ecdes B ERRS Ed kD

L I s o R % b L icucis et L, 20 A o icstiEn s (o
I ) AN L7, AR A b &g, I T
BHREZMNRIZ, PAARTH L 75mg, 156mg, 30 mg L7 7R % 1 H 1E 7 HELBIEA
5L, I - - N 5 (156-foos) # sk L,

Z ok, I
I N, (YO S 7o 7=, LacL,
N /20D DAV, E Tz, AT X URET
MOLZL BB LTEAFEFRGIINETHY, BERIIHEERGFOIZEM L7, 2ot k7 z
FCZ < BBLLT-AEFGIL, BR, RIRSE, A REEEN, fhpREHM, P77 vl AR
77 Z—EBHINTH o7, MHPRFEHEMZFRWT T T BRI L TRELRILE D> T2,

1523 ABR#

IR AL EE R AR Aok & o, e Lol £ I rc. IRk L
< 2ol =17 B - oo— - L 2ol =l 0 R U< 2o
iz N RS A0

NV ART B DB ORER Z K 1.5-2 1277,

%

auh

1.5 LRI E%E L OREHeE M OV HE Ok e
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ハイライト表示

U26586
ハイライト表示
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B | g [ g | ERA R IR S T > b
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153 RFILNATE2U0BHEEVERM

1531  FFERRREEBRBAEN o AR UE AN

NVART B AT A THEDRIERT T RED Vo BEEGTETH D, BEFOFIRE & R
Y, EARFE YR ORI Z E D 2 VKSR OBEINER OKFIR) Z27Rd,

(1) REMRFARERZELTELY, V- RREKISRVERERZTY,

b hARY T Vo B2 B S8 72 Hela Mz W22 B ARBRICB T, b
NT ATV FZFRTEBFEEZ R L, ZOREEH (Kiff) X043 +006 nmol/L &,
VTV rZDOLD XV L8 ol (B 286 2632 M, Wi EEK S 009827) , E7Z,
b b Vo2 BRI HeLa flIZ B\ C, B CITMIIEN cAMP &2 &3, NV 7L
2 X D EA SN DN CAMP B4 R ERFIEI L, Vo2 B/ERETER 2R L (G5 2 4
26322, WiEEE S 009827, 014293) ,

(2) IBEHHBFRELELGY, KFRERETY .

B~ A, Ty b, PR XD, MAAT XU EROEE LA, HEKTEH
JREDIEIN & JRIZFFEIE O TGRSO DAL, HEAKZ VT 7 2 2* 38N L7z (55 231 2.6.32 &2,
HWiEEF S 011391, 010840, 017586, 010842) , 7=, HERLAERET /L (LX) IZBWTH
EF ) & [AERICKRRTER2SG8 Btz (5 210 2632 2, #A#EF S 012840) , JRHE
fRE PR )T D ER A BEAF OFIRIE L g9 5 &, WA X CIE7rkEI FERAEVIZFEAL
PR EMRE M 2 BN S, T v MZBW TEREEIN =2 OEMIZ 7 vk 2 Nickg
LTH LN -7c (BB 256 26325, @EEE 5 010842, 010840) .

80 1000
800
T 60 )
© % = 600
I > 40 Y @
& =5 uﬁ% 0
€2 200
0 0
60
= 8 P§
g N~ 40
:\%_ 4 I\ﬁ 20
_'": O XE ;
E—é 2 E 0 - QN i) 55 v B
I3
0 Ut -20
*#EE 03 1 310 031 3 %@ 03 1 3 10 03 1 3
MLINT B J0+€3F FMLINT B J0+wsF
(mg/kg) (mg/kg) (mgrkg) (mg/kg)
1.5-3 RESA XIZHTHRE, KBEE, ROPEREHMERTBHKY

VTS VRIZHT HER (x5 6 BfE TOHE)
VI + EHERRE, n=6, *p<0.05, **p<0.01 CeffRk & DILEL)
BRUE « BLBRIEZ 72 o0 BOMTR, RHHRERIZAE L C Dunnett #5E  (Ri1H0)
<ERRES 421111 )1, 2 KO3 LAIERK >

*HHBHAZ VT I UALE, WEEEERVWKOPERETHY, UTOXTHEHEIND, BHAKZ VT TR
= JRPEIGEFE X (MIEFIRIEIE —RIZBIE) + MiRETE
1.5 FJR T3 R ORI OBE 3 O #&
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(3) REHREHMEPICHEL TRRERZTY.

HWEET v M MART X o ARBERO®ES LI-E 2 A, BEHM 28 L T—EDOFRIE
DR Sz, Z O, FTERIEKONY T LU U0 EG&EOBIBRIZIT D VoSt RREN 2 T A
SiLehoT- (521 2632 B, #HA&ERKE 010841)

(4) BEHHBFRELOHATHLKIRERZTY,

WHEZ > MRS X MR T 2o oate REJAREGET DL, 7at I REMBGRIC
B UC REE HEKZ U T 7 0 A LT- (5 23 2.6.3.2 2%, #5755 010840, 010842) ,
Fo, RBOARAEET L (M X) IZBWTYH, MARTZ Tt ROHICEY, 7rt
I NHRE G LC, JREEBHAZ VT 7 AR L (56 23 2632 &2, Wik
£%K 5 013428) .

(5) #HEARRF, BHERVESMTHEICEZEEZSZEL,

HERELAREET L (4 X) IZBWT, MARTZ U ORRIERORBIC LS T, Mg Y7
VY VRED ERNRH LN, Lo AEERON T 2T I VREIEEB Lo T (5 24
2632 2, WEEFS 012840) . £7-, FIRIEMICHE- TLIEORTAN (HEIRAILE,
BIE) BB SN2, Zohoey miTEhie (FE, WM MER, i) |, BkE (%
My, SRERAREEHE) 1Zx LTI EA B L h otz (6 27 2632 3, WEEES
014231) .

6) EFrUDLMEZRET S

MAT L AL, KGR E T AT LY v O Rk I L D ERL 7R R U ¥ A
TN (T M) ZBNT, BERIEKFELTIET M U AREASE L (B 2 2632
S, WA EE S 014996, 015404) |

1532 EREREBRAEN, DA R UVERNY

(1) MOFRELBRTHLARBITELNFES DOMEEREZE~ADEMREIZKY, KERTE
REZRET . KRITBOREIZHL, DFREER (NYHA D#EESEE) tRET
Do

L OFIRIE A 5 U CHIRIKITE DT 5 5 o it LARE (O HEEE) BEIcx LT, by
NTFH15mg & 1 H LEIHHBEOK T T 7 BRLENER G L72RER, &5 1 B 677 B AREEI
U MARTZ URET R D REREEBD DR DT, BKBEGRETIZ NN TZ VR E T T
TARREEE DT -1.09 kg &, AEARBONEO LN (K 1.54) (F 2 i 273321 &8,
m@lom)oit,%%%@m%ﬁ%ﬁ(ﬁ%ﬁ%%,ﬁﬁk,T&ﬁ@,%?%,m%)ﬁ
SE L, REITEOSEIE, DASER (NYHA OFRE ) b L7z (& 153) .

1.5 R T RO R M OVBR%E Dk ki
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RO F (ko)

-25

~—2

74

1A H 7H H P

2HH

PLRT 515 mghE - (59) (53) (52 (5 (50) 4n (49) (46) (53
7T (51 (57 (57 (58) (59) (53 (3 (52 (57

—@— MLARTH 15 mght —O— T T eAREE

X 1.5-4 KEDR—RFA D LDNELRE (T3 EREDZETHRILESR
E®)
T + HEERZE, () NOEEITERE K E 7R,
<&RHFE 535.1-02 0 #F 7.41.1-1, # 741211 X0 ER>
x 1.5-3 DEZEBICHESHRERVULDAEER (NYHA D#EE) 0%k (7

JtREDZETHLERAR)

DMETEIEICAE S AT A M ART B 15 mg B 7T R
HRRAEEZEE (em) -203+281 -0.51+1.18
[f51%4] [27] [19]
JFfERZ A& (cm) -1.07 +0.89 -0.35+1.00
[f51%x] [18] [17]
TREEGER (%) 63.9 421
[51%] [23/36] [16/38]
NYHA OHRE R E SR (%) 35.8 23.2
L5112 ] [19/53] [13/56]

<EREE 535102 : # 741231, #£741281, # 741282, #* 9541 kY 1EHE>
(2) RP~NDEMBEOHMEZBEMSEY, BHKOHEMZEIEMT S OKFIRK)

7ut I K 40~80mg/H Z# 5 L T THIRIETR BFES 5 5 o itk DA e (ORI &
BTIE, bAATZ 15 mg B G%, RREEDKTRALN, &G54 12 K £ TRRE
R, MiFRFBED =T A AMELVIRWMEIRIR IRR) ThoTz, £z, JRPFTFU DA,
7Y APRROBINE SR S o7 (8 24 27223120, 156-Jfoos) |

R AICBNT, AT ZFEICIY BRI VT 7 AL, B HAKROPEHE N
R b (2127232120, 156foon) . 7, 7t R (BOmg) XEE kmz

rRrF7 YR (100mg) & M AT Xy (30mg) OPHHESG TS, BEAZ VT T AOHN
BERH L (8 24 272322 28, st 156-Jf208) .

v

1.5 R T RO R M OVBR%E Dk ki
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(3) mFEFFUILREZETIEREL,

Mg+ b U o AREORGRI#ZOZELE (T B B, FEE) 1L, b 7% 15 mg B 1.0 mEg/L,
7T BAREE -04mEgL THY, MANRTZ L 15mgRETIE, MiEFT B Y T LAEEIIET L
ofz (BB2i £ 2743120, HEMITORE)

N—=2F A4 OMIEFT MY T AREN 135 mEg/L A (KT~ U 7 AMfE) O HEFIEEEIC
BWTH, MAT X 16 mg FEOMIGET MY U AREOEbEIT, &5 24 KB 21 + 22
mEg/L CE¥MEHERERZE, CLRFEER) , 852 X3 HH 25+31mEgL, #57HH 1.1+5.1
mMEgYL TH Y, MiEF b U 7 AEEIR T Uo7z (55 256 2.7.335 W, HAMITORR) .

(4) REOEM, KERFEBREORED, HALTLLIMOFREDEE RS5EICEE
¥ (2~3AN

MNRT 2 B HOREE, &5 1A BICRbREEML, M7 H 2 15mg#5-1 A
Ho 1 BREOZEE CFHME) X, 77 vRERRE LZEN 23 B TH 1170mL TH Y, 7
7B ARERIZEE K 1000 mL #EA0 L 7= (BF 26 2.7.3.3.2.2 & /R)

ORI S —BPUE T h 51— T HIPRIEFM, T — T RIRIE & V—TRIRIELAS OF R
(A TH A FRFBEE I TV FAT 0 o 38) B S TW D OMEREREIC, P
FH L 15mg BN L2l X, BE1REOTF I vREELE O 1 HREDEL, WELETH
BETH-o- (ZnEH 1048 mL, 1087 mL) . £/, N—TFIREOHE GEFHE L&
&) ICBfR <, TR LES 1 HEO LHRENSHEM L (7ekI FfEYE: 80
mg/ H A 1023 mL, 80mg/H LA | 1269 mL, Wi b 7' 7B REELE D) (£ 272345 .

REICOWTHREEET, L—FFRIEHI, I —TFIRER & L—TRIRE LS OF|JRIE %
DFR SN TWBEFIZ, M T X 15mg ZiBINEE- Uiz & Z OREBD & (Rig& 55 o
7T RvREEE DEI, WEEE TRBRE CTCh-o7- (N —091kg, -1.17kg) (5% 27.3.3-23
ZH) .

PEXY, BEHL CWARIREORNE & HEIL, AT X 15mg OFRVEM, (AERD &
WL 2o Tz,

(5) BHee, MERVCMERICEEZEZGL,

O oMM OAREREZ MR L LTEHBRIZIBWNT, 778 RHAO 7 nt I FiE (80 mg) (Tit
N, bAST U RE (30 mg) TN M AT OV L B DR INANEED S, SRERIEIE
JRFE & AR 2 0 A B 2SR DV (O 21 27.2.234 2R, stk 156-Jf-220) .

£, DERERFICEBNT, MATZURGICE D ME, LREICET DB LR
Mote (F 288 2744158, SO ORKE) .

1.5 R T RO R M OVBR%E Dk ki
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1533 MILINT B DR LEDMERTIT

(1) BENR

FIPRFEIZ, CAETEIEEE ORIRATREI Y O TR AT 272D O b AN REAITH D, O
VRO R L CEEMH SN TWDRIREL, L—TFIRE, o 7V FRFARE R LT L R
AT u O IFETH D, L—THREL, Zh5OFREOT TR T, DMEREOR
OE—FPIL L SN TWD, LMD, HEOETICH S DAHEOIKT, BRI/
FIZ R OFRIEDONR DG T D &, L—THREOHELZRER IND, LrL, HELT
LRENRDRBENH Y, OB — TR L FIMWER RN & 5% A 7 A RRFRE L
OPtHEGENEZ S NS, £72, V—T7HREZ, REF~OF NV T A, B Y T LEOYEE
mu, miEEMEREDKTEZKTIEND, DY U LAOWEES BN THT IV AT 7 U3
DOFHI LTV 5,

N ANT 5 OERNOEIRRRTIL, 25 OBEFORRIEIER T O TV T HIRIRITE A
RO OLNDDMRIEEE ARG L L, B FEORRIEERIC b7 Z 15 mg% 1 H 118 7 Hf#
BINEG Uiz, ZofE%, #5451 HH Tl 1000 mL LI EOREHMAZED b, 5T, R
EOHMITFHE L7z, 2RI, SR G REOF B2 RERD K OVHETRIEIZ M O P& (B
WRARHE, BPHER, THGEE) oDl i, WRITRIRENSGE Lz, —F, RP~DF k
UL, #Y 0 AYREEIHINET, EEPERRRIEO Y X7 CTh 5 MIEEMRE DK NGO 5
nipnoiz,

DARETHE, BHOREMEIZCEIZHCE=4 U 7RIS K91, RIKITE OB I
HETHD, LHEFEOIRRIY, KoONRTUARWESONT VAZRAIZTHIETHY, £
DEARITAK « T U T LR 2B STeo DKy - HEBRORIRTH 5, b TER LW
AIFAREN IS SN D0, AR & B0 IFEROEITICHE, BEFEORIREOESBT L, +
SRR REP G LN NEA L H D, 7uk I Fo@EE ARIZ40~80mg/ H TH DA, [ENT
Ffi L7=7 T v R Lo " EEhitiRn (156-foo2) <, 100myRL EoT e 3 R o g
HINTWAHIZH 20000 THRRITREPFET 2881, X—X 7 A VAT 110 Fild 17 4

(155%) Td->7- (100mg/H : 34, 120mg/H : 441, 140mg/H : 44, 160mg/H : 3, 200
mg/H : 36) . hA AT HZ L 15mgl H LIEOEME 512 X DR EOHN, KRITHIREOUE
%, PR LT D RIREOREE, FIREOAEICERRL —EDENRBD LN, 7ukI KD
BRSO L THIREZR L, 26D D, MORRETHRAHD72GEI,
NN T B B G5 2 & CIRRIFRREE O SE NI S D,

—J7, BFEOR FORMEZ: & OFRWER OGN D, N—TFIREDOIEST A T H A RR
FRFEDIBIMNBTERNZ LXK, +HRRPEONLRVNGELH D, FAT X L TimE
BRI T S TR -T2 L6, OFRIERGIZE Y MG MY U LREMETLTWD
BEICH LT, ST M) VARECR FEZBRET 22 LB TE 5, T, miind
TIFFIREORIERANHBEL L oG, A T A RRFRIE, —TFIRIEL G L D B HRERE
KT N U U AMEE, (KA Y 7 AMER MR~ 7R T AMJEICHET AMNERHDHZ &b,
MIFEME 2T SETERIRITEREBLZSGET 5 MAAT 7 o ORRIRITERITRE U,

1.5 R T RO R M OVBR%E Dk ki
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use SAMSCA
safely and effectively. Seefull prescribing information for SAM SCA.

SAMSCA™ (tolvaptan) tabletsfor oral use
Initial U.S. Approval: 05/2009

WARNING: INITIATE AND RE-INITIATE IN A HOSPITAL AND
MONITOR SERUM SODIUM

See full prescribing information for complete boxed warning.

SAM SCA should beinitiated and re-initiated in patientsonly in a
hospital where serum sodium can be monitored closely.

Too rapid correction of hyponatremia (e.g., >12 mEq/L/24 hours)
can cause osmotic demyelination resulting in dysarthria, mutism,
dysphagia, lethargy, affective changes, spastic quadriparesis,
seizures, coma and death. In susceptible patients, including those
with severe malnutrition, alcoholism or advanced liver disease,
slower rates of correction may be advisable.

----------------------- INDICATIONS AND USAGE

SAMSCA is a selective vasopressin V,-receptor antagonist indicated for the
treatment of clinically significant hypervolemic and euvolemic hyponatremia
[serum sodium < 125 mEq/L or less marked hyponatremia that is symptomatic and
has resisted correction with fluid restriction], including patients with heart failure,
cirrhosis, and Syndrome of Inappropriate Antidiuretic Hormone (SIADH) (1).

Important Limitations:

Patients requiring intervention to raise serum sodium urgently to prevent or
to treat serious neurological symptoms should not be treated with SAMSCA
(1).

It has not been established that SAMSCA provides a symptomatic benefit to
patients (1).

SAMSCA should be initiated and re-initiated in a hospital (2.1).

The recommended starting dose is 15 mg once daily. Dosage may be
increased at intervals > 24 hr to 30 mg once daily, and to a maximum of 60
mg once daily as needed to raise serum sodium. Monitor serum sodium and
volume status (2.1).

Tablets: 15 mg and 30 mg (3)

CONTRAINDICATIONS
Do not administer to patients requiring urgent intervention to raise serum
sodium acutely (4.1).

Do not use in patients who are unable to sense or to respond appropriately to
thirst (4.2).

Do not use in patients with hypovolemic hyponatremia (4.3).

Do not use with strong CYP 3A inhibitors (4.4).

Do not administer to patients who are anuric as no benefit is expected (4.5)

WARNINGS/PRECAUTIONS--------=--=-=mmmmommeemee
Monitor serum sodium and neurologic status as serious neurologic sequelae
can result from over rapid correction of sodium (5.1).

Because of the potential increased risk of gastrointestinal bleeding in patients
with cirrhosis, use in patients with cirrhosis only when the need to treat
outweighs this risk (5.2).

Dehydration and hypovolemia may require intervention (5.3).

Avoid use with hypertonic saline (5.4).

Avoid use with CYP 3A inducers and moderate CYP 3 A inhibitors (5.5).
Consider dose reduction if co-administered with P-gp inhibitors (5.5).
Monitor serum potassium in patients with potassium > 5 mEq/L or on drugs
known to increase potassium (5.6).

ADVERSE REACTIONS

Most common adverse reactions (> 5% placebo) are thirst, dry mouth, asthenia,
constipation, pollakiuria or polyuria, and hyperglycemia (6.1).

Toreport SUSPECTED ADVERSE REACTIONS, contact Otsuka at 1-877-
726-7220 or FDA at 1-800-FDA-1088 (www.fda.gov/medwatch).

Pregnancy: Based on animal data, may cause fetal harm (8.1).

Nursing mothers: Discontinue drug or nursing taking into consideration
importance of drug to mother (8.3).

Pediatric Use: There are no studies (8.4).

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 05/2009
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FULL PRESCRIBING INFORMATION

WARNING: INITIATE AND RE-INITIATE IN A HOSPITAL AND MONITOR SERUM
SODIUM

SAM SCA should be initiated and re-initiated in patients only in a hospital where serum
sodium can be monitored closely.

Too rapid correction of hyponatremia (e.g., >12 mEq/L/24 hours) can cause osmatic
demyelination resulting in dysarthria, mutism, dysphagia, lethargy, affective changes,
spastic quadriparesis, seizures, coma and death. |n susceptible patients, including those
with severe malnutrition, alcoholism or advanced liver disease, slower rates of correction
may be advisable.

1 INDICATIONS AND USAGE

SAMSCA™ is indicated for the treatment of clinically significant hypervolemic and euvolemic
hyponatremia (serum sodium < 125 mEq/L or less marked hyponatremia that is symptomatic and
has resisted correction with fluid restriction), including patients with heart failure, cirrhosis, and
Syndrome of Inappropriate Antidiuretic Hormone (SIADH).

Important Limitations

Patients requiring intervention to raise serum sodium urgently to prevent or to treat serious
neurological symptoms should not be treated with SAMSCA.

It has not been established that raising serum sodium with SAMSCA provides a symptomatic
benefit to patients.

2 DOSAGE AND ADMINISTRATION
2.1 Usual Dosage in Adults

Patients should be in a hospital for initiation and re-initiation of therapy to evaluate the
therapeutic response and because too rapid correction of hyponatremia can cause osmotic
demyelination resulting in dysarthria, mutism, dysphagia, lethargy, affective changes, spastic

quadriparesis, seizures, coma and death.
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The usual starting dose for SAMSCA is 15 mg administered once daily without regard to meals.
Increase the dose to 30 mg once daily, after at least 24 hours, to a maximum of 60 mg once daily,
as needed to achieve the desired level of serum sodium. During initiation and titration, frequently
monitor for changes in serum electrolytes and volume. Avoid fluid restriction during the first 24
hours of therapy. Patients receiving SAMSCA should be advised that they can continue ingestion
of fluid in response to thirst [ See Warnings and Precautions (5.1)].

2.2 Drug Withdrawal

Following discontinuation from SAMSCA, patients should be advised to resume fluid restriction

and should be monitored for changes in serum sodium and volume status.

2.3 Special Populations

There is no need to adjust dose based on age, gender, race, cardiac or hepatic function [see Use
In Specific Populations (8) and Clinical Pharmacology (12.3)] .

Renal Impairment

There is no need to adjust the dose in patients with mild to severe renal impairment (creatinine
clearance 10-79 mL/min) as there is no increase in exposure to tolvaptan; tolvaptan has not been
evaluated in patients with creatinine clearance < 10 mL/min or in patients undergoing dialysis.
No benefit can be expected in patients who are anuric [ see Contraindications (4.5) and Clinical
Pharmacology (12.3)].

2.4 Co-Administration with CYP 3A Inhibitors, CYP 3A Inducers and P-gp
Inhibitors

CYP 3A Inhibitors

Tolvaptan is metabolized by CYP 3A, and use with strong CYP 3A inhibitors causes a marked
(5-fold) increase in exposure [see Contraindications (4.4)]. The effect of moderate CYP 3A

inhibitors on tolvaptan exposure has not been assessed. Avoid co-administration of SAMSCA

and moderate CYP 3A inhibitors [ see Warnings and Precautions (5.5), Drug Interactions (7.1)] .
CYP 3A Inducers

Co-administration of SAMSCA with potent CYP 3A inducers (e.g., rifampin) reduces tolvaptan
plasma concentrations by 85%. Therefore, the expected clinical effects of SAMSCA may not be
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observed at the recommended dose. Patient response should be monitored and the dose adjusted
accordingly [ see Warnings and Precautions (5.5), Drug Interactions (7.1)] .

P-gp Inhibitors

Tolvaptan is a substrate of P-gp. Co-administration of SAMSCA with inhibitors of P-gp (e.g.,
cyclosporine) may necessitate a decrease in SAMSCA dose [ see Warnings and Precautions
(5.5), Drug Interactions (7.1)] .

3 DOSAGE FORMS AND STRENGTHS

SAMSCA (tolvaptan) is available in 15 mg and 30 mg tablets [ See How Supplied/Storage and
Handling (16)].

4 CONTRAINDICATIONS

SAMSCA is contraindicated in the following conditions:

4.1 Urgent need to raise serum sodium acutely

SAMSCA has not been studied in a setting of urgent need to raise serum sodium acutely.

4.2 Inability of the patient to sense or appropriately respond to thirst

Patients who are unable to auto-regulate fluid balance are at substantially increased risk of
incurring an overly rapid correction of serum sodium, hypernatremia and hypovolemia.

4.3 Hypovolemic hyponatremia

Risks associated with worsening hypovolemia, including complications such as hypotension and
renal failure, outweigh possible benefits.

4.4 Concomitant use of strong CYP 3A inhibitors

Ketoconazole 200 mg administered with tolvaptan increased tolvaptan exposure by 5-fold.
Larger doses would be expected to produce larger increases in tolvaptan exposure. There is not
adequate experience to define the dose adjustment that would be needed to allow safe use of
tolvaptan with strong CYP 3A inhibitors such as clarithromycin, ketoconazole, itraconazole,

ritonavir, indinavir, nelfinavir, saquinavir, nefazodone, and telithromycin.
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4.5 Anuric patients

In patients unable to make urine, no clinical benefit can be expected.

5 WARNINGS AND PRECAUTIONS

5.1 Too Rapid Correction of Serum Sodium Can Cause Serious Neurologic
Sequelae (see BOXED WARNING)

Osmotic demyelination syndrome is a risk associated with too rapid correction of hyponatremia
(e.g., >12 mEq/L/24 hours). Osmotic demyelination results in dysarthria, mutism, dysphagia,
lethargy, affective changes, spastic quadriparesis, seizures, coma or death. In susceptible
patients, including those with severe malnutrition, alcoholism or advanced liver disease, slower
rates of correction may be advisable. In controlled clinical trials in which tolvaptan was
administered in titrated doses starting at 15 mg once daily, 7% of tolvaptan-treated subjects with
a serum sodium < 130 mEq/L had an increase in serum sodium greater than 8 mEq/L at
approximately 8 hours and 2% had an increase greater than 12 mEgq/L at 24 hours.
Approximately 1% of placebo-treated subjects with a serum sodium < 130 mEq/L had a rise
greater than 8 mEq/L at 8 hours and no patient had a rise greater than 12 mEq/L/24 hours. None
of the patients in these studies had evidence of osmotic demyelination syndrome or related
neurological sequelae, but such complications have been reported following too-rapid correction
of serum sodium. Patients treated with SAMSCA should be monitored to assess serum sodium
concentrations and neurologic status, especially during initiation and after titration. Subjects with
SIADH or very low baseline serum sodium concentrations may be at greater risk for too-rapid
correction of serum sodium. In patients receiving SAMSCA who develop too rapid a rise in
serum sodium, discontinue or interrupt treatment with SAMSCA and consider administration of
hypotonic fluid. Fluid restriction during the first 24 hours of therapy with SAMSCA may
increase the likelihood of overly-rapid correction of serum sodium, and should generally be

avoided.

5.2 Gastrointestinal Bleeding in Patients with Cirrhosis

In patients with cirrhosis treated with tolvaptan in hyponatremia trials, gastrointestinal bleeding
was reported in 6 out of 63 (10%) tolvaptan-treated patients and 1 out of 57 (2%) placebo-treated
patients. SAMSCA should be used in cirrhotic patients only when the need to treat outweighs
this risk.
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5.3 Dehydration and Hypovolemia

SAMSCA therapy induces copious aquaresis, which is normally partially offset by fluid intake.
Dehydration and hypovolemia can occur, especially in potentially volume-depleted patients
receiving diuretics or those who are fluid restricted. In multiple-dose, placebo-controlled trials in
which 607 hyponatremic patients were treated with tolvaptan, the incidence of dehydration was
3.3% for tolvaptan and 1.5% for placebo-treated patients. In patients receiving SAMSCA who
develop medically significant signs or symptoms of hypovolemia, interrupt or discontinue
SAMSCA therapy and provide supportive care with careful management of vital signs, fluid
balance and electrolytes. Fluid restriction during therapy with SAMSCA may increase the risk of
dehydration and hypovolemia. Patients receiving SAMSCA should continue ingestion of fluid in
response to thirst.

5.4 Co-administration with Hypertonic Saline

There is no experience with concomitant use of SAMSCA and hypertonic saline. Concomitant

use with hypertonic saline is not recommended.

5.5 Drug Interactions

Other Drugs Affecting Exposureto Tolvaptan
CYP 3A Inhibitors

Tolvaptan is a substrate of CYP 3A. CYP 3A inhibitors can lead to a marked increase in
tolvaptan concentrations [ See Dosage and Administration (2.4), Drug Interactions (7.1)] . Do not
use SAMSCA with strong inhibitors of CYP 3A [see Contraindications (4.4)] and avoid
concomitant use with moderate CYP 3 A inhibitors.

CYP 3A Inducers

Avoid co-administration of CYP 3A inducers (e.g., rifampin, rifabutin, rifapentin, barbiturates,
phenytoin, carbamazepine, St. John’s Wort) with SAMSCA, as this can lead to a reduction in the
plasma concentration of tolvaptan and decreased effectiveness of SAMSCA treatment. If co-
administered with CYP 3A inducers, the dose of SAMSCA may need to be increased [sSee
Dosage and Administration (2.4), Drug Interactions (7.1)] .

P-gp Inhibitors
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The dose of SAMSCA may have to be reduced when SAMSCA is co-administered with P-gp
inhibitors, e.g., cyclosporine [ see Dosage and Administration (2.4), Drug Interactions (7.1)] .

5.6 Hyperkalemia or Drugs that Increase Serum Potassium

Treatment with tolvaptan is associated with an acute reduction of the extracellular fluid volume
which could result in increased serum potassium. Serum potassium levels should be monitored
after initiation of tolvaptan treatment in patients with a serum potassium > 5 mEq/L as well as

those who are receiving drugs known to increase serum potassium levels.

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reactions rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice. The adverse event information
from clinical trials does, however, provide a basis for identifying the adverse events that appear
to be related to drug use and for approximating rates.

In multiple-dose, placebo-controlled trials, 607 hyponatremic patients (serum sodium < 135
mEq/L) were treated with SAMSCA. The mean age of these patients was 62 years; 70% of
patients were male and 82% were Caucasian. One hundred eighty nine (189) tolvaptan-treated
patients had a serum sodium < 130 mEq/L, and 52 patients had a serum sodium < 125 mEq/L.
Hyponatremia was attributed to cirrhosis in 17% of patients, heart failure in 68% and
SIADH/other in 16%. Of these patients, 223 were treated with the recommended dose titration
(15 mg titrated to 60 mg as needed to raise serum sodium).

Overall, over 4,000 patients have been treated with oral doses of tolvaptan in open-label or
placebo-controlled clinical trials. Approximately 650 of these patients had hyponatremia;
approximately 219 of these hyponatremic patients were treated with tolvaptan for 6 months or

more.

The most common adverse reactions (incidence > 5% more than placebo) seen in two 30-day,
double-blind, placebo-controlled hyponatremia trials in which tolvaptan was administered in
titrated doses (15 mg to 60 mg once daily) were thirst, dry mouth, asthenia, constipation,
pollakiuria or polyuria and hyperglycemia. In these trials, 10% (23/223) of tolvaptan-treated
patients discontinued treatment because of an adverse event, compared to 12% (26/220) of
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placebo-treated patients; no adverse reaction resulting in discontinuation of trial medication

occurred at an incidence of > 1% in tolvaptan-treated patients.

Table 1 lists the adverse reactions reported in tolvaptan-treated patients with hyponatremia
(serum sodium < 135 mEq/L) and at a rate at least 2% greater than placebo-treated patients in
two 30-day, double-blind, placebo-controlled trials. In these studies, 223 patients were exposed
to tolvaptan (starting dose 15 mg, titrated to 30 and 60 mg as needed to raise serum sodium).
Adverse events resulting in death in these trials were 6% in tolvaptan-treated-patients and 6% in
placebo-treated patients.

Table 1. Adverse Reactions (> 2% morethan placebo) in Tolvaptan-Treated Patientsin
Double-Blind, Placebo-Controlled Hyponatremia Trials

System Organ Class Tolvaptan Placebo
(N =223) (N =220)
n (%) n (%)
Gastrointestinal Disorders
Dry mouth 28 (13) 9(4)
Constipation 16 (7) 4(2)
General Disordersand Administration Site Conditions
Thirst* 35(16) 11(5)
Asthenia 1909 9(4)
Pyrexia 94 2(1)
M etabolism and Nutrition Disorders
Hyperglycemiab 14 (6) 2(1)
Anorexia® 8 (4) 2 (1)
Renal and Urinary Disorders
Pollakiuria or polyuria’ | 25(11) | 7(3)

The following terms are subsumed under the referenced ADR in Table 1:
% polydipsia; ° diabetes mellitus; © decreased appetite; ¢ urine output increased, micturition urgency, nocturia

In a subgroup of patients with hyponatremia (N = 475, serum sodium < 135 mEq/L) enrolled in a
double-blind, placebo-controlled trial (mean duration of treatment was 9 months) of patients with
worsening heart failure, the following adverse reactions occurred in tolvaptan-treated patients at
a rate at least 2% greater than placebo: mortality (42% tolvaptan, 38% placebo), nausea (21%
tolvaptan, 16% placebo), thirst (12% tolvaptan, 2% placebo), dry mouth (7% tolvaptan, 2%
placebo) and polyuria or pollakiuria (4% tolvaptan, 1% placebo).

The following adverse reactions occurred in < 2% of hyponatremic patients treated with
SAMSCA and at a rate greater than placebo in double-blind placebo-controlled trials (N = 607
tolvaptan; N = 518 placebo) or in < 2% of patients in an uncontrolled trial of patients with

hyponatremia (N = 111) and are not mentioned elsewhere in the label.
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Blood and Lymphatic System Disorders. Disseminated intravascular coagulation
Cardiac Disorders: Intracardiac thrombus, ventricular fibrillation
Investigations. Prothrombin time prolonged

Gastrointestinal Disorders: Ischemic colitis

Metabolism and Nutrition Disorders: Diabetic ketoacidosis

Muscul oskeletal and Connective Tissue Disorders: Rhabdomyolysis

Nervous System: Cerebrovascular accident

Renal and Urinary Disorders: Urethral hemorrhage

Reproductive System and Breast Disorders (female): Vaginal hemorrhage
Respiratory, Thoracic, and Mediastinal Disorders: Pulmonary embolism, respiratory failure
Vascular disorder: Deep vein thrombosis

7 DRUG INTERACTIONS
7.1 Effects of Drugs on Tolvaptan

K etoconazole and Other Strong CYP 3A Inhibitors

SAMSCA is metabolized primarily by CYP 3A. Ketoconazole is a strong inhibitor of CYP 3A
and also an inhibitor of P-gp. Co-administration of SAMSCA and ketoconazole 200 mg daily
results in a 5-fold increase in exposure to tolvaptan. Co-administration of SAMSCA with 400 mg
ketoconazole daily or with other strong CYP 3A inhibitors (e.g., clarithromycin, itraconazole,
telithromycin, saquinavir, nelfinavir, ritonavir and nefazodone) at the highest labeled dose would
be expected to cause an even greater increase in tolvaptan exposure. Thus, SAMSCA and strong
CYP 3A inhibitors should not be co-administered [see Dosage and Administration (2.4) and
Contraindications (4.4)].

Moderate CYP 3A Inhibitors

The impact of moderate CYP 3A inhibitors (e.g., erythromycin, fluconazole, aprepitant,
diltiazem and verapamil) on the exposure to co-administered tolvaptan has not been assessed. A
substantial increase in the exposure to tolvaptan would be expected when SAMSCA is co-
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administered with moderate CYP 3A inhibitors. Co-administration of SAMSCA with moderate
CYP3A inhibitors should therefore generally be avoided [see Dosage and Administration (2.4)
and Warnings and Precautions (5.5)] .

Grapefruit Juice

Co-administration of grapefruit juice and SAMSCA results in a 1.8-fold increase in exposure to
tolvaptan [ see Dose and Administration (2.4) and Warnings and Precautions (5.5)] .

P-gp Inhibitors

Reduction in the dose of SAMSCA may be required in patients concomitantly treated with P-gp
inhibitors, such as e.g., cyclosporine, based on clinical response [see Dose and Administration
(2.4) and Warnings and Precautions (5.5)] .

Rifampin and Other CYP 3A Inducers

Rifampin is an inducer of CYP 3A and P-gp. Co-administration of rifampin and SAMSCA
reduces exposure to tolvaptan by 85%. Therefore, the expected clinical effects of SAMSCA in
the presence of rifampin and other inducers (e.g., rifabutin, rifapentin, barbiturates, phenytoin,
carbamazepine and St. John’s Wort) may not be observed at the usual dose levels of SAMSCA.
The dose of SAMSCA may have to be increased [Dosage and Administration (2.4) and
Warnings and Precautions (5.5)].

L ovastatin, Digoxin, Furosemide, and Hydrochlorothiazide

Co-administration of lovastatin, digoxin, furosemide, and hydrochlorothiazide with SAMSCA

has no clinically relevant impact on the exposure to tolvaptan.
7.2 Effects of Tolvaptan on Other Drugs
Digoxin

Digoxin is a P-gp substrate and SAMSCA is a P-gp inhibitor. Co-administration of SAMSCA

and digoxin results in a 1.3-fold increase in the exposure to digoxin.

Warfarin, Amiodarone, Furosemide, and Hydrochlorothiazide

Page 10 of 27



Co-administration of tolvaptan does not appear to alter the pharmacokinetics of warfarin,
furosemide, hydrochlorothiazide, or amiodarone (or its active metabolite, desethylamiodarone) to
a clinically significant degree.

Lovastatin

SAMSCA is a weak inhibitor of CYP 3A. Co-administration of lovastatin and SAMSCA
increases the exposure to lovastatin and its active metabolite lovastatin-B hydroxyacid by factors
of 1.4 and 1.3, respectively. This is not a clinically relevant change.

Phar macodynamic I nteractions

Tolvaptan produces a greater 24 hour urine volume/excretion rate than does furosemide or
hydrochlorothiazide. Concomitant administration of tolvaptan with furosemide or
hydrochlorothiazide results in a 24 hour urine volume/excretion rate that is similar to the rate

after tolvaptan administration alone.

Although specific interaction studies were not performed, in clinical studies tolvaptan was used
concomitantly with beta-blockers, angiotensin receptor blockers, angiotensin converting enzyme
inhibitors and potassium sparing diuretics. Adverse reactions of hyperkalemia were
approximately 1-2% higher when tolvaptan was administered with angiotensin receptor blockers,
angiotensin converting enzyme inhibitors and potassium sparing diuretics compared to
administration of these medications with placebo. Serum potassium levels should be monitored

during concomitant drug therapy.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C.

There are no adequate and well controlled studies of SAMSCA use in pregnant women. In
animal studies, cleft palate, brachymelia, microphthalmia, skeletal malformations, decreased
fetal weight, delayed fetal ossification, and embryo-fetal death occurred. SAMSCA should be
used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

In embryo-fetal development studies, pregnant rats and rabbits received oral tolvaptan during

organogenesis. Rats received 2 to 162 times the maximum recommended human dose (MRHD)
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of tolvaptan (on a body surface area basis). Reduced fetal weights and delayed fetal ossification
occurred at 162 times the MRHD. Signs of maternal toxicity (reduction in body weight gain and
food consumption) occurred at 16 and 162 times the MRHD. When pregnant rabbits received
oral tolvaptan at 32 to 324 times the MRHD (on a body surface area basis), there were reductions
in maternal body weight gain and food consumption at all doses, and increased abortions at the
mid and high doses (about 97 and 324 times the MRHD). At 324 times the MRHD, there were
increased rates of embryo-fetal death, fetal microphthalmia, open eyelids, cleft palate,
brachymelia and skeletal malformations [ see Nonclinical Toxicology (13.3)].

8.2 Labor and Delivery

The effect of SAMSCA on labor and delivery in humans is unknown.

8.3 Nursing Mothers

It is not known whether SAMSCA is excreted into human milk. Tolvaptan is excreted into the
milk of lactating rats. Because many drugs are excreted into human milk and because of the
potential for serious adverse reactions in nursing infants from SAMSCA, a decision should be
made to discontinue nursing or SAMSCA, taking into consideration the importance of SAMSCA
to the mother.

8.4 Pediatric Use

Safety and effectiveness of SAMSCA in pediatric patients have not been established.

8.5 Geriatric Use

Of the total number of hyponatremic subjects treated with SAMSCA in clinical studies, 42%
were 65 and over, while 19% were 75 and over. No overall differences in safety or effectiveness
were observed between these subjects and younger subjects, and other reported clinical
experience has not identified differences in responses between the elderly and younger patients,
but greater sensitivity of some older individuals cannot be ruled out. Increasing age has no effect

on tolvaptan plasma concentrations.

8.6 Use in Patients with Hepatic Impairment

Moderate and severe hepatic impairment do not affect exposure to tolvaptan to a clinically
relevant extent. No dose adjustment of tolvaptan is necessary.
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8.7 Use in Patients with Renal Impairment

Exposure and response to tolvaptan are similar in patients with a creatinine clearance 10-79
mL/min and in patients without renal impairment. No dose adjustment is necessary. Exposure
and response to tolvaptan in patients with a creatinine clearance < 10 mL/min or in patients on
chronic dialysis have not been studied. No benefit can be expected in patients who are anuric
[ see Contraindications (4.5)].

8.8 Use in Patients with Congestive Heart Failure

The exposure to tolvaptan in patients with congestive heart failure is not clinically relevantly
increased. No dose adjustment is necessary.

10 OVERDOSAGE

Single oral doses up to 480 mg and multiple doses up to 300 mg once daily for 5 days have been
well tolerated in studies in healthy subjects. There is no specific antidote for tolvaptan
intoxication. The signs and symptoms of an acute overdose can be anticipated to be those of
excessive pharmacologic effect: a rise in serum sodium concentration, polyuria, thirst, and
dehydration/hypovolemia.

The oral LDs of tolvaptan in rats and dogs is > 2000 mg/kg. No mortality was observed in rats
or dogs following single oral doses of 2000 mg/kg (maximum feasible dose). A single oral dose
of 2000 mg/kg was lethal in mice, and symptoms of toxicity in affected mice included decreased

locomotor activity, staggering gait, tremor and hypothermia.

If overdose occurs, estimation of the severity of poisoning is an important first step. A thorough
history and details of overdose should be obtained, and a physical examination should be
performed. The possibility of multiple drug involvement should be considered.

Treatment should involve symptomatic and supportive care, with respiratory, ECG and blood
pressure monitoring and water/electrolyte supplements as needed. A profuse and prolonged
aquaresis should be anticipated, which, if not matched by oral fluid ingestion, should be replaced

with intravenous hypotonic fluids, while closely monitoring electrolytes and fluid balance.

ECG monitoring should begin immediately and continue until ECG parameters are within
normal ranges. Dialysis may not be effective in removing tolvaptan because of its high binding
affinity for human plasma protein (> 99%). Close medical supervision and monitoring should
continue until the patient recovers.
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11 DESCRIPTION
Tolvaptan is (£)-4'-[(7-chloro-2,3,4,5-tetrahydro-5-hydroxy-1H-1-benzazepin-1-yl) carbonyl]-o-

tolu-m-toluidide. The empirical formula is CycH,sCIN,Os. Molecular weight is 448.94. The
chemical structure is:

HO

P
ZT

o)
Cl O

SAMSCA tablets for oral use contain 15 mg or 30 mg of tolvaptan. Inactive ingredients include
corn starch, hydroxypropyl cellulose, lactose monohydrate, low-substituted hydroxypropyl
cellulose, magnesium stearate and microcrystalline cellulose and FD&C Blue No. 2 Aluminum
Lake as colorant.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Tolvaptan is a selective vasopressin Vj-receptor antagonist with an affinity for the V,-receptor
that is 1.8 times that of native arginine vasopressin (AVP). Tolvaptan affinity for the V,-receptor
is 29 times greater than for the Vi,-receptor. When taken orally, 15 to 60 mg doses of tolvaptan
antagonize the effect of vasopressin and cause an increase in urine water excretion that results in
an increase in free water clearance (aquaresis), a decrease in urine osmolality, and a resulting
increase in serum sodium concentrations. Urinary excretion of sodium and potassium and plasma
potassium concentrations are not significantly changed. Tolvaptan metabolites have no or weak
antagonist activity for human V,-receptors compared with tolvaptan.

Plasma concentrations of native AVP may increase (avg. 2-9 pg/mL) with tolvaptan

administration.
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12.2 Pharmacodynamics

In healthy subjects receiving a single dose of SAMSCA 60 mg, the onset of the aquaretic and
sodium increasing effects occurs within 2 to 4 hours post-dose. A peak effect of about a 6 mEq
increase in serum sodium and about 9 mL/min increase in urine excretion rate is observed
between 4 and 8 hours post-dose; thus, the pharmacological activity lags behind the plasma
concentrations of tolvaptan. About 60% of the peak effect on serum sodium is sustained at 24
hours post-dose, but the urinary excretion rate is no longer elevated by this time. Doses above 60
mg tolvaptan do not increase aquaresis or serum sodium further. The effects of tolvaptan in the
recommended dose range of 15 to 60 mg once daily appear to be limited to aquaresis and the

resulting increase in sodium concentration.

In a parallel-arm, double-blind (for tolvaptan and placebo), placebo- and positive-controlled,
multiple dose study of the effect of tolvaptan on the QTc interval, 172 healthy subjects were
randomized to tolvaptan 30 mg, tolvaptan 300 mg, placebo, or moxifloxacin 400 mg once daily.
At both the 30 mg and 300 mg doses, no significant effect of administering tolvaptan on the QTc
interval was detected on Day 1 and Day 5. At the 300 mg dose, peak tolvaptan plasma
concentrations were approximately 4-fold higher than the peak concentrations following a 30 mg
dose. Moxifloxacin increased the QT interval by 12 ms at 2 hours after dosing on Day 1 and 17
ms at 1 hour after dosing on Day 5, indicating that the study was adequately designed and
conducted to detect tolvaptan’s effect on the QT interval, had an effect been present.

12.3 Pharmacokinetics

In healthy subjects the pharmacokinetics of tolvaptan after single doses of up to 480 mg and
multiple doses up to 300 mg once daily have been examined. Area under the curve (AUC)
increases proportionally with dose. After administration of doses > 60 mg, however, Cmax
increases less than proportionally with dose. The pharmacokinetic properties of tolvaptan are
stereospecific, with a steady-state ratio of the S-(-) to the R-(+) enantiomer of about 3. The
absolute bioavailability of tolvaptan is unknown. At least 40% of the dose is absorbed as
tolvaptan or metabolites. Peak concentrations of tolvaptan are observed between 2 and 4 hours
post-dose. Food does not impact the bioavailability of tolvaptan. In vitro data indicate that
tolvaptan is a substrate and inhibitor of P-gp. Tolvaptan is highly plasma protein bound (99%)
and distributed into an apparent volume of distribution of about 3 L/kg. Tolvaptan is eliminated
entirely by non-renal routes and mainly, if not exclusively, metabolized by CYP 3A. After oral
dosing, clearance is about 4 mL/min/kg and the terminal phase half-life is about 12 hours. The
accumulation factor of tolvaptan with the once-daily regimen is 1.3 and the trough
concentrations amount to < 16% of the peak concentrations, suggesting a dominant half-life
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somewhat shorter than 12 hours. There is marked inter-subject variation in peak and average
exposure to tolvaptan with a percent coefficient of variation ranging between 30 and 60%.

In patients with hyponatremia of any origin the clearance of tolvaptan is reduced to about 2
mL/min/kg. Moderate or severe hepatic impairment or congestive heart failure decrease the
clearance and increase the volume of distribution of tolvaptan, but the respective changes are not
clinically relevant. Exposure and response to tolvaptan in subjects with creatinine clearance
ranging between 79 and 10 mL/min and patients with normal renal function are not different.

13. NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Up to two years of oral administration of tolvaptan to male and female rats at doses up to 1000
mg/kg/day (162 times the maximum recommended human dose [MRHD] on a body surface area
basis), to male mice at doses up to 60 mg/kg/day (5 times the MRHD) and to female mice at
doses up to 100 mg/kg/day (8 times the MRHD) did not increase the incidence of tumors.

Tolvaptan tested negative for genotoxicity in in vitro (bacterial reverse mutation assay and
chromosomal aberration test in Chinese hamster lung fibroblast cells) and in vivo (rat

micronucleus assay) test systems.

In a fertility study in which male and female rats were orally administered tolvaptan at 100, 300
or 1000 mg/kg/day, the highest dose level was associated with significantly fewer corpora lutea
and implants than control.

13.3 Reproductive and Developmental Toxicology

In pregnant, rats, oral administration of tolvaptan at 10, 100 and 1000 mg/kg/day during
organogenesis was associated with a reduction in maternal body weight gain and food
consumption at 100 and 1000 mg/kg/day, and reduced fetal weight and delayed ossification of
fetuses at 1000 mg/kg/day (162 times the MRHD on a body surface area basis). Oral
administration of tolvaptan at 100, 300 and 1000 mg/kg/day to pregnant rabbits during
organogenesis was associated with reductions in maternal body weight gain and food
consumption at all doses, and abortions at mid- and high-doses. At 1000 mg/kg/day (324 times
the MRHD), increased incidences of embryo-fetal death, fetal microphthalmia, open eyelids,
cleft palate, brachymelia and skeletal malformations were observed. There are no adequate and
well-controlled studies of SAMSCA in pregnant women. SAMSCA should be used in pregnancy
only if the potential benefit justifies the risk to the fetus.
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14 CLINICAL STUDIES
14.1 Hyponatremia

In two double-blind, placebo-controlled, multi-center studies (SALT-1 and SALT-2), a total of
424 patients with euvolemic or hypervolemic hyponatremia (serum sodium < 135 mEgq/L)
resulting from a variety of underlying causes (heart failure, liver cirrhosis, syndrome of
inappropriate antidiuretic hormone [SIADH] and others) were treated for 30 days with tolvaptan
or placebo, then followed for an additional 7 days after withdrawal. Symptomatic patients,
patients likely to require saline therapy during the course of therapy, patients with acute and
transient hyponatremia associated with head trauma or postoperative state and patients with
hyponatremia due to primary polydipsia, uncontrolled adrenal insufficiency or uncontrolled
hypothyroidism were excluded. Patients were randomized to receive either placebo (N = 220) or
tolvaptan (N = 223) at an initial oral dose of 15 mg once daily. The mean serum sodium
concentration at study entry was 129 mEq/L. Fluid restriction was to be avoided if possible
during the first 24 hours of therapy to avoid overly rapid correction of serum sodium, and during
the first 24 hours of therapy 87% of patients had no fluid restriction. Thereafter, patients could
resume or initiate fluid restriction (defined as daily fluid intake of < 1.0 liter/day) as clinically
indicated.

The dose of tolvaptan could be increased at 24 hour intervals to 30 mg once daily, then to 60 mg
once daily, until either the maximum dose of 60 mg or normonatremia (serum sodium > 135
mEq/L) was reached. Serum sodium concentrations were determined at 8 hours after study drug
initiation and daily up to 72 hours, within which time titration was typically completed.
Treatment was maintained for 30 days with additional serum sodium assessments on Days 11,
18, 25 and 30. On the day of study discontinuation, all patients resumed previous therapies for
hyponatremia and were reevaluated 7 days later. The primary endpoint for these studies was the
average daily AUC for change in serum sodium from baseline to Day 4 and baseline to Day 30 in
patients with a serum sodium less than 135 mEq/L. Compared to placebo, tolvaptan caused a
statistically greater increase in serum sodium (P < 0.0001) during both periods in both studies
(see Table 2). For patients with a serum sodium of < 130 mEq/L or < 125 mEq/L, the effects at
Day 4 and Day 30 remained significant (see Table 2). This effect was also seen across all disease
etiology subsets (e.g., CHF, cirrhosis, STADH/other).
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Table 2. Effects of Treatment with Tolvaptan 15 mg/day to 60 mg/day

Tolvaptan .
15 mg/day- Placebo ES‘"Q;E /edclfffect
60 mg/day (95% CI)
Subjectswith Serum Sodium <135 mEg/L (ITT population)
Change in average daily serum
[Nat] AU((:IEEZ‘?L”;@ to Day 4 40 (2.8) 0.4 (2.4) 3.7 (3.3-42)
Mean (SD) 213 203 p < 0.0001
N
Change in average daily serum
[Na+] AU(irt’laES;}‘L“)e to Day 30 6.2 (4.0) 1.8(3.7) 4.6 (3.9-5.2)
Mean (SD) 213 203 p < 0.0001
N
Percent of Patients Needing 14% 25% p<0.01
Fluid Restriction* 30/215 51/206 )
Subgroup with Serum Sodium < 130 mEg/L
Change in average daily serum
[Nat] AUC bascline to Day 4 4.8 (3.0) 0.7 (2.5) 42 (3.5-5.0)
(mEq/L) 110 105 p<0.0001
Mean (SD) ’
N
Change in average daily serum
[Na+] AUC baseline to Day 30 7.9 (4.1) 2.6 (4.2) 5.5 (4.4-6.5)
(mEq/L) 110 105 p<0.0001
Mean (SD) ’
N
Percent of Patients Needing 19% 36% p<0.01
Fluid Restriction* 21/110 38/106 )
Subgroup with Serum Sodium < 125 mEg/L
Change in average daily serum
[Nat] AUC bascline to Day 4 5.7 (3.8) 1.0 (1.8) 5.3 (3.8-6.9)
(mEq/L) 26 30 0 <0.0001
Mean (SD) ’
N
Change in average daily serum
[Nat] AUC baseline to Day 30 10.0 (4.8) 4.1 (4.5) 5.7(3.1-8.3)
(mEq/L) 26 30 p < 0.0001
Mean (SD) ’
N
Percent of Patients Needing 35% 50% p=0.14
Fluid Restriction* 9/26 15/30 )

* Fluid Restriction defined as < 1L/day at any time during treatment period.

In patients with hyponatremia (defined as < 135 mEq/L), serum sodium concentration increased
to a significantly greater degree in tolvaptan-treated patients compared to placebo-treated
patients as early as 8 hours after the first dose, and the change was maintained for 30 days. The
percentage of patients requiring fluid restriction (defined as < 1 L/day at any time during the
treatment period) was also significantly less (p < 0.0017) in the tolvaptan-treated group (30/215,
14%) as compared with the placebo-treated group (51/206, 25%).
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Figure 1 shows the change from baseline in serum sodium by visit in patients with serum sodium

< 135 mEqg/L. Within 7 days of tolvaptan discontinuation, serum sodium concentrations in

tolvaptan-treated patients declined to levels similar to those of placebo-treated patients.

Figure 1. Pooled SALT Studies: Analysisof Mean Serum Sodium (£ SD, mEg/L) by Visit -
Patients with Baseline Serum Sodium < 135 mEq/L
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*p-value < 0.0001 for all visits during tolvaptan treatment compared to placebo
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Figure 2: Pooled SALT Studies: Analysisof Mean Serum Sodium (£ SD, mEg/L) by Visit -
Patients with Baseline Serum Sodium < 130 mEqg/L

142 - ———  Tolvaptan 15-50 mg (n=110]) ]

Flacebo (n=

*p=0.0007 ve Placabo
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134 4
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Mean Serum Sodium (£ S0, mEq/L)

124 4

12297

120] -
0l

Baseline 2h2 2 4 11 18 25 30 7-Day Follow-up

Day 1 Treatment Day

*p-value < 0.0001 for all visits during tolvaptan treatment compared to placebo

In the open-label study SALTWATER, 111 patients, 94 of them hyponatremic (serum sodium <
135 mEqg/L), previously on tolvaptan or placebo therapy were given tolvaptan as a titrated
regimen (15 to 60 mg once daily) after having returned to standard care for at least 7 days. By
this time, their baseline mean serum sodium concentration had fallen to between their original
baseline and post-placebo therapy level. Upon initiation of therapy, average serum sodium
concentrations increased to approximately the same levels as observed for those previously
treated with tolvaptan, and were sustained for at least a year. Figure 3 shows results from 111
patients enrolled in the SALTWATER Study.
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Figure 3: SALTWATER: Analysisof Mean Serum Sodium (+ SD, mEqg/L) by Visit
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14.2 Heart Failure

In a phase 3 double-blind, placebo-controlled study (EVEREST), 4133 patients with worsening
heart failure were randomized to tolvaptan or placebo as an adjunct to standard of care. Long-
term tolvaptan treatment (mean duration of treatment of 0.75 years) had no demonstrated effect,
either favorable or unfavorable, on all-cause mortality [HR (95% CI): 0.98 (0.9, 1.1)] or the
combined endpoint of CV mortality or subsequent hospitalization for worsening HF [HR (95%
CI): 1.0 (0.9, 1.1)].
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16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied
SAM SCA ™ (tolvaptan) tablets are available in the following strengths and packages.

SAMSCA 15 mg tablets are non-scored, blue triangular, shallow-convex, debossed with
“OTSUKA” and “15” on one side.

Blister of 10 NDC 59148-020-50

SAMSCA 30 mg tablets are non-scored, blue, round, shallow-convex, debossed with
“OTSUKA” and “30” on one side.

Blister of 10 NDC 59148-021-50

Storage and Handling

Store at 25 °C (77 °F), excursions permitted between 15 °C and 30 °C (59 °F to 86 °F) [see USP
controlled Room Temperature].

Keep out of reach of children.

17 PATIENT COUNSELING INFORMATION

As a part of patient counseling, healthcare providers must review the SAMSCA Medication
Guide with every patient [ see FDA-Approved Medication Guide (17.3)].

17.1 Concomitant Medication

Advise patients to inform their physician if they are taking or plan to take any prescription or
over-the-counter drugs since there is a potential for interactions.

Strong and Moderate CYP 3A inhibitorsand Pg-p inhibitors

Advise patients to inform their physician if they use strong (e.g., ketoconazole, itraconazole,
clarithromycin, telithromycin, nelfinavir, saquinavir, indinavir, ritonavir) or moderate CYP 3A
inhibitors (e.g., aprepitant, erythromycin, diltiazem, verapamil, fluconazole) or P-gp inhibitors
(e.g., cyclosporine) [see Dosage and Administration (2.4), Contraindications (4.4), Warnings
and Precautions (5.5) and Drug Interactions (7.1)].
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17.2 Nursing

Advise patients not to breastfeed an infant if they are taking SAMSCA [see Use In Specific
Populations (8.3)].

Manufactured by Otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535 Japan
Distributed and marketed by Otsuka America Pharmaceutical, Inc., Rockville, MD 20850

US Patent Nos.: 5,258,510 and 5,753,677.
SAM SCA isatrademark of Otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535 Japan

,OTsuka

Otsuka America Pharmaceutical, Inc. 0708L-0023 Rev. 05, 2009

© 2009 Otsuka Phar maceutical Co., Ltd.

17.3 FDA-Approved Medication Guide

MEDICATION GUIDE
SAMSCA™ (sam-sca)
tolvaptan
Tablets

Read the Medication Guide that comes with SAMSCA before you take it and each time you get a
new prescription. There may be new information. This Medication Guide does not take the place
of talking to your healthcare provider about your medical condition or your treatment. Share this

important information with members of your household.

What is the most important information | should know about SAMSCA?

SAMSCA may make the salt (sodium) level in your blood rise too fast. This can increase your
risk of a serious condition called osmotic demyelination syndrome (ODS). ODS can lead to
coma or death. ODS can also cause new symptoms such as:

trouble speaking

swallowing trouble or feeling like food or liquid gets stuck while swallowing

drowsiness

confusion

mood changes
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e trouble controlling body movement (involuntary movement) and weakness in muscles of
the arms and legs
e seizures

You or a family member should tell your healthcare provider right away if you have any of these
symptoms even if they begin later in treatment. Also tell you healthcare provider about any other
new symptoms while taking SAMSCA.

You may be more at risk for ODS if you have:

liver disease

not eaten enough for a long period of time (malnourished)

very low sodium level in your blood

been drinking large amounts of alcohol for a long period of time (chronic alcoholism)

To lessen your risk of ODS while taking SAMSCA:

e Treatment with SAMSCA should be started and re-started only in a hospital, where
the sodium levelsin your blood can be checked closely.
Do not take SAMSCA if you can not tell if you are thirsty.

e To prevent losing too much body water (dehydration), have water available to drink at all
times while taking SAMSCA. Unless your healthcare provider tells you otherwise, drink
when you are thirsty.

e [f your healthcare provider tells you to keep taking SAMSCA after you leave a hospital,
it is important that you do not stop and restart SAMSCA on your own. You may need to
go back to a hospital to re-start SAMSCA. Talk to your healthcare provider right away if
you stop taking SAMSCA for any reason.

e [t is important to stay under the care of your healthcare provider while taking SAMSCA
and follow their instructions.

What is SAMSCA?

SAMSCA is a prescription medicine used to help increase low sodium levels in the blood, in
adults with conditions such as heart failure, liver disease, and certain hormone imbalances.
SAMSCA helps raise salt levels in your blood by removing extra body water as urine.

It is not known if SAMSCA is safe or works in children.

Who should not take SAMSCA?

Do not take SAMSCA if:
e the sodium level in your blood must be increased right away.
e you can not replace fluids by drinking or you can not feel if you are thirsty.
e you are dizzy, faint, or your kidneys are not working normally because you have lost too
much body fluid.
e you take certain medicines. These medicines could cause you to have too much
SAMSCA in your blood:
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= the antibiotic medicines, clarithromycin (Biaxin, Biaxin XL) or telithromycin
(Ketek)
= the antifungal medicines, ketoconazole (Nizoral) or itraconazole (Sporonox)
= the anti-HIV medicines, ritonavir (Kaletra, Norvir), indinavir (Crixivan),
nelfinavir (Viracept), and saquinavir (Invirase)
= the antidepressant medicine, nefazodone hydrochloride
your body is not able to make urine. SAMSCA will not help your condition.

What should I tell my healthcare provider before taking SAMSCA?

Tell your healthcare provider about all your medical conditions, including if you:

have kidney problems and your body can not make urine.

can not feel if you are thirsty. See “What is the most important information I should
know about SAMSCA?”

have any allergies. See the end of this Medication Guide for a list of the ingredients in
SAMSCA.

are pregnant or plan to become pregnant. It is not known if SAMSCA will harm your
unborn baby.

are breast-feeding. It is not known if SAMSCA passes into your breast milk. You and
your healthcare provider should decide if you will take SAMSCA or breast-feed. You
should not do both.

Tell your healthcare provider about all the medicines you take, including prescription and
non-prescription medicines, vitamins, and herbal supplements.

Using SAMSCA with certain medicines could cause you to have too much SAMSCA in your
blood. See “Who should not take SAMSCA?”

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

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

How should | take SAMSCA?

See “What is the most important information I should know about SAMSCA?”

Take SAMSCA exactly as prescribed by your healthcare provider.

Take SAMSCA one time each day.

You can take SAMSCA with or without food.

Do not drink grapefruit juice during treatment with SAMSCA. This could cause you to
have too much SAMSCA in your blood.

Certain medicines or illnesses may keep you from drinking fluids or may cause you to
lose too much body fluid, such as vomiting or diarrhea. If you have these problems, call
your healthcare provider right away.
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e Do not miss or skip doses of SAMSCA. If you miss a dose, take it as soon as you
remember. If it is near the time of the next dose, skip the missed dose. Just take the next
dose at your regular time. Do not take 2 doses at the same time.

e |f you taketoo much SAMSCA, call your healthcare provider right away. If you take
an overdose of SAMSCA, you may need to go to a hospital.

e If your healthcare provider tells you to stop taking SAMSCA, follow their instructions
about limiting the amount of fluid you should drink.

What are the possible side effects of SAMSCA?

SAM SCA can cause serious side effectsincluding:
e See“What isthe most important information | should know about SAM SCA?”
e Lossof too much body fluid (dehydration). Tell your healthcare provider if you:
* have vomiting or diarrhea, and cannot drink normally.
= feel dizzy or faint. These may be symptoms that you have lost too much body
fluid.
e Bleeding from the gastrointestinal tract in people with liver disease. Tell your
healthcare provider right away if you have any of these bleeding symptoms:
= you vomit bright red blood
you vomit dark blood clots, or material that looks like coffee-grounds
your stools are black or look like tar
you pass blood or stool mixed with blood
your stool is bright red or has maroon colored blood in it

Call your healthcare provider right away, if you have any of these symptoms.

The most common side effects of SAMSCA are:
= thirst
= dry mouth
= weakness
= constipation
* making large amounts of urine and urinating often
= increased blood sugar levels

These are not all the possible side effects of SAMSCA. Talk to your healthcare provider about
any side effect that bothers you or that does not go away while taking SAMSCA.

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

How should | store SAMSCA?

Store SAMSCA between 59 °F to 86 °F (15 °C to 30 °C).
Keep SAMSCA and all medicines out of thereach of children.

General Information about SAMSCA
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Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide.
Do not use SAMSCA for a condition for which it was not prescribed. Do not give SAMSCA to
other people, even if they have the same symptoms you have. It may harm them.

This Medication Guide summarizes the most important information about SAMSCA. If you
would like more information, talk with your healthcare provider. You can ask your healthcare
provider or pharmacist for information about SAMSCA that is written for healthcare
professionals. For more about SAMSCA, call 1-877-726-7220 or go to www.samsca.com.

What are the ingredients in SAMSCA?

Active ingredient: tolvaptan.

Inactive ingredients: corn starch, hydroxypropyl cellulose, lactose monohydrate, low-substituted
hydroxypropyl cellulose, magnesium stearate and microcrystalline cellulose, and FD&C Blue

No. 2 Aluminum Lake as colorant.

SAM SCA isatrademark of Otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535 Japan

,OTsuka

Otsuka America Pharmaceutical, Inc. 0708L-0023C Rev. 05, 2009
This Medication Guide has been approved by the U.S. Food and Drug Administration.

© 2009 Otsuka Phar maceutical Co., Ltd.
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WARNING: INITIATE AND RE-INITIATE IN A
HOSPITAL AND MONITOR SERUM SODIUM

SAMSCA should be initiated and re-initiated in
patients only in a hospital where serum sodium can be
monitored closely.

Too rapid correction of hyponatremia (e.g., increase >
12 mEq/L/24 hours) can cause osmotic demyelination
resulting in dysarthria, mutism, dysphagia, lethargy,
affective changes, spastic quadriparesis, seizures,
coma and death. In susceptible patients, including
those with severe malnutrition, alcoholism or
advanced liver disease, slower rates of correction

may be advisable.
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1 INDICATIONS AND USAGE

SAMSCA ™is indicated for the treatment of clinically
significant hypervolemic and euvolemic hyponatremia
(serum sodium < 125 mEq/L or less marked hyponatremia
that is symptomatic and has resisted correction with fluid
restriction), including patients with heart failure, cirrhosis,
and Syndrome of Inappropriate Antidiuretic Hormone

(SIADH).
Important Limitations

Patients requiring intervention to raise serum sodium
urgently to prevent or to treat serious neurological symptoms
should not be treated with SAMSCA.

It has not been established that raising serum sodium with
SAMSCA provides a symptomatic benefit to patients.

2 DOSAGE AND ADMINISTRATION
2.1 Usual Dosage in Adults

Patients should be in a hospital for initiation and re-initiation
of therapy to evaluate the therapeutic response and because
too rapid correction of hyponatremia can cause osmotic
demyelination resulting in dysarthria, mutism, dysphagia,
lethargy, affective changes, spastic quadriparesis, seizures,
coma and death. The usual starting dose for SAMSCA is 15
mg administered once daily without regard to meals.
Increase the dose to 30 mg once daily, after at least 24 hours,
to a maximum of 60 mg once daily, as needed to achieve the
desired level of serum sodium. During initiation and
titration, frequently monitor for changes in serum
electrolytes and volume. Avoid fluid restriction during the

first 24 hours of therapy. Patients receiving SAMSCA should
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be advised that they can continue ingestion of fluid in
response to thirst [see Warnings and Precautions (5.1)].

2.2 Drug Withdrawal

Following discontinuation from SAMSCA, patients should
should be
monitored for changes in serum sodium and volume status.

be advised to resume fluid restriction and

2.3 Special Populations

There is no need to adjust dose based on age, gender, race,
cardiac or hepatic function [see Use In Specific Populations
(8) and Clinical Pharmacology (12.3)].

Renal Impairment
There is no need to adjust the dose in patients with mild to

10-79
mL/min) as there is no increase in exposure to tolvaptan;

severe renal impairment (creatinine clearance
tolvaptan has not been evaluated in patients with creatinine
clearance <10 mL/min or in patients undergoing dialysis. No
benefit can be expected in patients who are anuric /see

Contraindications (4.5) and Clinical Pharmacology (12.3)].

24 Co-Administration with CYP 3A Inhibitors,
CYP 3A Inducers and P-gp Inhibitors

CYP 3A Inhibitors

Tolvaptan is metabolized by CYP 3A, and use with strong
CYP 3A inhibitors causes a marked increase (5-fold) in
exposure [see Contraindications (4.4)]. The effect of
moderate CYP 3A inhibitors on tolvaptan exposure has not
been assessed. Avoid co-administration of SAMSCA and
moderate CYP 3A inhibitors [see Warnings and Precautions
(5.5), Drug Interactions (7.1)].

CYP 3A Inducers

Co-administration of SAMSCA with potent CYP 3A
inducers (e.g.,
concentrations by 85%. Therefore, the expected clinical
effects of SAMSCA may not be observed at the
recommended dose. Patient response should be monitored

rifampin) reduces tolvaptan plasma

and the dose adjusted accordingly [see Warnings and
Precautions (5.5), Drug Interactions (7.1)].

P-gp Inhibitors

Tolvaptan is a substrate of P-gp. Co-administration of
SAMSCA with inhibitors of P-gp (e.g., cyclosporine) may
necessitate a decrease in SAMSCA dose [see Warnings and
Precautions (5.5), Drug Interactions (7.1)].

3 DOSAGE FORMS AND STRENGTHS

SAMSCA (tolvaptan) is available in 15 mg and 30 mg
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tablets [see How Supplied/Storage and Handling (16)].
4 CONTRAINDICATIONS
SAMSCA is contraindicated in the following conditions:

4.1 Urgent need to raise serum sodium acutely

SAMSCA has not been studied in a setting of urgent need to
raise serum sodium acutely.

4.2 Inability of the patient to sense or appropriately
respond to thirst

Patients who are unable to auto-regulate fluid balance are at
substantially increased risk of incurring an overly rapid

correction of serum sodium, hypernatremia and
hypovolemia.
4.3 Hypovolemic hyponatremia

Risks associated with worsening hypovolemia, including
complications such as hypotension and renal failure,
outweigh possible benefits.

4.4 Concomitant use of strong CYP 3A inhibitors
Ketoconazole 200 mg administered with tolvaptan increased
tolvaptan exposure by 5-fold. Larger doses would be
expected to produce larger increases in tolvaptan exposure.

There is not adequate experience to define the dose
adjustment that would be needed to allow safe use of

tolvaptan with strong CYP 3A inhibitors such as
clarithromycin, ketoconazole, itraconazole, ritonavir,
indinavir, nelfinavir, saquinavir, nefazodone, and
telithromycin.

4.5 Anuric patients

In patients unable to make urine, no clinical benefit can be

expected.

5 WARNINGS AND PRECAUTIONS

5.1 Too Rapid Correction of Serum Sodium Can
Cause Serious Neurologic Sequelae (see BOXED
WARNING)

Osmotic demyelination syndrome is a risk associated with
too rapid correction of hyponatremia (e.g., >12 mEq/L/24
hours). Osmotic demyelination results in dysarthria, mutism,
dysphagia, lethargy, affective changes, spastic quadriparesis,
seizures, coma or death. In susceptible patients, including
those with severe malnutrition, alcoholism or advanced liver
disease, slower rates of correction may be advisable. In
controlled clinical trials in which tolvaptan was administered
in titrated doses starting at 15 mg once daily, 7% of
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tolvaptan-treated subjects with a serum sodium < 130 mEq/L
had an increase in serum sodium greater than 8 mEq/L at
approximately 8 hours and 2% had an increase greater than
12 mEq/L at 24 hours. Approximately 1% of placebo-treated
subjects with a serum sodium < 130 mEq/L had a rise greater
than 8 mEq/L at 8 hours and no patient had a rise greater
than 12 mEq/L/24 hours. None of the patients in these
studies had evidence of osmotic demyelination syndrome or
related neurological sequelae, but such complications have
been reported following too-rapid correction of serum
sodium. Patients treated with SAMSCA should be monitored
to assess serum sodium concentrations and neurologic status,
especially during initiation and after titration. Subjects with
SIADH or very low baseline serum sodium concentrations
may be at greater risk for too-rapid correction of serum
sodium. In patients receiving SAMSCA who develop too
rapid a rise in serum sodium, discontinue or interrupt
treatment with SAMSCA and consider administration of
hypotonic fluid. Fluid restriction during the first 24 hours of
therapy with SAMSCA may increase the likelihood of
overly-rapid correction of serum sodium, and should
generally be avoided.

5.2
Cirrhosis

Gastrointestinal Bleeding in Patients with

In patients with cirrhosis treated with tolvaptan in
hyponatremia trials, gastrointestinal bleeding was reported in
6 out of 63 (10%) tolvaptan-treated patients and 1 out of 57
(2%) placebo-treated patients. SAMSCA should be used in
cirrhotic patients only when the need to treat outweighs this
risk.
5.3 Dehydration and Hypovolemia

SAMSCA therapy induces copious aquaresis, which is
normally partially offset by fluid intake. Dehydration and
hypovolemia can occur, especially in potentially
volume-depleted patients receiving diuretics or those who
are fluid restricted. In multiple-dose, placebo-controlled
trials in which 607 hyponatremic patients were treated with
tolvaptan, the incidence of dehydration was 3.3% for
tolvaptan and 1.5% for placebo-treated patients. In patients
receiving SAMSCA who develop medically significant signs
or symptoms of hypovolemia, interrupt or discontinue
SAMSCA therapy and provide supportive care with careful
management of vital signs, fluid balance and electrolytes.
Fluid restriction during therapy with SAMSCA may increase
the risk of dehydration and hypovolemia. Patients receiving
SAMSCA should continue ingestion of fluid in response to
thirst.
5.4 Co-administration with Hypertonic Saline

There is no experience with concomitant use of SAMSCA
and hypertonic saline. Concomitant use with hypertonic

saline is not recommended.
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5.5 Drug Interactions

Other Drugs Affecting Exposure to Tolvaptan
CYP 3A Inhibitors

Tolvaptan is a substrate of CYP 3A. CYP 3A inhibitors can
lead to a marked increase in tolvaptan concentrations /see
Dosage and Administration (2.4), Drug Interactions (7.1)].
Do not use SAMSCA with strong inhibitors of CYP 3A [see
Contraindications (4.4)] and avoid concomitant use with
moderate CYP 3A inhibitors.

CYP 3A Inducers

Avoid co-administration of CYP 3A inducers (e.g., rifampin,
rifabutin, rifapentin, barbiturates, phenytoin, carbamazepine,
St. John’s Wort) with SAMSCA, as this can lead to a
reduction in the plasma concentration of tolvaptan and
of SAMSCA
co-administered with CYP 3A inducers,

treatment. If
the dose of
SAMSCA may need to be increased [see Dosage and
Administration (2.4), Drug Interactions (7.1)].

decreased effectiveness

P-gp Inhibitors

The dose of SAMSCA may have to be reduced when
SAMSCA is co-administered with P-gp inhibitors, e.g.,
cyclosporine [see Dosage and Administration (2.4), Drug
Interactions (7.1)].

5.6 Hyperkalemia or Drugs that Increase Serum
Potassium

Treatment with tolvaptan is associated with an acute
reduction of the extracellular fluid volume which could
result in increased serum potassium. Serum potassium levels
should be monitored after initiation of tolvaptan treatment in
patients with a serum potassium > 5 mEq/L as well as those
who are receiving drugs known to increase serum potassium

levels.
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying
conditions, adverse reactions rates observed in the clinical
trials of a drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates
observed in practice. The adverse event information from
clinical trials does, however, provide a basis for identifying
the adverse events that appear to be related to drug use and
for approximating rates.

607
hyponatremic patients (serum sodium < 135 mEq/L) were
treated with SAMSCA. The mean age of these patients was

In  multiple-dose,  placebo-controlled trials,
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62 years; 70% of patients were male and 82% were
Caucasian. One hundred eighty nine (189) tolvaptan-treated
patients had a serum sodium < 130 mEq/L, and 52 patients
had a serum sodium < 125 mEq/L. Hyponatremia was
attributed to cirrhosis in 17% of patients, heart failure in
68% and SIADH/other in 16%. Of these patients, 223 were
treated with the recommended dose titration (15 mg titrated
to 60 mg as needed to raise serum sodium).

Overall, over 4,000 patients have been treated with oral
doses of tolvaptan in open-label or placebo-controlled
clinical trials. Approximately 650 of these patients had
hyponatremia; approximately 219 of these hyponatremic
patients were treated with tolvaptan for 6 months or more.

The most common adverse reactions (incidence > 5% more
than placebo) 30-day, double-blind,
placebo-controlled hyponatremia trials in which tolvaptan

seen in two
was administered in titrated doses (15 mg to 60 mg once

daily) were thirst, dry mouth, asthenia, constipation,
pollakiuria or polyuria and hyperglycemia. In these trials,
10% (23/223) of tolvaptan-treated patients discontinued
treatment because of an adverse event, compared to 12%
(26/220) of placebo-treated patients; no adverse reaction
resulting in discontinuation of trial medication occurred at an

incidence of >1% in tolvaptan-treated patients.

Table 1 the
tolvaptan-treated patients with hyponatremia (serum sodium
< 135 mEq/L) and at a rate at least 2% greater than
in two 30-day, double-blind,
placebo-controlled trials. In these studies, 223 patients were

lists adverse reactions reported in

placebo-treated patients

exposed to tolvaptan (starting dose 15 mg, titrated to 30 and
60 mg as needed to raise serum sodium). Adverse events
death in 6% in
tolvaptan-treated-patients in placebo-treated

these trials
and 6%

resulting in were

patients.

[Table 1. Adverse Reactions (> 2% more than placebo) in
p

Tolvaptan-Treated Patients in Double-Blind,

Placebo-Controlled Hyponatremia Trials]

In a subgroup of patients with hyponatremia (N =475, serum
135 mEq/L) enrolled in a double-blind,
placebo-controlled trial (mean duration of treatment was 9

sodium <

months) of patients with worsening heart failure, the
following adverse reactions occurred in tolvaptan-treated
patients at a rate at least 2% greater than placebo: mortality
(42% tolvaptan, 38% placebo), nausea (21% tolvaptan, 16%
placebo), thirst (12% tolvaptan, 2% placebo), dry mouth (7%
tolvaptan, 2% placebo) and polyuria or pollakiuria (4%
tolvaptan, 1% placebo).

The following adverse reactions occurred in < 2% of
hyponatremic patients treated with SAMSCA and at a rate
greater than placebo in double-blind placebo-controlled trials
(N =607 tolvaptan; N = 518 placebo) or in < 2% of patients
in an uncontrolled trial of patients with hyponatremia (N =
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111) and are not mentioned elsewhere in the label.

Blood and Lymphatic System Disorders: Disseminated
intravascular coagulation
thrombus, ventricular

Cardiac Disorders: Intracardiac

fibrillation

Investigations: Prothrombin time prolonged
Gastrointestinal Disorders: Ischemic colitis

Metabolism and Nutrition Disorders: Diabetic ketoacidosis
Tissue  Disorders:

Musculoskeletal and  Connective

Rhabdomyolysis
Nervous System: Cerebrovascular accident
Renal and Urinary Disorders: Urethral hemorrhage

Reproductive System and Breast Disorders (female): Vaginal
hemorrhage

and  Mediastinal  Disorders:

Pulmonary embolism, respiratory failure

Respiratory,  Thoracic,

Vascular disorder: Deep vein thrombosis

7 DRUG INTERACTIONS

7.1 Effects of Drugs on Tolvaptan
Ketoconazole and Other Strong CYP 3A Inhibitors

SAMSCA is metabolized primarily by CYP 3A.
Ketoconazole is a strong inhibitor of CYP 3A and also an
inhibitor of P-gp. Co-administration of SAMSCA and
ketoconazole 200 mg daily results in a 5-fold increase in
exposure to tolvaptan. Co-administration of SAMSCA with
400 mg ketoconazole daily or with other strong CYP 3A
inhibitors (e.g., clarithromycin, itraconazole, telithromycin,
saquinavir, nelfinavir, ritonavir and nefazodone) at the
highest labeled dose would be expected to cause an even
greater increase in tolvaptan exposure. Thus, SAMSCA and
strong CYP 3 A inhibitors should not be co-administered /see
Dosage and Administration (2.4) and Contraindications

(4.4)].
Moderate CYP 3A Inhibitors

The
erythromycin,

of moderate CYP 3A inhibitors

fluconazole,

impact (e.g.,

aprepitant, diltiazem and
verapamil) on the exposure to co-administered tolvaptan has
not been assessed. A substantial increase in the exposure to
expected when SAMSCA is
co-administered with moderate CYP 3A inhibitors.

Co-administration of SAMSCA with moderate CYP3A

tolvaptan would be

SNTVRWEWERIZLLTO®EY ThH o7,

MR VY o SRR BRI A PR BE

OB - CIRP AR, OERARE)

FEHRA © 7 m b e R HIER

Gzl A RN ES

WRe g, Mgl K OMEhRbEE « ZERE, PR A4

MAEREE - G E IR MARAE
7 EWHEER
71 MILINT R UAQBHREOTE

FhaFV—ILEUMOE AL CYP3A HEH

SAMSCA I CYP3A I X 0 @ &an 5,

ka3 — ViS22 CYP3A BRERIT, PR ARM
FRTLHDH, KFIE T b= —1 200 mg/ B OPFH
W2k MARTH o DBRBEITSEERT D,

AKHFNE 7 b =aF Y —L 400 mg/ B X3 058 Sy 7
CYP3A JHEH| (75U 2u~A Y, £ hFat—
N, TVRTRA Ty, BRFEN, RNVT 4 FEN,
UbFEN, 277V R OEaARBEEZA L
BA, M ARTHZ U ORBRIIFICEFET D ETHREN
5, LD Z & BARK L5877 CYP3A FHEAZ OFH
L7gnwz & (THE - HE) 241, 125 44HBH),

IS

fZED CYP3A REHI

RAERED CYP3A HER] (=) 2u~A v, Z7at
=, TTVLEX N, DAVFTEL, RXT83)0)
LOPERIICE D MANRT Z D REE~DEE I
ENTWARY, FEEEE D CYP3A FHEA] & SAMSCA &
OFFRICEL Y, "ARTH U ORBEIIN Y ERT 5
LrEns,

D, AE|EFEED CYPIA LEH L OOFHIZ—



inhibitors should therefore generally be avoided /see Dosage
and Administration (2.4) and Warnings and Precautions

(5.5)].
Grapefruit Juice

Co-administration of grapefruit juice and SAMSCA results
in a 1.8-fold increase in exposure to tolvaptan /see Dose and
Administration (2.4) and Warnings and Precautions (5.5)].

P-gp Inhibitors

Reduction in the dose of SAMSCA may be required in
patients concomitantly treated with P-gp inhibitors, such as
e.g., cyclosporine, based on clinical response [see Dose and
Administration (2.4) and Warnings and Precautions (5.5)].

Rifampin and Other CYP 3A Inducers

Rifampin is an inducer of CYP 3A and P-gp.
Co-administration of rifampin and SAMSCA reduces
exposure to tolvaptan by 85%. Therefore, the expected
clinical effects of SAMSCA in the presence of rifampin and
other inducers (e.g., rifabutin, rifapentin, barbiturates,
phenytoin, carbamazepine and St. John’s wort) may not be
observed at the usual dose levels of SAMSCA. The dose of
SAMSCA may have to be increased [Dosage and
Administration (2.4) and Warnings and Precautions (5.5)].

Lovastatin, Digoxin, and

Hydrochlorothiazide

Furosemide,

Co-administration of lovastatin, digoxin, furosemide, and
hydrochlorothiazide with SAMSCA has no clinically
relevant impact on the exposure to tolvaptan.

7.2 Effects of Tolvaptan on Other Drugs

Digoxin

Digoxin is a P-gp substrate and SAMSCA is a P-gp inhibitor.
Co-administration of SAMSCA and digoxin results in a
1.3-fold increase in the exposure to digoxin.

‘Warfarin, Amiodarone, and
Hydrochlorothiazide

Furosemide,

Co-administration of tolvaptan does not appear to alter the
pharmacokinetics of warfarin, furosemide,
hydrochlorothiazide, or amiodarone (or its active metabolite,

desethylamiodarone) to a clinically significant degree.
Lovastatin

SAMSCA is a of CYP 3A.
Co-administration of lovastatin and SAMSCA increases the

weak  inhibitor

exposure to lovastatin and its active metabolite lovastatin-f3
hydroxyacid by factors of 1.4 and 1.3, respectively. This is
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not a clinically relevant change.
Pharmacodynamic Interactions

Tolvaptan produces a greater 24 hour urine volume/excretion
than
Concomitant administration of tolvaptan with furosemide or
24 hour
volume/excretion rate that is similar to the rate after

rate does furosemide or hydrochlorothiazide.

hydrochlorothiazide results in a urine

tolvaptan administration alone.

Although specific interaction studies were not performed, in
clinical studies tolvaptan was used concomitantly with beta

blockers, angiotensin receptor blockers, angiotensin
converting enzyme inhibitors and potassium sparing
diuretics. Adverse reactions of hyperkalemia were
approximately 1-2%  higher when tolvaptan was

administered with angiotensin receptor blockers, angiotensin

converting enzyme inhibitors and potassium sparing
diuretics compared to administration of these medications
with placebo. Serum potassium levels should be monitored

during concomitant drug therapy.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category C

There are no adequate and well controlled studies of
SAMSCA use in pregnant women. In animal studies, cleft
microphthalmia, skeletal
malformations, decreased fetal weight, delayed fetal
ossification, and embryo-fetal death occurred. SAMSCA
should be used during pregnancy only if the potential benefit

palate, brachymelia,

justifies the potential risk to the fetus.

In embryo-fetal development studies, pregnant rats and
rabbits received oral tolvaptan during organogenesis. Rats
received 2 to 162 times the maximum recommended human
dose (MRHD) of tolvaptan (on a body surface area basis).
Reduced fetal weights and delayed fetal ossification
occurred at 162 times the MRHD. Signs of maternal toxicity
(reduction in body weight gain and food consumption)
occurred at 16 and 162 times the MRHD. When pregnant
rabbits received oral tolvaptan at 32 to 324 times the MRHD
(on a body surface area basis), there were reductions in
maternal body weight gain and food consumption at all
doses, and increased abortions at the mid and high doses
(about 97 and 324 times the MRHD). At 324 times the
MRHD, there were increased rates of embryo-fetal death,
fetal microphthalmia, open eyelids, cleft palate, brachymelia
and skeletal malformations [see Nonclinical Toxicology

(13.3)].
8.2 Labor and Delivery

The effect of SAMSCA on labor and delivery in humans is

X720,
EHEMMEEER

7ok R keszeadF 7Y REKELT RN
TH U BEE% D 24 BERIR BIE S < PRPEMGEE 133,
MRFH LTI R R T TV RE
OUFHRED 24 FER R 2 K& OURBEIEE X T & o
BB 5hE L [FAIFEE CTH D,

AR AAE A RBRIL M L TR0, BRRBRIC B )
TRMEWIER, 7o VAT vV U RINERE, 7o UA
Ty UEEERIAEIR, 1 U U AMREERIRIE L v
NTEUNFH EN T,

T DT v R, T AT v AR
FERPRESE, 1 U o MERHERIRE L s AT 2 U fEH
RO ) U AMUEORIWERFELRIL, 77 v A0
L0 1~2%Eho T,

IS OEAFHARFIZITMEL Y v A REELE =X —
T5HZ L,

8 BHREFA~DRS

8.1 LA

MR 7 =Y —C

IR 2 31T % SAMSCA O B 75 brgs ek B AR 1 520
Ty, SRR IR, S, NRER, B
w1, RRVRERCY, BRI R O R SR R A
nTns,

TEIRETIE, 15 OB RMERIR R ~D G Z FE S &
MM SNAEAITDH "R T R U fFRT 52 L,

Z v RO X E W R R R AERER TR e’
BRI MANRTF o EROKE LTz, 7 v FTI, &&
ERPRHESE D 2~162 1 ((AFHFHRE) 2 &5 L7z,
GRS &0 162 {051 & v IR RIKERD
K OB AGRIE S A B 4072,

TrEh e (R EHININH] R QBT B3)) 235 @ g R
RO 16 f5& 162 {EDHETH L,

BERRAR O 7 X i m B R HESE A R D 32~324 % (IR
IFEHAT) Z 45 U 7= 5, 2T oo & TR ESINmH,
B ERD N LN, FEOERE (R E s iR
HEEH B 97 5 18324 1) THREDEMMA L B
776

E R AEERA RO 324 fFOAETIE, IR-IRIELETH
L, MBIRIC/NRER, IR, DHEZE, BEREOE
AN A LTz (TFEERNE) 133 H2MR),

8.2 SR - HE

bt MIBIT 500, HECHTLIREBITHTL S,



unknown.

8.3 Nursing Mothers

It is not known whether SAMSCA is excreted into human
milk. Tolvaptan is excreted into the milk of lactating rats.
Because many drugs are excreted into human milk and
because of the potential for serious adverse reactions in
nursing infants from SAMSCA, a decision should be made
to discontinue nursing or SAMSCA, taking
consideration the importance of SAMSCA to the mother.

into

8.4 Pediatric Use

Safety and effectiveness of SAMSCA in pediatric patients
have not been established.

8.5 Geriatric Use

Of the total number of hyponatremic subjects treated with
SAMSCA in clinical studies, 42% were 65 and over, while
19% were 75 and over. No overall differences in safety or
effectiveness were observed between these subjects and
younger subjects, and other reported clinical experience has
not identified differences in responses between the elderly
and younger patients, but greater sensitivity of some older
individuals cannot be ruled out. Increasing age has no effect
on tolvaptan plasma concentrations.

8.6 Use in Patients with Hepatic Impairment
Moderate and severe hepatic impairment do not affect
exposure to tolvaptan to a clinically relevant extent. No dose
adjustment of tolvaptan is necessary.

8.7 Use in Patients with Renal Impairment
Exposure and response to tolvaptan are similar in patients
with a creatinine clearance 10-79 mL/min and in patients
without renal impairment. No dose adjustment is necessary.
Exposure and response to tolvaptan in patients with a
creatinine clearance < 10 mL/min or in patients on chronic
dialysis have not been studied. No benefit can be expected in
patients who are anuric /see Contraindications (4.5)].

8.8 Use in Patients with Congestive Heart Failure
The exposure to tolvaptan in patients with congestive heart
failure is not clinically relevantly increased. No dose
adjustment is necessary.

10 OVERDOSAGE

Single oral doses up to 480 mg and multiple doses up to 300
mg once daily for 5 days have been well tolerated in studies
in healthy subjects. There is no specific antidote for
tolvaptan intoxication. The signs and symptoms of an acute
overdose can be anticipated to be those of excessive
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pharmacologic effect: a rise in serum sodium concentration,
polyuria, thirst, and dehydration/ hypovolemia.

The oral LDso of tolvaptan in rats and dogs is > 2000 mg/kg.
No mortality was observed in rats or dogs following single
oral doses of 2000 mg/kg (maximum feasible dose). A single
oral dose of 2000 mg/kg was lethal in mice, and symptoms
of toxicity in affected mice included decreased locomotor
activity, staggering gait, tremor and hypothermia.

If overdose occurs, estimation of the severity of poisoning is
an important first step. A thorough history and details of
overdose should be obtained, and a physical examination
should be performed. The possibility of multiple drug
involvement should be considered.

Treatment should involve symptomatic and supportive care,
with respiratory, ECG and blood pressure monitoring and
water/electrolyte supplements as needed. A profuse and
prolonged aquaresis should be anticipated, which, if not
matched by oral fluid ingestion, should be replaced with
intravenous hypotonic fluids, while closely monitoring
electrolytes and fluid balance.

ECG monitoring should begin immediately and continue
until ECG parameters are within normal ranges. Dialysis
may not be effective in removing tolvaptan because of its
high binding affinity for human plasma protein (> 99%).
Close medical supervision and monitoring should continue
until the patient recovers.

1 DESCRIPTION

Tolvaptan is(£)-4'-[(7-chloro-2,3,4,5-tetrahydro-5-hydroxy-
The
empirical formula is C26H25CIN203. Molecular weight is
448.94. The chemical structure is:

1H-1-benzazepin-1-yl)carbonyl]-o-tolu-m-toluidide.

[ (FAARTFE DR ER) ]

SAMSCA tablets for oral use contain 15 mg or 30 mg of

tolvaptan. Inactive ingredients include corn starch,
hydroxypropyl cellulose, lactose monohydrate,
low-substituted  hydroxypropyl cellulose, magnesium

stearate and microcrystalline cellulose and FD&C Blue No.
2 Aluminum Lake as colorant.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Tolvaptan is a selective vasopressin Ve-receptor antagonist
with an affinity for the Va-receptor that is 1.8 times that of
native arginine vasopressin (AVP). Tolvaptan affinity for the
Va-receptor is 29 times greater than for the Via-receptor.

When taken orally, 15 to 60 mg doses of tolvaptan
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antagonize the effect of vasopressin and cause an increase in
urine water excretion that results in an increase in free water
clearance (aquaresis), a decrease in urine osmolality, and a
resulting increase in serum sodium concentrations. Urinary
excretion of sodium and potassium and plasma potassium
concentrations are not significantly changed. Tolvaptan
metabolites have no or weak antagonist activity for human
Vo-receptors compared with tolvaptan.

Plasma concentrations of native AVP may increase (avg. 2-9
pg/mL) with tolvaptan administration.

12.2 Pharmacodynamics

In healthy subjects receiving a single dose of SAMSCA 60
mg, the onset of the aquaretic and sodium increasing effects
occurs within 2 to 4 hours post-dose. A peak effect of about a
6 mEq increase in serum sodium and about 9 mL/min
increase in urine excretion rate is observed between 4 and 8
hours post-dose; thus, the pharmacological activity lags
behind the plasma concentrations of tolvaptan. About 60% of
the peak effect on serum sodium is sustained at 24 hours
post-dose, but the urinary excretion rate is no longer elevated
by this time. Doses above 60 mg tolvaptan do not increase
aquaresis or serum sodium further. The effects of tolvaptan
in the recommended dose range of 15 to 60 mg once daily
appear to be limited to aquaresis and the resulting increase in
sodium concentration.

In a parallel-arm, double-blind (for tolvaptan and placebo),
placebo- and positive-controlled, multiple dose study of the
effect of tolvaptan on the QTc interval, 172 healthy subjects
were randomized to tolvaptan 30 mg, tolvaptan 300 mg,
placebo, or moxifloxacin 400 mg once daily. At both the 30
mg and 300 mg doses, no significant effect of administering
tolvaptan on the QTc interval was detected on Day 1 and
Day 5. At the 300 mg dose, peak tolvaptan plasma
concentrations were approximately 4-fold higher than the
peak concentrations following a 30 mg dose. Moxifloxacin
increased the QT interval by 12 ms at 2 hours after dosing on
Day 1 and 17 ms at 1 hour after dosing on Day 5, indicating
that the study was adequately designed and conducted to
detect tolvaptan’s effect on the QT interval, had an effect
been present.

12.3 Pharmacokinetics

In healthy subjects the pharmacokinetics of tolvaptan after
single doses of up to 480 mg and multiple doses up to 300
mg once daily have been examined. Area under the curve
(AUC) After
administration of doses > 60 mg, however, Cmax increases

increases  proportionally with  dose.
less than proportionally with dose. The pharmacokinetic
properties of tolvaptan are stereospecific, with a steady-state
ratio of the S-(-) to the R-(+) enantiomer of about 3. The
absolute bioavailability of tolvaptan is unknown. At least
40% of the dose is absorbed as tolvaptan or metabolites.
Peak concentrations of tolvaptan are observed between 2 and
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4 hours post-dose. Food does not impact the bioavailability
of tolvaptan. /n vitro data indicate that tolvaptan is a
substrate and inhibitor of P-gp. Tolvaptan is highly plasma
protein bound (99%) and distributed into an apparent volume
of distribution of about 3 L/kg. Tolvaptan is eliminated
entirely by non-renal routes and mainly, if not exclusively,
metabolized by CYP 3A. After oral dosing, clearance is
about 4 mL/min/kg and the terminal phase half-life is about
12 hours. The accumulation factor of tolvaptan with the
once-daily regimen is 1.3 and the trough concentrations
amount to < 16% of the peak concentrations, suggesting a
dominant half-life somewhat shorter than 12 hours. There is
marked inter-subject variation in peak and average exposure
to tolvaptan with a percent coefficient of variation ranging
between 30 and 60%.

In patients with hyponatremia of any origin the clearance of
tolvaptan is reduced to about 2 mL/min/kg. Moderate or
severe hepatic impairment or congestive heart failure
decrease the clearance and increase the volume of
distribution of tolvaptan, but the respective changes are not
clinically relevant. Exposure and response to tolvaptan in
subjects with creatinine clearance ranging between 79 and
10 mL/min and patients with normal renal function are not

different.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of
Fertility

Up to two years of oral administration of tolvaptan to male
and female rats at doses up to 1000 mg/kg/day (162 times
the maximum recommended human dose [MRHD] on a
body surface area basis), to male mice at doses up to 60
mg/kg/day (5 times the MRHD) and to female mice at doses
up to 100 mg/kg/day (8 times the MRHD) did not increase
the incidence of tumors.

Tolvaptan tested negative for genotoxicity in in vitro

(bacterial reverse mutation assay and chromosomal
aberration test in Chinese hamster lung fibroblast cells) and

in vivo (rat micronucleus assay) test systems.

In a fertility study in which male and female rats were orally
administered tolvaptan at 100, 300 or 1000 mg/kg/day, the
highest dose level was associated with significantly fewer
corpora lutea and implants than control.

13.3 Reproductive and Developmental Toxicology

In pregnant, rats, oral administration of tolvaptan at 10, 100
and 1000 mg/kg/day during organogenesis was associated
with a reduction in maternal body weight gain and food
consumption at 100 and 1000 mg/kg/day, and reduced fetal
weight and delayed ossification of fetuses at 1000 mg/kg/day
(162 times the MRHD on a body surface area basis). Oral
administration of tolvaptan at 100, 300 and 1000 mg/kg/day
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to pregnant rabbits during organogenesis was associated with
reductions in maternal body weight gain and food
consumption at all doses, and abortions at mid- and
high-doses. At 1000 mg/kg/day (324 times the MRHD),
of death, fetal

microphthalmia, open eyelids, cleft palate, brachymelia and

increased  incidences embryo-fetal
skeletal malformations were observed. There are no adequate
and well-controlled studies of SAMSCA in pregnant women.
SAMSCA should be used in pregnancy only if the potential
benefit justifies the risk to the fetus.

14 CLINICAL STUDIES

14.1 Hyponatremia

In two double-blind, placebo-controlled, multi-center studies
(SALT-1 and SALT-2), a total of 424 patients with euvolemic
or hypervolemic hyponatremia (serum sodium < 135 mEq/L)
resulting from a variety of underlying causes (heart failure,
liver cirrhosis, syndrome of inappropriate antidiuretic
hormone [SIADH] and others) were treated for 30 days with
tolvaptan or placebo, then followed for an additional 7 days
after withdrawal. Symptomatic patients, patients likely to
require saline therapy during the course of therapy, patients
with acute and transient hyponatremia associated with head
trauma or postoperative state and patients with hyponatremia
due to primary polydipsia, uncontrolled adrenal insufficiency
or uncontrolled hypothyroidism were excluded. Patients
were randomized to receive either placebo (N = 220) or
tolvaptan (N = 223) at an initial oral dose of 15 mg once
daily. The mean serum sodium concentration at study entry
was 129 mEq/L. Fluid restriction was to be avoided if
possible during the first 24 hours of therapy to avoid overly
rapid correction of serum sodium, and during the first 24
hours of therapy 87% of patients had no fluid restriction.
Thereafter, patients could resume or initiate fluid restriction
(defined as daily fluid intake of < 1.0 liter/day) as clinically
indicated.

The dose of tolvaptan could be increased at 24 hour intervals
to 30 mg once daily, then to 60 mg once daily, until either
the maximum dose of 60 mg or normonatremia (serum
sodium > 135 mEq/L) was reached. Serum sodium
concentrations were determined at 8 hours after study drug
initiation and daily up to 72 hours, within which time
titration was typically completed. Treatment was maintained
for 30 days with additional serum sodium assessments on
Days 11, 18, 25 and 30. On the day of study discontinuation,
all patients resumed previous therapies for hyponatremia and
were reevaluated 7 days later. The primary endpoint for these
studies was the average daily AUC for change in serum
sodium from baseline to Day 4 and baseline to Day 30 in
patients with a serum sodium less than 135 mEq/L.
Compared to placebo, tolvaptan caused a statistically greater
increase in serum sodium (p < 0.0001) during both periods
in both studies (see Table 2). For patients with a serum
sodium of < 130 mEq/L or < 125 mEq/L, the effects at Day 4
and Day 30 remained significant (see Table 2). This effect
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was also seen across all disease etiology subsets (e.g., CHF,
cirrhosis, STADH/other).

[ Table 2. Effects of Treatment with Tolvaptan 15 mg/day to
60 mg/day]

In patients with hyponatremia (defined as <135 mEq/L),
serum sodium concentration increased to a significantly
greater degree in tolvaptan-treated patients compared to
placebo-treated patients as early as 8 hours after the first
dose, and the change was maintained for 30 days. The
percentage of patients requiring fluid restriction (defined as
<1 L/day at any time during the treatment period) was also
significantly less (p < 0.0017) in the tolvaptan-treated group
(30/215, 14%) as compared with the placebo-treated group
(517206, 25%).

Figure 1 shows the change from baseline in serum sodium
by visit in patients with serum sodium < 135 mEq/L. Within
7 days
concentrations in tolvaptan-treated patients declined to levels

of tolvaptan discontinuation, serum sodium

similar to those of placebo-treated patients.

[Figure 1. Pooled SALT Studies: Analysis of Mean Serum
Sodium (£SD,mEq/L) by Visit-Patients with Baseline Serum
Sodium < 135 mEq/L]

[Figure 2. Pooled SALT Studies: Analysis of Mean Serum
Sodium (£SD,mEq/L) by Visit-Patients with Baseline Serum
Sodium < 130 mEq/L]

In the open-label study SALTWATER, 111 patients, 94 of
them hyponatremic (serum sodium <135 mEq/L), previously
on tolvaptan or placebo therapy were given tolvaptan as a
titrated regimen (15 to 60 mg once daily) after having
returned to standard care for at least 7 days. By this time,
their baseline, mean serum sodium concentration had fallen
to between their original baseline and post-placebo therapy
level. Upon initiation of therapy, average serum sodium
concentrations increased to approximately the same levels as
observed for those previously treated with tolvaptan and
were sustained for at least a year. Figure 3 shows results
from 111 patients enrolled in the SALTWATER Study.

[Figure 3: SALTWATER: Analysis of Mean Serum Sodium
(#SD,mEq/L) by Visit]
14.2 Heart Failure
In a phase 3 double-blind, placebo-controlled study
(EVEREST), 4133 patients with worsening heart failure
were randomized to tolvaptan or placebo as an adjunct to
standard of care. Long-term tolvaptan treatment (mean
duration of treatment of 0.75 years) had no demonstrated
effect, either favorable or unfavorable, on all-cause mortality
[HR (95% CI): 0.98 (0.9, 1.1)] or the combined endpoint of

CV mortality or subsequent hospitalization for worsening
HF [HR (95% CI): 1.0 (0.9, 1.1)].
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16 HOW SUPPLIED/STORAGE AND
HANDLING
How Supplied
SAMSCA™(tolvaptan) tablets are available in the

following strengths and packages.

SAMSCA 15 mg tablets are non-scored, blue triangular,
shallow-convex, debossed with “OTSUKA” and “15” on one
side.

Blister of 10 NDC 59148-020-50

SAMSCA 30 mg tablets are non-scored, blue, round,
shallow-convex, debossed with “OTSUKA” and “30” on one
side.

Blister of 10 NDC 59148-021-50

Storage and Handling

Store at 25 °C (77 °F), excursions permitted between 15 °C
and 30 °C (59°F to 86 °F) [see USP controlled Room

Temperature].

Keep out of reach of children.
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17 PATIENT COUNSELING INFORMATION

As a part of patient counseling, healthcare providers must
review the SAMSCA Medication Guide with every patient
[see FDA-Approved Medication Guide (17.3)].

17.1 Concomitant Medication

Advise patients to inform their physician if they are taking or
plan to take any prescription or over-the-counter drugs since
there is a potential for interactions.

Strong and Moderate CYP 3A inhibitors and Pg-p
inhibitors

Advise patients to inform their physician if they use strong

(e.g.,
telithromycin, nelfinavir, saquinavir, indinavir, ritonavir) or

ketoconazole, itraconazole, clarithromycin,
moderate CYP 3A inhibitors (e.g., aprepitant, erythromycin,
diltiazem, verapamil, fluconazol) or P-gp inhibitors (e.g.,
cyclosporine) [see Dosage and Administration (2.4),
Contraindications (4.4), Warnings and Precautions (5.5) and

Drug Interactions (7.1)].

17.2 Nursing
Advise patients not to breastfeed an infant if they are taking
SAMSCA [see Use In Specific Populations (8.3)].

Manufactured by Otsuka Pharmaceutical Co., Ltd., Tokyo,
101-8535 Japan

Distributed and marketed by  Otsuka
Pharmaceutical, Inc., Rockville, MD 20850

America

US Patent Nos.: 5,258,510 and 5,753,677

SAMSCA is a trademark of Otsuka Pharmaceutical Co.,
Ltd., Tokyo, 101-8535 Japan

[Company logo]

0708L-0023
Rev. 05, 2009

©2009 Otsuka Pharmaceutical Co, Ltd.

17.3 FDA-Approved Medication Guide
MEDICATION GUIDE

SAMSCA™ (sam-sca)

tolvaptan

Tablets

Read the Medication Guide that comes with SAMSCA
before you take it and each time you get a new prescription.
There may be new information. This Medication Guide does
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not take the place of talking to your healthcare provider
about your medical condition or your treatment. Share this
important information with members of your household.

What is the most important information I should know
about SAMSCA?

SAMSCA may make the salt (sodium) level in your blood
rise too fast. This can increase your risk of a serious
condition called osmotic demyelination syndrome (ODS).
ODS can lead to coma or death. ODS can also cause new
symptoms such as:

* trouble speaking

+ swallowing trouble or feeling like food or liquid gets
stuck while swallowing

* drowsiness

* confusion

* mood changes

trouble controlling body movement (involuntary
movement) and weakness in muscles of the arms and legs

* seizures

You or a family member should tell your healthcare provider
right away if you have any of these symptoms even if they
begin later in treatment. Also tell you healthcare provider
about any other new symptoms while taking SAMSCA.

You may be more at risk for ODS if you have:
* liver disease
* not eaten enough for a long period of time (malnourished)
* very low sodium level in your blood
* been drinking large amounts of alcohol for a long period
of time (chronic alcoholism)

To lessen your risk of ODS while taking SAMSCA:

* Treatment with SAMSCA should be started and
re-started only in a hospital, where the sodium levels in
your blood can be checked closely.

* Do not take SAMSCA if you can not tell if you are thirsty.

* To prevent losing too much body water (dehydration),
have water available to drink at all times while taking
SAMSCA. Unless your healthcare provider tells you
otherwise, drink when you are thirsty.

« If your healthcare provider tells you to keep taking
SAMSCA after you leave a hospital, it is important that you
do not stop and restart SAMSCA on your own. You may
need to go back to a hospital to re-start SAMSCA. Talk to
your healthcare provider right away if you stop taking
SAMSCA for any reason.

« It is important to stay under the care of your healthcare
taking SAMSCA and follow their

provider while

instructions.
What is SAMSCA?

SAMSCA is a prescription medicine used to help increase
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low sodium level in the blood, in adults with condition such
as heart failure, liver disease and certain hormone
imbalances. SAMSCA helps raise salt levels in your blood
by removing extra body water as urine.

It is not known if SAMSCA is safe and works in children.

‘Who should not take SAMSCA?

Do not take SAMSCA if:
* the sodium level in your blood must be increased right
away.
* you can not replace fluids by drinking or you can not feel
if you are thirsty.
« you are dizzy, faint, or your kidneys are not working
normally because you have lost too much body fluid.
* you take certain medicines. These medicines could cause
you to have too much SAMSCA in your blood:
« the antibiotic medicines, clarithromycin (Biaxin, Biaxin
XL) or telithromycin (Ketek)
+ the antifungal medicines, ketoconazole (Nizoral) or
itraconazole (Sporonox)
* the anti-HIV medicines, ritonavir (Kaletra, Norvir),
indinavir ~ (Crixivan), nelfinavir  (Viracept), and
saquinavir (Invirase)
« the antidepressant medicine, nefazodone hydrochloride
* your body is not able to make urine. SAMSCA will not

help your condition.

‘What should I tell my healthcare provider before taking
SAMSCA?

Tell your healthcare provider about all your medical
conditions, including if you:

- have kidney problems and your body can not make urine.

- can not feel if you are thirsty. See “What is the most
important information I should know about SAMSCA?”

- have any allergies. See the end of this Medication Guide
for a list of the ingredients in SAMSCA.

- are pregnant or plan to become pregnant. It is not known
if SAMSCA will harm your unborn baby.

- are breast-feeding. It is not known if SAMSCA passes into
your breast milk. You and your healthcare provider should
decide if you will take SAMSCA or breast-feed. You should
not do both.

Tell your healthcare provider about all the medicines you
take, including prescription and non-prescription medicines,
vitamins, and herbal supplements.

Using SAMSCA with certain medicines could cause you to

have too much SAMSCA in your blood. See “Who should
not take SAMSCA?”

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

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

How should I take SAMSCA?

See “What is the most important information I should know
about SAMSCA?”

» Take SAMSCA exactly as prescribed by your healthcare
provider.

» Take SAMSCA one time each day.

* You can take SAMSCA with or without food.

* Do not drink grapefruit juice during treatment with
SAMSCA. This could cause you to have too much
SAMSCA in your blood.

* Certain medicines or illnesses may keep you from
drinking fluids or may cause you to lose too much body
fluid, such as vomiting or diarrhea. If you have these
problems, call your healthcare provider right away.

* Do not miss or skip doses of SAMSCA. If you miss a
dose, take it as soon as you remember. If it is near the time
of the next dose, skip the missed dose. Just take the next
dose at your regular time. Do not take 2 doses at the same
time.

* If you take too much SAMSCA, call your healthcare
provider right away. If you take an overdose of SAMSCA,
you may need to go to a hospital.

« If your healthcare provider tells you to stop taking
SAMSCA, follow their instructions about limiting the
amount of fluid you should drink.

‘What are the possible side effects of SAMSCA?

SAMSCA can cause serious side effects including:
* See “What is the most important information I should
know about SAMSCA?”
* Loss of too much body fluid (dehydration). Tell your
healthcare provider if you:

* have vomiting or diarrhea, and cannot drink normally.

* feel dizzy or faint. These may be symptoms that you
have lost too much body fluid.
* Bleeding from the gastrointestinal tract in people with
liver disease. Tell your healthcare provider right away if you
have any of these bleeding symptoms:

* you vomit bright red blood

* you vomit dark blood clots, or material that looks like
coffee-grounds

« your stools are black or look like tar

* you pass blood or stool mixed with blood

* your stool is bright red or has maroon colored blood in it
Call your healthcare provider right away, if you have any of
these symptoms.
The most common side effects of SAMSCA are:

* thirst

¢ dry mouth

* weakness

* constipation

* making large amounts of urine and urinating often

« increased blood sugar levels
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These are not all the possible side effects of SAMSCA. Talk
to your healthcare provider about any side effect that bothers
you or that does not go away while taking SAMSCA.

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

How should I store SAMSCA?

Store SAMSCA between 59 °F to 86 °F (15 °C to 30 °C).
Keep SAMSCA and all medicines out of the reach of
children.

General Information about SAMSCA

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

This Medication Guide summarizes important information
about SAMSCA. If you would like more information, talk
with your healthcare provider. You can ask your healthcare
provider or pharmacist for information about SAMSCA that
is written for healthcare professionals. For more about
SAMSCA, call 1-877-726-7220 or go to www.samsca.com.

‘What are the ingredients in SAMSCA?

Active ingredient: tolvaptan.

Inactive ingredients: corn starch, hydroxypropyl cellulose,
lactose  monohydrate, low-substituted  hydroxypropyl
cellulose, magnesium stearate and microcrystalline cellulose,

and FD&C Blue No. 2 Aluminum Lake as colorant.
SAMSCA is a trademark of Otsuka Pharmaceutical Co.,
Ltd., Tokyo, 101-8535 Japan

[Company logo]

0708L-0023C
Rev. 05, 2009

This Medication Guide has been approved by the U.S. Food
and Drug Administration.

©2009 Otsuka Pharmaceutical Co., Ltd.
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ANNEX'I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Samsca 15 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 15 mg tolvaptan.

Excipients:
Each tablet contains approximately 37 mg lactose monohydrate.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Tablet
Blue, triangular, shallow-convex, debossed with “OTSUKA” and “15” on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment of adult patients with hyponatraemia secondary to syndrome of inappropriate antidiuretic
hormone secretion (SIADH).

4.2 Posology and method of administration

Due to the need for a dose titration phase with close monitoring of serum sodium and volume status,
treatment with Samsca should be initiated in hospital.

Posology
Treatment with tolvaptan should be initiated at a dose of 15 mg once daily. The dose may be increased

to a maximum of 60 mg once daily as tolerated to achieve the desired level of serum sodium. During
titration, patients should be monitored for serum sodium and volume status (see section 4.4). In case of
inadequate improvement in serum sodium levels, other treatment options should be considered, either
in place of or in addition to tolvaptan. For patients with an appropriate increase in serum sodium, the
underlying disease and serum sodium levels should be monitored at regular intervals to evaluate
further need of tolvaptan treatment. In the setting of hyponatraemia, the treatment duration is
determined by the underlying disease and its treatment. Tolvaptan treatment is expected to last until
the underlying disease is adequately treated or until such time that hyponatraemia is no longer a
clinical issue.

Patients with renal impairment

Tolvaptan is contraindicated in anuric patients (see section 4.3).

Tolvaptan has not been studied in patients with severe renal failure. The efficacy and safety in this
population is not well established.

Based on the data available, no dose adjustment is required in those with mild to moderate renal
impairment.



Patients with hepatic impairment

No dose adjustment is needed in patients with mild or moderate hepatic impairment (Child-Pugh
classes A and B). No information is available in patients with severe hepatic impairment (Child-Pugh
class C). In these patients dosing should be managed cautiously and electrolytes and volume status
should be monitored (see section 4.4).

Elderly population
No dose adjustment is needed in elderly patients.

Paediatric population
There is no experience in children and adolescents under the age of 18 years. Samsca is not
recommended in the paediatric age group.

Method of administration

For oral use.

Administration preferably in the morning, without regard to meals. Tablets should be swallowed
without chewing with a glass of water. Samsca should not be taken with grapefruit juice (see section
4.5).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients
Anuria

Volume depletion

Hypovolaemic hyponatraemia

Hypernatraemia

Patients who cannot perceive thirst

Pregnancy (see section 4.6)

Breastfeeding (see section 4.6)

4.4 Special warnings and precautions for use

Urgent need to raise serum sodium acutely
Tolvaptan has not been studied in a setting of urgent need to raise serum sodium acutely. For such
patients, alternative treatment should be considered.

Access to water

Tolvaptan may cause undesirable effects related to water loss such as thirst, dry mouth and
dehydration (see section 4.8). Therefore, patients should have access to water and be able to drink
sufficient amounts of water. If fluid restricted patients are treated with tolvaptan, extra caution should
be exercised to ensure that patients do not become overly dehydrated.

Urinary outflow obstruction

Urinary output must be secured. Patients with partial obstruction of urinary outflow, for example
patients with prostatic hypertrophy or impairment of micturition, have an increased risk of developing
acute retention.

Fluid and electrolyte balance

Tolvaptan may cause rapid increases in serum sodium. Therefore after initiation of treatment, patients
should be closely monitored for serum sodium and volume status. The rate of sodium correction
should be managed carefully in patients at risk for demyelinisation syndromes (e.g. hypoxia,
alcoholism, malnutrition). Fluid and electrolyte status should be monitored in all patients and
particularly in those with renal and hepatic impairment. In patients receiving tolvaptan who develop
too rapid a rise in serum sodium (>12 mmol/l per 24 hours), treatment with tolvaptan should be
discontinued and administration of hypotonic fluid should be considered.



Diabetes mellitus

Diabetic patients with an elevated glucose concentration (e.g. in excess of 300 mg/dl) may present
with pseudohyponatraemia. This condition should be excluded prior and during treatment with
tolvaptan.

Tolvaptan may cause hyperglycaemia (see section 4.8). Therefore, diabetic patients treated with
tolvaptan should be managed cautiously. In particular this applies to patients with inadequately
controlled type Il diabetes.

Lactose and galactose intolerance

Samsca contains lactose as an excipient. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this
medicine.

4.5 Interaction with other medicinal products and other forms of interaction

CYP3A4 inhibitors

Tolvaptan plasma concentrations have been increased by up to 5.4-fold area under time-concentration
curve (AUC) after the administration of strong CYP3A4 inhibitors. Caution should be exercised in co-
administering CYP3A4 inhibitors (e.g. ketoconazole, macrolide antibiotics, diltiazem) with tolvaptan
(see section 4.4).

Co-administration of grapefruit juice and tolvaptan resulted in a 1.8-fold increase in exposure to
tolvaptan. Patients taking tolvaptan should avoid ingesting grapefruit juice.

CYP3A4 inducers

Tolvaptan plasma concentrations have been decreased by up to 87% (AUC) after the administration of
CYP3A4 inducers. Caution should be exercised in co-administering CYP3A4 inducers (e.g.
rifampicin, barbiturates) with tolvaptan.

CYP3A4 substrates

In healthy subjects, tolvaptan, a CYP3A4 substrate, had no effect on the plasma concentrations of
some other CYP3A4 substrates (e.g. warfarin or amiodarone). Tolvaptan increased plasma levels of
lovastatin by 1.3 to 1.5-fold. Even though this increase has no clinical relevance, it indicates tolvaptan
can potentially increase exposure to CYP3A4 substrates.

Diuretics
There is no evidence of clinically significant interactions with loop and thiazide diuretics.

Digoxin

Steady state digoxin concentrations have been increased (1.3-fold increase in maximum observed
plasma concentration [Crax] and 1.2-fold increase in area under the plasma concentration-time curve
over the dosing interval [AUC.]) when co administered with multiple once daily 60 mg doses of
tolvaptan. Patients receiving digoxin should therefore be evaluated for excessive digoxin effects when
treated with tolvaptan.

Warfarin
There is no evidence of clinically significant interactions with warfarin.

Co-administration with hypertonic saline
There is no experience with concomitant use of Samsca and hypertonic saline. Concomitant use with
hypertonic saline is not recommended.

4.6  Pregnancy and lactation
Pregnancy

There are no adequate data from the use of tolvaptan in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown.



Women of childbearing potential should use adequate contraceptive measures during tolvaptan use.
Samsca must not be used during pregnancy (see section 4.3).

Breastfeeding
It is unknown whether tolvaptan is excreted in human breast milk. Studies in rats have shown
excretion of tolvaptan in breast milk.

The potential risk for humans is unknown. Samsca is contraindicated during breastfeeding (see section
4.3).

4.7 Effects on ability to drive and use machines

When driving vehicles or using machines it should be taken into account that occasionally dizziness,
asthenia or syncope may occur.

4.8 Undesirable effects

The adverse reaction profile of tolvaptan is based on a clinical trials database of 3294 tolvaptan-treated
patients and is consistent with the pharmacology of the active substance. The frequencies correspond
with very common (>1/10), common (=1/100 to <1/10) and uncommon (>1/1000 to <1/100). Within
each frequency grouping, adverse reactions are presented in order of decreasing seriousness.

Adverse reactions reported in clinical trials in patients with hyponatraemia

The pharmacodynamically predictable and most commonly reported adverse reactions are thirst, dry
mouth and pollakiuria occurring in approximately 18%, 9% and 6% of patients.

System Organ Class Frequency

Metabolism and nutrition disorders Common: polydipsia, dehydration, hyperkalaemia,
hyperglycaemia, decreased appetite

Nervous system disorders Uncommon: dysgeusia

Vascular disorders Common: orthostatic hypotension

Gastrointestinal disorders Very common: nausea

Common: constipation, dry mouth

Skin and subcutaneous tissue disorders | Common: ecchymosis, pruritus

Renal and urinary disorders Common: pollakiuria, polyuria
General disorders and administration Very common: thirst

site conditions Common: asthenia, pyrexia
Investigations Common: increased blood creatinine

In clinical trials investigating other indications the following undesirable effects have been observed:
Common: hypernatraemia, hypoglycaemia, hyperuricaemia, syncope, dizziness.
Uncommon: pruritic rash.

4,9 Overdose

No case of overdose has been reported. Single doses up to 480 mg and multiple doses up to 300 mg
per day for 5 days have been well tolerated in clinical trials in healthy volunteers.

The oral median lethal dose (LDsp) of tolvaptan in rats and dogs is >2000 mg/kg. No mortality was
observed in rats or dogs following single oral doses of 2000 mg/kg (maximum feasible dose). A single
oral dose of 2000 mg/kg was lethal in mice and symptoms of toxicity in affected mice included
decreased locomotor activity, staggering gait, tremor and hypothermia.

A profuse and prolonged aquaresis (free water clearance) is anticipated. Adequate fluid intake must be
maintained.



5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Vasopressin antagonists, ATC code C03XA01

Tolvaptan is a selective vasopressin V-receptor antagonist with an affinity for the V,-receptor greater
than that of native arginine vasopressin. When taken orally, 15 to 60 mg doses of tolvaptan cause an
increase in urine excretion resulting in increased aquaresis, decreased urine osmolality and increased
serum sodium concentrations. Urine excretion of sodium and potassium are not significantly affected.
Tolvaptan metabolites do not appear to have relevant pharmacological activity at clinical
concentrations in humans.

Oral administration of 15 to 120 mg doses of tolvaptan produced a significant increase in urine
excretion rate within 2 hours of dosing. The increase in 24-hour urine volume was dose dependent.
Following single oral doses of 15 to 60 mg, urine excretion rates returned to baseline levels after

24 hours. A mean of about 7 litres was excreted during 0 to 12 hours, independent of dose. Markedly
higher doses of tolvaptan produce more sustained responses without affecting the magnitude of
excretion, as active concentrations of tolvaptan are present for longer periods of time.

Hyponatraemia

In 2 pivotal, double-blind, placebo-controlled, clinical trials, a total of 424 patients with euvolaemic or
hypervolaemic hyponatraemia (serum sodium <135 mEqg/l) due to a variety of underlying causes
(heart failure [HF], liver cirrhosis, SIADH and others) were treated for 30 days with tolvaptan (n=216)
or placebo (n=208) at an initial dose of 15 mg/day. The dose could be increased to 30 and 60 mg/day
depending on response using a 3 day titration scheme. The mean serum sodium concentration at trial
entry was 129 mEg/l (range 114 - 136).

The primary endpoint for these trials was the average daily AUC for change in serum sodium from
baseline to Day 4 and baseline to Day 30. Tolvaptan was superior to placebo (p<0.0001) for both
periods in both studies. This effect was seen in all patients, the severe (serum sodium: < 130 mEg/l)
and mild (serum sodium: 130 - < 135 mEq/l) subsets and for all disease aetiology subsets (e.g. HF,
cirrhosis, SIADH/other). At 7 days after discontinuing treatment, sodium values decreased to levels of
placebo treated patients.

Following 3 days of treatment, the pooled analysis of the two trials revealed five-fold more tolvaptan
than placebo patients achieved normalisation of serum sodium concentrations (49% vs. 11%). This
effect continued as on Day 30, when more tolvaptan than placebo patients still had normal
concentrations (60% vs. 27%). These responses were seen in patients independent of the underlying
disease. The results of self-assessed health status using the SF-12 Health Survey for the mental scores
showed statistically significant and clinically relevant improvements for tolvaptan treatment compared
to placebo.

Data on the long-term safety and efficacy of tolvaptan were assessed for up to 106 weeks in a clinical
trial in patients (any aetiology) who had previously completed one of the pivotal hyponatraemia trials.
A total of 111 patients started tolvaptan treatment in an open-label, extension trial, regardless of their
previous randomisation. Improvements in serum sodium levels were observed as early as the first day
after dosing and continued for on-treatment assessments up to Week 106. When treatment was
discontinued, serum sodium concentrations decreased to approximately baseline values, despite the
reinstatement of standard care therapy.

Clinical data from trials in other patient populations

EVEREST (Efficacy of Vasopressin Antagonism in Heart Failure Outcome Study with Tolvaptan)
was a long-term outcome, double-blind, controlled clinical trial in patients hospitalised with worsening
HF and signs and symptoms of volume overload. In the long-term outcome trial, a total of 2072
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patients received 30 mg tolvaptan with standard of care (SC) and 2061 received placebo with SC. The
primary objective of the study was to compare the effects of tolvaptan + SC with placebo + SC on the
time to all-cause mortality and on the time to first occurrence of cardiovascular (CV) mortality or
hospitalisation for HF. Tolvaptan treatment had no statistically significant favourable or unfavourable
effects on overall survival or the combined endpoint of CV mortality or HF hospitalisation, and did
not provide convincing evidence for clinically relevant benefit.

5.2 Pharmacokinetic properties

Absorption and distribution

After oral administration, tolvaptan is rapidly absorbed with peak plasma concentrations occurring
about 2 hours after dosing. The absolute bioavailability of tolvaptan is about 56%. Co-administration
with food has no effect on plasma concentrations. Following single oral doses of > 300 mg, peak
plasma concentrations appear to plateau, possibly due to saturation of absorption. The terminal
elimination half-life is about 8 hours and steady-state concentrations of tolvaptan are obtained after the
first dose. Tolvaptan binds reversibly (98%) to plasma proteins.

Biotransformation and elimination

Tolvaptan is extensively metabolised by the liver. Less than 1% of intact active substance is excreted
unchanged in the urine. Radio labelled tolvaptan experiments showed that 40% of the radioactivity
was recovered in the urine and 59% was recovered in the faeces where unchanged tolvaptan accounted
for 32% of radioactivity. Tolvaptan is only a minor component in plasma (3%).

Linearity
Tolvaptan has linear pharmacokinetics for doses of 15 to 60 mg.

Pharmacokinetics in special populations
Clearance of tolvaptan is not significantly affected by age.

The effect of mildly or moderately impaired hepatic function (Child-Pugh classes A and B) on the
pharmacokinetics of tolvaptan was investigated in 87 patients with liver disease of various origins. No
clinically significant changes have been seen in clearance for doses ranging from 5 to 60 mg. Very
limited information is available in patients with severe hepatic impairment (Child-Pugh class C).

In an analysis on population pharmacokinetics for patients with heart failure, tolvaptan concentrations
of patients with mildly (creatinine clearance [C,] 50 to 80 ml/min) or moderately (C 20 to

50 ml/min) impaired renal function were not significantly different to tolvaptan concentrations in
patients with normal renal function (C, 80 to 150 ml/min). The efficacy and safety of tolvaptan in
those with a creatinine clearance <10 ml/min has not been evaluated and is therefore unknown.

5.3 Preclinical safety data

Non-clinical data revealed no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity or carcinogenic potential.

Teratogenicity was noted in rabbits given 1000 mg/kg/day (15 times the exposure from the
recommended human dose on an AUC basis). No teratogenic effects were seen in rabbits at

300 mg/kg/day (about 2.5 to 5.3 times the exposure in humans at the recommended dose, based on
AUC).

In a peri- and post-natal study in rats, delayed ossification and reduced pup bodyweight were seen at
the high dose of 1000 mg/kg/day.



6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Maize starch

Hydroxypropylcellulose

Lactose monohydrate

Magnesium stearate

Microcrystalline cellulose

Indigo carmine (E 132) aluminium lake

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

4 years

6.4  Special precautions for storage

Store in the original package in order to protect from light and moisture.

6.5 Nature and contents of container

10 x 1 tablets in PVVC/aluminium perforated unit dose blister.
30 x 1 tablets in PVC/aluminium perforated unit dose blister.

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

No special requirements.
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1. NAME OF THE MEDICINAL PRODUCT

Samsca 30 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 30 mg tolvaptan.

Excipients:
Each tablet contains approximately 74 mg lactose monohydrate.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Tablet
Blue, round, shallow-convex, debossed with “OTSUKA” and “30” on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment of adult patients with hyponatraemia secondary to syndrome of inappropriate antidiuretic
hormone secretion (SIADH).

4.2 Posology and method of administration

Due to the need for a dose titration phase with close monitoring of serum sodium and volume status,
treatment with Samsca should be initiated in hospital.

Posology
Treatment with tolvaptan should be initiated at a dose of 15 mg once daily. The dose may be increased

to a maximum of 60 mg once daily as tolerated to achieve the desired level of serum sodium. During
titration, patients should be monitored for serum sodium and volume status (see section 4.4). In case of
inadequate improvement in serum sodium levels, other treatment options should be considered, either
in place of or in addition to tolvaptan. For patients with an appropriate increase in serum sodium, the
underlying disease and serum sodium levels should be monitored at regular intervals to evaluate
further need of tolvaptan treatment. In the setting of hyponatraemia, the treatment duration is
determined by the underlying disease and its treatment. Tolvaptan treatment is expected to last until
the underlying disease is adequately treated or until such time that hyponatraemia is no longer a
clinical issue.

Patients with renal impairment

Tolvaptan is contraindicated in anuric patients (see section 4.3).

Tolvaptan has not been studied in patients with severe renal failure. The efficacy and safety in this
population is not well established.

Based on the data available, no dose adjustment is required in those with mild to moderate renal
impairment.
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Patients with hepatic impairment

No dose adjustment is needed in patients with mild or moderate hepatic impairment (Child-Pugh
classes A and B). No information is available in patients with severe hepatic impairment (Child-Pugh
class C). In these patients dosing should be managed cautiously and electrolytes and volume status
should be monitored (see section 4.4).

Elderly population
No dose adjustment is needed in elderly patients.

Paediatric population
There is no experience in children and adolescents under the age of 18 years. Samsca is not
recommended in the paediatric age group.

Method of administration

For oral use.

Administration preferably in the morning, without regard to meals. Tablets should be swallowed
without chewing with a glass of water. Samsca should not be taken with grapefruit juice (see section
4.5).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients
Anuria

Volume depletion

Hypovolaemic hyponatraemia

Hypernatraemia

Patients who cannot perceive thirst

Pregnancy (see section 4.6)

Breastfeeding (see section 4.6)

4.4 Special warnings and precautions for use

Urgent need to raise serum sodium acutely
Tolvaptan has not been studied in a setting of urgent need to raise serum sodium acutely. For such
patients, alternative treatment should be considered.

Access to water

Tolvaptan may cause undesirable effects related to water loss such as thirst, dry mouth and
dehydration (see section 4.8). Therefore, patients should have access to water and be able to drink
sufficient amounts of water. If fluid restricted patients are treated with tolvaptan, extra caution should
be exercised to ensure that patients do not become overly dehydrated.

Urinary outflow obstruction

Urinary output must be secured. Patients with partial obstruction of urinary outflow, for example
patients with prostatic hypertrophy or impairment of micturition, have an increased risk of developing
acute retention.

Fluid and electrolyte balance

Tolvaptan may cause rapid increases in serum sodium. Therefore after initiation of treatment, patients
should be closely monitored for serum sodium and volume status. The rate of sodium correction
should be managed carefully in patients at risk for demyelinisation syndromes (e.g. hypoxia,
alcoholism, malnutrition). Fluid and electrolyte status should be monitored in all patients and
particularly in those with renal and hepatic impairment. In patients receiving tolvaptan who develop
too rapid a rise in serum sodium (>12 mmol/l per 24 hours), treatment with tolvaptan should be
discontinued and administration of hypotonic fluid should be considered.
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Diabetes mellitus

Diabetic patients with an elevated glucose concentration (e.g. in excess of 300 mg/dl) may present
with pseudohyponatraemia. This condition should be excluded prior and during treatment with
tolvaptan.

Tolvaptan may cause hyperglycaemia (see section 4.8). Therefore, diabetic patients treated with
tolvaptan should be managed cautiously. In particular this applies to patients with inadequately
controlled type Il diabetes.

Lactose and galactose intolerance

Samsca contains lactose as an excipient. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this
medicine.

4.5 Interaction with other medicinal products and other forms of interaction

CYP3A4 inhibitors

Tolvaptan plasma concentrations have been increased by up to 5.4-fold area under time-concentration
curve (AUC) after the administration of strong CYP3A4 inhibitors. Caution should be exercised in co-
administering CYP3A4 inhibitors (e.g. ketoconazole, macrolide antibiotics, diltiazem) with tolvaptan
(see section 4.4).

Co-administration of grapefruit juice and tolvaptan resulted in a 1.8-fold increase in exposure to
tolvaptan. Patients taking tolvaptan should avoid ingesting grapefruit juice.

CYP3A4 inducers

Tolvaptan plasma concentrations have been decreased by up to 87% (AUC) after the administration of
CYP3A4 inducers. Caution should be exercised in co-administering CYP3A4 inducers (e.g.
rifampicin, barbiturates) with tolvaptan.

CYP3A4 substrates

In healthy subjects, tolvaptan, a CYP3A4 substrate, had no effect on the plasma concentrations of
some other CYP3A4 substrates (e.g. warfarin or amiodarone). Tolvaptan increased plasma levels of
lovastatin by 1.3 to 1.5-fold. Even though this increase has no clinical relevance, it indicates tolvaptan
can potentially increase exposure to CYP3A4 substrates.

Diuretics
There is no evidence of clinically significant interactions with loop and thiazide diuretics.

Digoxin

Steady state digoxin concentrations have been increased (1.3-fold increase in maximum observed
plasma concentration [Crax] and 1.2-fold increase in area under the plasma concentration-time curve
over the dosing interval [AUC.]) when co administered with multiple once daily 60 mg doses of
tolvaptan. Patients receiving digoxin should therefore be evaluated for excessive digoxin effects when
treated with tolvaptan.

Warfarin
There is no evidence of clinically significant interactions with warfarin.

Co-administration with hypertonic saline

There is no experience with concomitant use of Samsca and hypertonic saline. Concomitant use with
hypertonic saline is not recommended.

4.6  Pregnancy and lactation

Pregnancy

There are no adequate data from the use of tolvaptan in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown.
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Women of childbearing potential should use adequate contraceptive measures during tolvaptan use.
Samsca must not be used during pregnancy (see section 4.3).

Breastfeeding
It is unknown whether tolvaptan is excreted in human breast milk. Studies in rats have shown
excretion of tolvaptan in breast milk.

The potential risk for humans is unknown. Samsca is contraindicated during breastfeeding (see section
4.3).

4.7 Effects on ability to drive and use machines

When driving vehicles or using machines it should be taken into account that occasionally dizziness,
asthenia or syncope may occur.

4.8 Undesirable effects

The adverse reaction profile of tolvaptan is based on a clinical trials database of 3294 tolvaptan-treated
patients and is consistent with the pharmacology of the active substance. The frequencies correspond
with very common (>1/10), common (=1/100 to <1/10) and uncommon (>1/1000 to <1/100). Within
each frequency grouping, adverse reactions are presented in order of decreasing seriousness.

Adverse reactions reported in clinical trials in patients with hyponatraemia

The pharmacodynamically predictable and most commonly reported adverse reactions are thirst, dry
mouth and pollakiuria occurring in approximately 18%, 9% and 6% of patients.

System Organ Class Frequency

Metabolism and nutrition disorders Common: polydipsia, dehydration, hyperkalaemia,
hyperglycaemia, decreased appetite

Nervous system disorders Uncommon: dysgeusia

Vascular disorders Common: orthostatic hypotension

Gastrointestinal disorders Very common: nausea

Common: constipation, dry mouth

Skin and subcutaneous tissue disorders | Common: ecchymosis, pruritus

Renal and urinary disorders Common: pollakiuria, polyuria
General disorders and administration Very common: thirst

site conditions Common: asthenia, pyrexia
Investigations Common: increased blood creatinine

In clinical trials investigating other indications the following undesirable effects have been observed:
Common: hypernatraemia, hypoglycaemia, hyperuricaemia, syncope, dizziness.
Uncommon: pruritic rash.

4,9 Overdose

No case of overdose has been reported. Single doses up to 480 mg and multiple doses up to 300 mg
per day for 5 days have been well tolerated in clinical trials in healthy volunteers.

The oral median lethal dose (LDsp) of tolvaptan in rats and dogs is >2000 mg/kg. No mortality was
observed in rats or dogs following single oral doses of 2000 mg/kg (maximum feasible dose). A single
oral dose of 2000 mg/kg was lethal in mice and symptoms of toxicity in affected mice included
decreased locomotor activity, staggering gait, tremor and hypothermia.

A profuse and prolonged aquaresis (free water clearance) is anticipated. Adequate fluid intake must be
maintained.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Vasopressin antagonists, ATC code C03XA01

Tolvaptan is a selective vasopressin V-receptor antagonist with an affinity for the V,-receptor greater
than that of native arginine vasopressin. When taken orally, 15 to 60 mg doses of tolvaptan cause an
increase in urine excretion resulting in increased aquaresis, decreased urine osmolality and increased
serum sodium concentrations. Urine excretion of sodium and potassium are not significantly affected.
Tolvaptan metabolites do not appear to have relevant pharmacological activity at clinical
concentrations in humans.

Oral administration of 15 to 120 mg doses of tolvaptan produced a significant increase in urine
excretion rate within 2 hours of dosing. The increase in 24-hour urine volume was dose dependent.
Following single oral doses of 15 to 60 mg, urine excretion rates returned to baseline levels after

24 hours. A mean of about 7 litres was excreted during 0 to 12 hours, independent of dose. Markedly
higher doses of tolvaptan produce more sustained responses without affecting the magnitude of
excretion, as active concentrations of tolvaptan are present for longer periods of time.

Hyponatraemia

In 2 pivotal, double-blind, placebo-controlled, clinical trials, a total of 424 patients with euvolaemic or
hypervolaemic hyponatraemia (serum sodium <135 mEqg/l) due to a variety of underlying causes
(heart failure [HF], liver cirrhosis, SIADH and others) were treated for 30 days with tolvaptan (n=216)
or placebo (n=208) at an initial dose of 15 mg/day. The dose could be increased to 30 and 60 mg/day
depending on response using a 3 day titration scheme. The mean serum sodium concentration at trial
entry was 129 mEg/l (range 114 - 136).

The primary endpoint for these trials was the average daily AUC for change in serum sodium from
baseline to Day 4 and baseline to Day 30. Tolvaptan was superior to placebo (p<0.0001) for both
periods in both studies. This effect was seen in all patients, the severe (serum sodium: < 130 mEg/l)
and mild (serum sodium: 130 - < 135 mEq/l) subsets and for all disease aetiology subsets (e.g. HF,
cirrhosis, SIADH/other). At 7 days after discontinuing treatment, sodium values decreased to levels of
placebo treated patients.

Following 3 days of treatment, the pooled analysis of the two trials revealed five-fold more tolvaptan
than placebo patients achieved normalisation of serum sodium concentrations (49% vs. 11%). This
effect continued as on Day 30, when more tolvaptan than placebo patients still had normal
concentrations (60% vs. 27%). These responses were seen in patients independent of the underlying
disease. The results of self-assessed health status using the SF-12 Health Survey for the mental scores
showed statistically significant and clinically relevant improvements for tolvaptan treatment compared
to placebo.

Data on the long-term safety and efficacy of tolvaptan were assessed for up to 106 weeks in a clinical
trial in patients (any aetiology) who had previously completed one of the pivotal hyponatraemia trials.
A total of 111 patients started tolvaptan treatment in an open-label, extension trial, regardless of their
previous randomisation. Improvements in serum sodium levels were observed as early as the first day
after dosing and continued for on-treatment assessments up to Week 106. When treatment was
discontinued, serum sodium concentrations decreased to approximately baseline values, despite the
reinstatement of standard care therapy.

Clinical data from trials in other patient populations

EVEREST (Efficacy of Vasopressin Antagonism in Heart Failure Outcome Study with Tolvaptan)
was a long-term outcome, double-blind, controlled clinical trial in patients hospitalised with worsening
HF and signs and symptoms of volume overload. In the long-term outcome trial, a total of 2072
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patients received 30 mg tolvaptan with standard of care (SC) and 2061 received placebo with SC. The
primary objective of the study was to compare the effects of tolvaptan + SC with placebo + SC on the
time to all-cause mortality and on the time to first occurrence of cardiovascular (CV) mortality or
hospitalisation for HF. Tolvaptan treatment had no statistically significant favourable or unfavourable
effects on overall survival or the combined endpoint of CV mortality or HF hospitalisation, and did
not provide convincing evidence for clinically relevant benefit.

5.2 Pharmacokinetic properties

Absorption and distribution

After oral administration, tolvaptan is rapidly absorbed with peak plasma concentrations occurring
about 2 hours after dosing. The absolute bioavailability of tolvaptan is about 56%. Co-administration
with food has no effect on plasma concentrations. Following single oral doses of > 300 mg, peak
plasma concentrations appear to plateau, possibly due to saturation of absorption. The terminal
elimination half-life is about 8 hours and steady-state concentrations of tolvaptan are obtained after the
first dose. Tolvaptan binds reversibly (98%) to plasma proteins.

Biotransformation and elimination

Tolvaptan is extensively metabolised by the liver. Less than 1% of intact active substance is excreted
unchanged in the urine. Radio labelled tolvaptan experiments showed that 40% of the radioactivity
was recovered in the urine and 59% was recovered in the faeces where unchanged tolvaptan accounted
for 32% of radioactivity. Tolvaptan is only a minor component in plasma (3%).

Linearity
Tolvaptan has linear pharmacokinetics for doses of 15 to 60 mg.

Pharmacokinetics in special populations
Clearance of tolvaptan is not significantly affected by age.

The effect of mildly or moderately impaired hepatic function (Child-Pugh classes A and B) on the
pharmacokinetics of tolvaptan was investigated in 87 patients with liver disease of various origins. No
clinically significant changes have been seen in clearance for doses ranging from 5 to 60 mg. Very
limited information is available in patients with severe hepatic impairment (Child-Pugh class C).

In an analysis on population pharmacokinetics for patients with heart failure, tolvaptan concentrations
of patients with mildly (creatinine clearance [C,] 50 to 80 ml/min) or moderately (C 20 to

50 ml/min) impaired renal function were not significantly different to tolvaptan concentrations in
patients with normal renal function (C, 80 to 150 ml/min). The efficacy and safety of tolvaptan in
those with a creatinine clearance <10 ml/min has not been evaluated and is therefore unknown.

5.3 Preclinical safety data

Non-clinical data revealed no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity or carcinogenic potential.

Teratogenicity was noted in rabbits given 1000 mg/kg/day (15 times the exposure from the
recommended human dose on an AUC basis). No teratogenic effects were seen in rabbits at

300 mg/kg/day (about 2.5 to 5.3 times the exposure in humans at the recommended dose, based on
AUC).

In a peri- and post-natal study in rats, delayed ossification and reduced pup bodyweight were seen at
the high dose of 1000 mg/kg/day.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Maize starch

Hydroxypropylcellulose

Lactose monohydrate

Magnesium stearate

Microcrystalline cellulose

Indigo carmine (E 132) aluminium lake

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

4 years

6.4  Special precautions for storage

Store in the original package in order to protect from light and moisture.

6.5 Nature and contents of container

10 x 1 tablets in PVVC/aluminium perforated unit dose blister.
30 x 1 tablets in PVC/aluminium perforated unit dose blister.

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

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Otsuka Pharmaceutical Europe Ltd

Hunton House

Highbridge Business Park

Oxford Road

Uxbridge

Middlesex, UB8 1HU

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/0/00/000/000

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

<{DD/MM/YYYY}>
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10. DATE OF REVISION OF THE TEXT
{MM/YYYY}

Detailed information on this product is available on the website of the European Medicines Agency
(EMEA) http://www.emea.europa.eu
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SAMSCA" (HLRAH) &%

1. NAME OF THE MEDICINAL PRODUCT

Samsca 15 mg tablets
Samsca 30 mg tablets

2. QUALITATIVE AND QUANTITATIVE
COMPOSITION

[15mg tablets]

Each tablet contains 15 mg tolvaptan.
[30mg tablets]

Each tablet contains 30 mg tolvaptan.

Excipients:

[15mg tablets]
Each tablet contains approximately 37 mg lactose
monohydrate.

[30mg tablets]
Each tablet contains approximately 74 mg lactose
monohydrate.

For a full list of excipients, see section 6.1.
3. PHARMACEUTICAL FORM

Tablet

[15mg tablets]
Blue, triangular, shallow-convex, debossed with “OTSUKA”
and “15” on one side.

[30mg tablets]
Blue, round, shallow-convex, debossed with “OTSUKA”
and “30” on one side.

4. CLINICAL PARTICULARS

4.1. Therapeutic indications

Treatment of adult patients with hyponatraemia secondary to
syndrome of inappropriate antidiuretic hormone secretion
(SIADH).
4.2. Posology and method of administration

Due to the need for a dose titration phase with close

monitoring of serum sodium and volume status, treatment
with Samsca should be initiated in hospital.

Posology
Treatment with tolvaptan should be initiated at a dose of

1. fMmA

Samsca 15 mg
Samsca 30 mg

2. HHAL

[15mg ££]
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15 mg once daily. The dose may be increased to a maximum
of 60 mg once daily as tolerated to achieve the desired level
of serum sodium. During titration, patients should be
monitored for serum sodium and volume status (see section
4.4). In case of inadequate improvement in serum sodium
levels, other treatment options should be considered, either
in place of or in addition to tolvaptan. For patients with an
appropriate increase in serum sodium, the underlying disease
and serum sodium levels should be monitored at regular
intervals to evaluate further need of tolvaptan treatment. In
the setting of hyponatraemia, the treatment duration is
determined by the underlying disease and its treatment.
Tolvaptan treatment is expected to last until the underlying
disease is adequately treated or until such time that
hyponatraemia is no longer a clinical issue.

Patients with renal impairment

Tolvaptan is contraindicated in anuric patients (see section
4.3).

Tolvaptan has not been studied in patients with severe renal
failure. The efficacy and safety in this population is not well
established.

Based on the data available, no dose adjustment is required
in those with mild to moderate renal impairment.

Patients with hepatic impairment

No dose adjustment is needed in patients with mild or
moderate hepatic impairment (Child-Pugh classes A and B).
No information is available in patients with severe hepatic
impairment (Child-Pugh class C). In these patients dosing
should be managed cautiously and electrolytes and volume
status should be monitored (see section 4.4).

Elderly population
No dose adjustment is needed in elderly patients.

Paediatric population

There is no experience in children and adolescents under the
age of 18years. Samsca is not recommended in the
paediatric age group.

Method of administration
For oral use.

Administration preferably in the morning, without regard to
meals. Tablets should be swallowed without chewing with a
glass of water. Samsca should not be taken with grapefruit
juice (see section 4.5).
4.3 Contraindications
e Hypersensitivity to the active substance or to any of the
excipients

Anuria

Volume depletion

Hypovolaemic hyponatraemia

Hypernatraemia
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Patients who cannot perceive thirst
Pregnancy (see section 4.6)
Breast-feeding (see section 4.6)

4.4 Special warnings and precautions for use

Urgent need to raise serum sodium acutely

Tolvaptan has not been studied in a setting of urgent need to

raise serum sodium acutely. For such patients, alternative
treatment should be considered.

Access to water

Tolvaptan may cause undesirable effects related to water loss
such as thirst, dry mouth and dehydration (see section 4.8).
Therefore, patients should have access to water and be able
to drink sufficient amounts of water. If fluid restricted
patients are treated with tolvaptan, extra caution should be
exercised to ensure that patients do not become overly
dehydrated.

Urinary outflow obstruction

Urinary output must be secured. Patients with partial
obstruction of urinary outflow, for example patients with
prostatic hypertrophy or impairment of micturition, have an
increased risk of developing acute retention.

Fluid and electrolyte balance

Tolvaptan may cause rapid increases in serum sodium.
Therefore after initiation of treatment, patients should be
closely monitored for serum sodium and volume status. The
rate of sodium correction should be managed carefully in
patients at risk for demyelinisation syndromes (e.g. hypoxia,
alcoholism, malnutrition). Fluid and electrolyte status should
be monitored in all patients and particularly in those with
renal and hepatic impairment. In patients receiving tolvaptan
who develop too rapid a rise in serum sodium (>12 mmol/l
per 24 hours), with should be
discontinued and administration of hypotonic fluid should be

treatment tolvaptan

considered.

Diabetes mellitus

Diabetic patients with an elevated glucose concentration
(e.g. in of 300mg/dl) may present with
pseudohyponatraemia. This condition should be excluded

€XCess

prior and during treatment with tolvaptan.

Tolvaptan may cause hyperglycaemia (see section 4.8).
Therefore, diabetic patients treated with tolvaptan should be
managed cautiously. In particular this applies to patients with
inadequately controlled type II diabetes.

Lactose and galactose intolerance

Samsca contains lactose as an excipient. Patients with rare
hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should
not take this medicine.
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4.5 Interaction with other medicinal products and

other forms of interaction

CYP3A44 inhibitors

Tolvaptan plasma concentrations have been increased by up
to 5.4-fold area under time-concentration curve (AUC) after
the administration of strong CYP3A4 inhibitors. Caution
should be exercised in co-administering CYP3A4 inhibitors
(e.g. ketoconazole, macrolide antibiotics, diltiazem) with
tolvaptan (see section 4.4).

Co-administration of grapefruit juice and tolvaptan resulted
in a 1.8-fold increase in exposure to tolvaptan. Patients
taking tolvaptan should avoid ingesting grapefruit juice.

CYP344 inducers

Tolvaptan plasma concentrations have been decreased by up
to 87% (AUC) after the administration of CYP3A4 inducers.
Caution should be exercised in co-administering CYP3A4
inducers (e.g. rifampicin, barbiturates) with tolvaptan.

CYP3A44 substrates

In healthy subjects, tolvaptan, a CYP3A4 substrate, had no
effect on the plasma concentrations of some other CYP3A4
substrates (e.g. warfarin or amiodarone). Tolvaptan increased
plasma levels of lovastatin by 1.3 to 1.5-fold. Even though
this increase has no clinical relevance, it indicates tolvaptan
can potentially increase exposure to CYP3 A4 substrates.

Diuretics
There is no evidence of clinically significant interactions
with loop and thiazide diuretics.

Digoxin

Steady state digoxin concentrations have been increased
(1.3-fold observed plasma
concentration [C,,] and 1.2-fold increase in area under the

increase in  maximum
plasma concentration-time curve over the dosing interval
[AUC, ]) when co administered with multiple once daily
60 mg doses of tolvaptan. Patients receiving digoxin should
therefore be evaluated for excessive digoxin effects when
treated with tolvaptan.

Warfarin
There is no evidence of clinically significant interactions
with warfarin.

Co-administration with hypertonic saline

There is no experience with concomitant use of Samsca and
hypertonic saline. Concomitant use with hypertonic saline is
not recommended.

4.6 Pregnancy and lactation

Pregnancy
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There are no adequate data from the use of tolvaptan in

pregnant women. Studies in animals have shown
reproductive toxicity (see section 5.3). The potential risk for
humans is unknown.

Women of childbearing potential should use adequate
contraceptive measures during tolvaptan use. Samsca must

not be used during pregnancy (see section 4.3).

Breatfeeding

It is unknown whether tolvaptan is excreted in human breast
milk. Studies in rats have shown excretion of tolvaptan in
breast milk.

The potential risk for humans is unknown. Samsca is
contraindicated during breast-feeding (see section 4.3).

4.7 Effects on ability to drive and use machines

When driving vehicles or using machines it should be taken
into account that occasionally dizziness, asthenia or syncope
may occur.

4.8 Undesirable effects

The adverse reaction profile of tolvaptan is based on a
clinical trials database of 3294 tolvaptan-treated patients and
is consistent with the pharmacology of the active substance.
The frequencies correspond with very common (=1/10),
common (=1/100 to <1/10) and uncommon (=1/1000 to
<1/100). Within each frequency grouping, adverse reactions
are presented in order of decreasing seriousness.

Adverse reactions reported in clinical trials in patients with
hyponatraemia

The pharmacodynamically predictable and most commonly
reported adverse reactions are thirst, dry mouth and
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In clinical trials investigating other indications the following
effects
hypernatraemia, hypoglycaemia, hyperuricaemia, syncope,

undesirable have been observed: Common:
dizziness.

Uncommon: pruritic rash.

4.9 Overdose

No case of overdose has been reported. Single doses up to
480 mg and multiple doses up to 300 mg per day for 5 days
have been well tolerated in clinical trials in healthy

volunteers.

The oral median lethal dose(LDs,) of tolvaptan in rats and
dogs is >2000 mg/kg. No mortality was observed in rats or
dogs following single oral doses of 2000 mg/kg (maximum
feasible dose). A single oral dose of 2000 mg/kg was lethal
in mice and symptoms of toxicity in affected mice included
decreased locomotor activity, staggering gait, tremor and
hypothermia.

A profuse and prolonged aquaresis (free water clearance) is
anticipated. Adequate fluid intake must be maintained.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Vasopressin antagonists, ATC
code C03XA01

Tolvaptan is a selective vasopressin V,-receptor antagonist
with an affinity for the V,-receptor greater than that of native
arginine vasopressin. When taken orally, 15 to 60 mg doses
of tolvaptan cause an increase in urine excretion resulting in
increased aquaresis, decreased urine osmolality and
increased serum sodium concentrations. Urine excretion of
sodium and potassium are not significantly affected.
Tolvaptan metabolites do not appear to have relevant
pharmacological activity at clinical concentrations in

humans.

Oral administration of 15 to 120 mg doses of tolvaptan
produced a significant increase in urine excretion rate within
2 hours of dosing. The increase in 24-hour urine volume was
dose dependent. Following single oral doses of 15 to 60 mg,
urine excretion rates returned to baseline levels after
24 hours. A mean of about 7 litres was excreted during 0 to
12 hours, independent of dose. Markedly higher doses of
tolvaptan produce more sustained without
the active

concentrations of tolvaptan are present for longer periods of

responses

affecting magnitude of excretion, as
time.

Hyponatraemia
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In 2 pivotal, double-blind, placebo-controlled, clinical trials,
a total of 424 patients with euvolaemic or hypervolaemic
hyponatraemia (serum sodium <135 mEq/l) due to a variety
of underlying causes (heart failure [HF], liver cirrhosis,
SIADH and others) were treated for 30 days with tolvaptan
(n=216) or placebo (n=208) at an initial dose of 15 mg/day.
The dose could be increased to 30 and 60 mg/day depending
on response using a 3 day titration scheme. The mean serum
sodium concentration at trial entry was 129 mEq/l (range
114 - 136).

The primary endpoint for these trials was the average daily
AUC for change in serum sodium from baseline to Day 4
and baseline to Day 30. Tolvaptan was superior to placebo
(p<0.0001) for both periods in both studies. This effect
was seen in all patients, the severe (serum sodium: <
130 mEq/l) and mild (serum sodium: 130 - < 135 mEq/l)
subsets and for all disease aetiology subsets (e.g. HF,
cirrthosis, SIADH/other). At 7 days after discontinuing
treatment, sodium values decreased to levels of placebo
treated patients.

Following 3 days of treatment, the pooled analysis of the two
trials revealed five-fold more tolvaptan than placebo patients
achieved normalisation of serum sodium concentrations
(49% vs. 11%). This effect continued as on Day 30, when
more tolvaptan than placebo patients still had normal
concentrations (60% vs. 27%). These responses were seen in
patients independent of the underlying disease. The results of
self-assessed health status using the SF-12 Health Survey for
the mental scores showed statistically significant and
clinically relevant improvements for tolvaptan treatment
compared to placebo.

Data on the long-term safety and efficacy of tolvaptan were
assessed for up to 106 weeks in a clinical trial in patients
(any aetiology) who had previously completed one of the
pivotal hyponatraemia trials. A total of 111 patients started
tolvaptan treatment in an open-label, extension trial,
regardless of their previous randomisation. Improvements in
serum sodium levels were observed as early as the first day
after dosing and continued for on-treatment assessments up
to Week 106. When treatment was discontinued, serum
sodium concentrations decreased to approximately baseline
values, despite the reinstatement of standard care therapy.

Clinical data from trials in other patient populations

EVEREST (Efficacy of Vasopressin Antagonism in Heart
Failure Outcome Study with Tolvaptan) was a long-term
outcome, double-blind, controlled clinical trial in patients
hospitalised with worsening HF and signs and symptoms of
volume overload. In the long-term outcome trial, a total of
2072 patients received 30 mg tolvaptan with standard of care
(SC) and 2061 received placebo with SC. The primary
objective of the study was to compare the effects of
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tolvaptan + SC with placebo + SC on the time to all-cause
the to first
cardiovascular (CV) mortality or hospitalisation for HF.

mortality and on time occurrence of
Tolvaptan treatment had no statistically significant effect,
either favourable or unfavourable, on overall survival or the
combined endpoint of CV mortality or HF hospitalization,
and did not provide convincing evidence for clinically
relevant benefit.

5.2 Pharmacokinetic properties

Absorption and distribution

After oral administration, tolvaptan is rapidly absorbed with
peak plasma concentrations occurring about 2 hours after
dosing. The absolute bioavailability of tolvaptan is about
56%. Co-administration with food has no effect on plasma
concentrations. Following single oral doses of > 300 mg,
peak plasma concentrations appear to plateau, possibly due
to saturation of absorption. The terminal elimination half-life
is about 8 hours and steady-state concentrations of tolvaptan
are obtained after the first dose. Tolvaptan binds reversibly
(98%) to plasma proteins.

Biotransformation and elimination

Tolvaptan is extensively metabolised by the liver. Less than
1% of intact active substance is excreted unchanged in the
urine. Radio labelled tolvaptan experiments showed that
40% of the radioactivity was recovered in the urine and 59%
was recovered in the faeces where unchanged tolvaptan
accounted for 32% of radioactivity. Tolvaptan is only a
minor component in plasma (3%).

Linearity
Tolvaptan has linear pharmacokinetics for doses of 15 to
60 mg.

Pharmacokinetics in special populations
Clearance of tolvaptan is not significantly affected by age.

The effect of mildly or moderately impaired hepatic function
(Child-Pugh classes A and B) on the pharmacokinetics of
tolvaptan was investigated in 87 patients with liver disease
of various origins. No clinically significant changes have
been seen in clearance for doses ranging from 5 to 60 mg.
Very limited information is available in patients with severe
hepatic impairment (Child-Pugh class C).

In an analysis on population pharmacokinetics for patients
with heart failure, tolvaptan concentrations of patients with
mildly (C, 50 to 80 ml/min) or moderately (C, 20 to
50 ml/min) impaired renal function were not significantly
different to tolvaptan concentrations in patients with normal
renal function (80 to 150 ml/min). The efficacy and safety of
tolvaptan in those with a creatinine clearance <10 ml/min
has not been evaluated and is therefore unknown.
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5.3 Preclinical safety data

Non-clinical data revealed no special hazard for humans
based on conventional studies of safety pharmacology,
repeated dose toxicity, genotoxicity or carcinogenic
potential.

Teratogenicity was noted in rabbits given 1000 mg/kg/day
(15 times the exposure from the recommended human dose
on an AUC basis). No teratogenic effects were seen in
rabbits at 300 mg/kg/day (about 2.5 to 5.3 times the
exposure in humans at the recommended dose, based on
AUC).

In a peri- and post-natal study in rats, delayed ossification
and reduced pup bodyweight were seen at the high dose of

1000 mg/kg/day.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Maize starch

Hydroxypropylcellulose

Lactose monohydrate

Magnesium stearate

Microcrystalline cellulose

Indigo carmine (E 132) aluminium lake
6.2 Incompatibilities
Not applicable.

6.3 Shelf life
4 years
6.4

Special precautions for storage

Store in the original package in order to protect from light
and moisture.

6.5 Nature and contents of container

10 x 1 tablets in PVC/aluminium perforated unit dose blister.

30 x 1 tablets in PVC/aluminium perforated unit dose blister.

Not all pack sizes may be marketed.
6.6 Special precautions for disposal
No special requirements.
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United Kingdom
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Detailed information on this product is available on the
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http://www.emea.europa.cu

Hunton House Highbridge Business Park, Oxford Road
Uxbridge — Middlesex UB8 1HU — United Kingdom

8. RFTREES

EU/0/00/000/000

9. #EIAERB/AREH B

<{DD/MM/YYYY}> <{DD month YYYY}>

10. HETH

(MM/YYYY}

AREFICBET DM G HE, BINERE ST
(EMEA) DOWebt A K TAFHHRETH D,

http://www.emea.europa.cu

10



Version 2 of CCDS
CONFIDENTIAL

Tolvaptan

COMPANY CORE DATA SHEET

Tolvaptan

Data of Version 2: _

Note: This CCDS information is limited to the Otsuka territory



Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




Version 2 of CCDS
CONFIDENTIAL

Tolvaptan




RIERMA—ER

FFEFEZ G & LT, ZhEE « 2IRIT IR 5205, AL CIEMEF 269 2/ 0 &5 mTRERIE~

TFRERY T V- RIS CH DTN T X VIERER S5, £,

DOPEIE (9

SIMLARE) IO 22068 « iR &+ ERFEE L, A /77 by, b
FEIFR, 7BI REQRRNI 20 AT TV RRdH 5,
FIfEFR S —ER AR 1.7-1~F 1.7-3 17T,

= 1.71 RIFERISE—ER (1)
—RREIB A RILINTB Y EHYIINT 4 UiEEEE
BR5E4 A A 1 BE 15 mg 7 4 XV 8E 30 mg
Sit4 KIFRIEF XS4 KERIERE S A
AimEAHR — 2006 4F 7 A 26 H
BEMEEAR — —
BEEXR — 2016 4£7 A 25 H
HEIX 5 — B, FEEEIRM, AR
.HCl
s = L _cH,
OH z ’Tl
' CHs,
RUBBRILH RUBHRRIEHE
¥z - &8 | 18T AT EZ U 15mg 5T | EFPE T X IR 30 mg B AT
=T R RIRE OM ORI RIETHHER 237 | BATESTRIR SV > FEAERIC L 2 HRIR A
e | U TR B i N UG SUIEBEREC BT BIEF R Y & 4
HIRE S e MIED % CEIEERE CHRR A5 e AR
)
AENIMOFNRIE Ov—THRIRIE, YA TV A | (DA O@EH I, BFTtEFRR S Ve > PEANE
RBFRE, PFi7 /v RART o 83E) L | B X DHFRE VT VRS WERRE &
THEHAT2ZE, ok, e bLEHET NI DA | BENEETICRET LI L, ZEchi=-
FRARTF R EOOFRRBRITZR, (2. BE | I, &0 [EAFBREFIEEMBE
ShEE R 4R RIRMEE (D)) DIEBR) IRTEE B IRIF e E3E MM T AR I
pgﬁjgﬁ BT 2 RAEMEIEN Y 7 Lo 4y W iR R
%ﬁb?% (SIADH) O#ZWiOF %] #BMWT 5L,
== ( (5 1, (BE) 0EZBR)
QABNDOEH1%, A[EEZRIR Y DK HIFR % S
LTCOHRA T+ BECRETDHZE, 12
B, AFIEGEFHKROHIBZMGET 22 &,
( (%) 2.0IEBH)
RS ff,ﬁkﬂﬁbwﬂ75ykbfwng%lJﬁ%ﬁkﬁﬁ%ﬁﬂ7ﬁyﬁﬁﬁkbfmmg

FIREOEGT 5,

1 H1BERICGROBESGT S,

1

1.7 [RIFE[RIhih — Bk




= 1.7-1

REEMGE—ER (2)

—AREIB

MILINT B Y

EYFNT 2 UIERIE

AERUAE
[CBEY 5%
AEnEE

(DRI RE P SR L7 BRI i3 & 5% P ik
T5Z &, UEREREOMERHZBET 562
EAEY e A GV A AN

Q) BEARE (RRITERENRIFIZa Y br—
NEINTWD L EDOERE) ITE-THEITL,
BB Gk Lenwz b, [ERERR
BRI\ T 2B 2 2 B0 HRERIT 2, ]
QYRIEIFRDIRBEM 8 L e W IGEIE, Bk E &
HEfk Lanwz &, [ (BRREGE) omEs

R
AN

FH, AMAERMEROBONGEE L RN
EHIBTEIN D BFICEE T 561, &S
mg) MNHRBTAEZENREELY, (Tl
HEEEZEE1), (2)) DESMR)

(5) B Fifie 3~ 235 811X, HEEBET 5
&, (2. BEAREANEEQG) OHESR)
(6)CYP3A4 THEHR] (L v T2y —n, 751
2uwA V) EOFHITET S Z ENE
LV, RLESTOHT LA, AHO
WS D VIR ENS OB E 2 BB
Ll [(ARAlOMETREN ERT 2862
b s, 1 (13, MAEEH] OEEDY B
@hie) OESH)
(MWEBDOYER & BET 5728, FRTTHICRET 5
ZEMEE LW,

(WE&5-B%G 3 A CHEMMEDRED bhgHEIC
RV, gl&fid 7 A E CHkRRG 352 &5
T&5, [7AMEB2EERE, BREOHFE
5K O 5 O F S E R VR 2 IR S
TR, ]

QEL, R - EHZE0-», BF2ERET
AR & 53 556, BREBES I~ iR
EREREL, EADREI OO BEZNRD
%, ( CRohie) omEESR)

3R OHER ZBET 5 7=, S &% UTBEHI
WHTHZENEELY,

[
of

AFNBE LR, 2% 2mET M) T ARED
HICE VBRI AREIE L kTR ENN H
B2 E KRR RRIRIC L0 BKERDS S B
bABENRHDZ LD, AT TRE%
ST A Z &, F72, LA
NIIHEBBICEmME T Y v AREZHEEN
HWEdsZ e, (2. BEEAAEANEEGA)]
DOIESR)

R

LARBN OB 543, PFLRR ARV > R A 53 WIE
B ( syndrome of inappropriate secretion of
antidiuretic hormone : SIADH) DJHEIZ 5772
Hk L R AE R T HEMOS &, BETPEHFIIR
RVE CPEANESC X D SIADH & 2l S iz
BEIZORTH 2L, ((EhHE - 2 RICBE T
LM EoEE) (1) OHEBH)

2ARHNC XD IREITHERIETH 0, K HIRE
ATz BT, BB L SN HAITORT D
Tl ((BhRE - 2 RICBIE T 26 EoiEE)
(2) DHEZH)

3AKIBE R, SR ME T N U ARED |
FCE Y, B OB RBE LR T B TR H
LZ0T, EROBEHTICEE, T M) DA
IREOHREZIEER B L, Mg,
U D LNRED EARALNIZGEITIILE
IRALE R & D T L, RS, AFIERGRRMG R
My b Y v AREEHEENCHES D 2 L,
( MREZERLERWER (1) J OHEZBMH)
AARFNT 0 AFEM A e R R AR5
AHEMES A STV B O T, IR % " REME
D& HIm MG T DAY, wHEE SE5
Z b, (Testtm, ek, RIMFE~DERE (2) |
DHEZH)

2

1.7 [RIFE[RIhih — Bk




= 1.7-1 RERMM—EXK (3)
—fREI B R RLINTH Y EYNT 4 VRS
2B (ROBHFIZFES LGN L) 22 (ROEBFIZFES LGN L)

LAKIO RSy XIERUL A (AT 4
PRl ss) (% LIRmUE OBEEED & 2 B
2AEROBE [AFOENETE 20, ]
3. A8 &R U722 ST AR B B S IR e 7 FR
(TEERIMIEE DR IC X W BAKDBZNNH
%, ]
475 Y U AMEDBE [ARFIOKFIRIER
X uEF MY o AMAENEET B BZENN
H5, ]
SHEIE SUTIEIR L W B Al BEtE O & S i@ A (T6.
IThs, PER, BRILEE~0EYS ) 0ESR)

LA O Bt UIEBUE O BEERE O & 2 B
2IEIE SRR L CW A RIBEME D H B A ( Te.
I, e, BRHEE~ofh) OmESR)

FREDEE

1. EERS (ROEHFICFEZIZHRET S
&)

(DIIEF b U 7 AJREE 125 mEq/L RO BE
[B¥72MmiEF R o ARED EHICEY,
DB AR EE 2 kT B2 hn b 5, 1 (2.
EEREARNERES) OHEESR)

Q)EE R EBIIRE B XM M EE B DO H 5 B
FROERE [BMATRRH 6 b HE,
SOR e AR M B, MR A S L, i
BIERIEZFRTIBETNH D, 1 (T4
BERMBERABIER 2) mARTERIE] O
KON T5. @imE~o&hE ] OESH)

G)EA U U AIEDBE [ARFOKRFIRIERIC
FOEAY U LAMIENEETIBZENLNH
%, 1 (2. EEARILARMER(6)) OHEBM)

4) EERBREEDOHDBE [FIURICHE D Bl
TEOBAZ L BN EICE T o B%
b s, ] (T4, BWEHOBERREWEH 1)
A4 OEB)

1. BERE (ROEBEICIXEECHET S L)
(OITREREREE D & 2 BE [ REK L OVEME
o OMPIRER ERET BTN H D, ]
QB REERED H 5 BE [RE(LIR K OTEHE
#HOMFREN LRSI BENARSH D, F
7=, RKRNOEEIZE Y, AV 7 AMENFEEL
THIBENRD D, ]

GyE A Y v AMAEDBE (K OBEIZLD,
mA Y U AMENEETLIBZENARD D, ]
(DHIRMERED 2 VITERAROH 5 BFE [fEER
MER DA &0, IRIMERE H 5 VISR
ENEET A BENLRSH D, ]
CYBEFEOBIN N B [RBEEICHh~ZE
JERE UL, MAEEN LR L, (EHABRLS 55
bhdBENRH 5, ]

©)mmE ( Is.EmE A~ OESHR)

3

1.7 [RIFE[RIhih — Bk




= 1.7-1 RERMM—EX 4)
—fREI B R RLINTH Y EYNT 4 VRS

2. BEELRERNEE
(WARBNIKEEE R BN ST 508, 7 U 7 Ak
AR S 2RN T L h, foOFJRIE L §f
ALTHEATEZ L,

QARFN O HATHNL, WRZFIR L BITER
NHLONAEBENNHD DT, QBEED
BEOREAZEEL, KE, 0E, KH[E,
JRESZHEENCHIET D Z &,
GOARAOFRIERIZLE, A8, Bk EDRE
IRHEOLNDZENRNHDLDT, ZDLH7%
JERN D B bNT-EAIE, KoMk EiT>
roEETH L,
(HARFNEG-BAAA 24 W LA KRR A8
BT D700, D & LGRS 4~6
BEREI A2 N 8~12 BEREI#ZICIE T R U » A
BEARET S L, HE5HGBERND 1
MRS I B E L, £ 0% bk h 2k
BT DA, WEHETDHZ L,
G)iET b U 7 LHREE 125 mEq/L KiWDBE
WG L GE, SMRimEr Y o AR
OEFIZX Y, LR R EEE 2 kTR E
WD DT, 24 FEEILINIZ 12 mEq/L %
25 EABRHLNIGEICE, B EPIET
2L, (M. HELEQ1)) OESHR)
(O)ARFN O KR FRAERIC X 0 8 B 14 & o Jid
BRL, MFEH VU LRELY LR IEDLIEZ
N DHOT, REEEFITNES VU LR
ErETSZ L, (M. EEEEG) OE
ZR)

NOENERDHLDLND Z LB DD T, HEfE
WCHEETD I, £, mTEE, BEEO

2. EELRERNEE
(YA RMEF P T ABED FFICLY, 1§
HLBERREEIE 2 KT RBENRH LD T, BE
EABLSE, ERIOBEHRTICHEE, RO KITHE
Eds2L, ([EH) 3.0HZH)
DABIOE 513, miET N U v LRE, REKL
OEERIEREE, BEOREZBE LR BT
52k, BT, ARAESEEMBIZIE, BS54
~6 BRI N 8~12 BRI ICMyE T b U
U AREEZHET D, [EERERAB I
AF| e B G LZFFomiE T b ) o AjRE
3, AAIP G 4~6 R IR KRIEE 7~ LT, ]
DMEITIG L, KED D WITEIR (5%7 K
THER) AR SE, MET R Y AEED
523 10 mBq/L24hr 22 720 LD I2T D
Z &,

QAANF 5 1K HIBR 2 EhE 95 728, ik
JERRH LA BENNRH D DT, ME, Ik
Wi, RE, MiES MY U ARESEHEREICT
=y 7 L, BMAEROBEUEET 52 &,

GARFNC L 2 MFERTORBERARDH Y, Fi-,
YEFFF IR TH B, E EFoBENRY
H D DT, AANEE P IXINEDOEENEET D
Z &,

DHAANCE @BV U LMFEFRIE S DV OIS
DOBENNH DO T, KFIBEPIXMFEL Y ¥
AREEZNETHZ &,

GCYRF TTNCR DD EY2HF T LT, K
F DA B o OV2E BT D 355 D FURl bR A L
EUREADWIEEREOBE DR THME N
b THAHZ EEHAUAL, SCEICX D

EIREEIR 2 M O A RIET 2RISR | B2E52 8. ( (RS 0mHBM)
DL,
1.7 [FfE R — B2

4




= 1.7-1 RIERIME—EX (5)
— AR B FR RILINT B Y EHFIINTH UIERE
3. H/HE%EH 3. HHEEHA
AFNE, & UTHREIEESE CYP3A4 IZL > T | AAIE, =& L THIFREEES CYP3A4 & CYP2CS
Rtsns, -, PHEEAOKETHL L L | TRE#EN S,

FREDEE

HiZ, PHEIEA~OEEEHEZHT S,
WEhke) DOESMR)
BRHEE (BRICEE TS L)

( (&

CYP3A4 FHEH & OOFHIC & 0 AF OREAE
= INAREAR K ONEE Y O i R E DS
HFT AR S5, BT, CYP3A4 THREHE
NoEFNORBEE L2 M REE L&
HHAREMELH D, UL, fo3E L DFE
TERNZ T RT DK L OMAEDEITOWNTH
HENTWDEIDITTIERVDOT, MENZ X DA
PEPICHT AR O, UIARANC L AR
T IO FRAN = PER T 2 56121, BF
OWRREE B LEEICREG T2, (B
YENEE] DIESR)

BEAEE (BHRICEETDHZ L)

WAL ERRAER - R BT - fERRIA T
CYP3A4 R |{REEER OBRFEIC | AFIORHHEES
EEREA | XV, RFOER | ThDH CYP3AL
72 JEA DR RBEN | ZHEL, KA
rhar) -nEE | 8 d 5, DI AE PR E %
R E A EHE®5,
FaE) , AN ( GEEhne)
)=, 17 DIAS)
AR YA
VAR )
MAESY
CYP3A4 75 |IREIFE R OFFEIC [AKIOICHEESR
HEREZA |0, RFOER |ThH CYP3AL
92 JEAl NEHTHRZN |ZFFE L, KA
VI7vE s N D DT, KK | E &
AN )Y | EEIT b0 |[IRTF SR 5,
(StJohn’s  |HAILOEMLEE | ( CRpYEIEE)
Wort, t/by |[IRLARWZ ENYE | DIASRR)
VAI-NE [ E LW,
AR
MR AFNC X vy 2 %y | AKX PHEERA
YOVEHBRHMS | ZEL, Vo
nadxBENLDH Fvy O
%, Ex LR sw
5, ( CEwE
fE) DIEZMR)
P R ABLE | AFIOIEM AR | 2205 OIRFIAR
ERZAT D |ToB8Ennd |PHEAZILE
A %o THZ Lick
U m AR D, AREIOYEH
PRV M & D 7
o I PR A
EHF B2
ndhb,
1) AELA T DR &G | ARFIDKFIIRIE
WOMERE | HT A5G, MiE | L 0 EBR
FIPR3E HVOAREER ERT | SRR &k
AL )TNV, | DBENDRD D, L, FExrEgI
M7 ATV BV U LRE
EANIANAE S »EATLEE
7 V) g nnd s,
T AT IS
Hap SR BH 3R
157" Vv Ay
Pt %
AR %A
S UNTTE S
L LI
A
L=
3
TY ARV T
%

AL E | AR - HEAE (WY - ARET
SRR | G E IS L, A (731 -niE,
F(CYP3AY) |AIOVER RS EETRT 2 | A Al O 1R %
#RET D | BEARD D, * T b D
A CYP3A4 %[5
VAVEY AR L, REAE K
£ D& AR 3

O i P E &
LR w5,
( EpEhhe)
DEBR)
S [ REPREIC L v, (AR, hb
F(CYPIAY) | B L e 2 EERIDER |0 #E Al @
DIEE & 72 | BT 5 BF 0| CYP3A4IZL D
% FEA| b5, R % B 9
AN AN} LHBENLD B
77 RALK R %, ( EEpH)
3L &) DIEZM)
B0 I
R )7
Be ¥ K Fn
W, VAT
VIR )
SEFE A (¥ v
Ny MR
KFEnwm, 7°
7 VNI v
BatE, 7x/4=
2k 3:
7/ h= V)
%
=7" FIPRIE | FIPRIER 25895 | FIl IR 1B H % 18
VA N BEhRd 5, IE, [EEt5, (3
kAR, JRE, % |PERE) oES
F MYy AR B SR A A (e | BRD
WFzy) L, BAKHEIR
DORBIEET D Z
L,

5

1.7 [RIFE[RIhih — Bk




& 1.7-1 RER&E—EX (6)
— R B FR FLRTaY EYNT 2 UERE
4. BIteR 4. BIteR

FREDEE

ENCEM SN2 DEREZ XS & LUK
HERIZEB\W T, R GER 213 i
143§ (67.1%) \ZEGRMRAEE O RF 2 & TeRIfE
AR N TWD, EARRWEMRIL, A8 651t
(30.5%) , BUN L& 28k (13.1%) , iR
fe E& 20 (9.4%) & ThHoT-,
(MEXGEMEA

DEARE (0.1~5%K)  BREEOEED
BEENHLDLNDZENHLHDT, #ELY
FAFTATV, BENRD SN EAICIIRS
ZHIEL, WUIRAEEITY Z L,

DA ZERIE (0.1~5%F5) 2R FIRIC
X0 MR A2k L= 84, MARE & O Ae
EREEFRTDIBEINLND D720, %
FAFTATV, BENRD SN EAICIIRS
ZHIEL, WUIRAEEITY Z L,

(2)Z DD EIER
TR | 5%k 0.1~5%AT | BHEEARBT*
Rt WEV, FR
TH{bas a8, R | L, T BRI
T B MEET
Rt M REE | Bk, b,
LS, | @Y yAMAE
HYoh 5
VS $EJR, BUN| 2R, IR¥Im
&,
Iifzv b5
Z Ofth PEIERE, B | MO

* 1 HESNTORFED BT D EIWER A E A &
L7z,

(=N C F i S = BURR AR VE AR A 53 WAE
fERE 2t g b UT-BARAREBR (BETHERTRIR A v
EUEARBELSMIERT 2 12 2 Et) 1Tk
W, MR 64 28 B 11 651 (39.3%) 1T
FRR IR A O BH 2 E e RER N HivTn
%, EREIERIL, 08 6 1 (21.4%), AST (GOT)
5 2148 (7.1%) , ALT (GPT) E5H-2 1 (7.1%) ,
MgV UL ER 20 (7.1%) FEThotz,
TELH/ S 5%LL F 1~ 5%

J ik AST (GOT) b5, |JF & 68 B &, v
ALT (GPT) k% |-GTP L5, LDH L
5., a) vzt

el =R72) RHEOR

P BUN L5

R R

BATE MfiEh) s 5 MLIFIV AR

Z D R, WE AW
A, O AR E

5 BEEOAKRE

— RIS E RS I AEBEEENMET L TR, £
7=, WAERZEZ LT WV EIR TS
O, BEOREZEE LN HEEICERET S
Zk,

5. BEEOAERE

—MRICEEE CITAEBEENMET LTEY, £
7o, BKIERZR Z LT E SN TWNDHD,
BEOREBZBIRZLAANOEEICKRS TS Z
L,

6. iEiF EiE RILEEFE~OERE

(1) TR SUTEERNRE LT B ATREME D & 517 AT
G Lnw &, 7, ERT 2 AR
B HIHNCE, @WYRBHTEITO L 5 REd
52k, [EMWER (VX)) CEAFEEK
WIE - RSB R HME SN TWb, £z, B
WER (vIX, 7y b)) THRHDHWVIIHEE
BATRHESINTWD, ]

QIR O NIIARAI B G- I o
SwHZE, [BWER (7> ) TAMHF
~OBATRIMEEN TN D, ]

6. iR, ER BIRE~0OEKS

(1) #EIF SOTEENR L CW A AEEME D & B Im A IZ
W Lanwz &, [ ER CREEIER (7
v b)) ROWEEIEEH (7 FERTHF) 2
WEINTWS, 72, IR v b ClamE
DRESHNTND, ]

QR A AIEMED B A m N2, W2 S8
5 &, [EMER (M~ R) TIIFOREK
DEINCE G Uz & &, IREMW) K OB R B
720 OEFREOEL T RO LI AEFEMLIC
YR RE 2HRT A AREARES AT
%o ]

GYEILHF Ol NTIFIARF & G- IR L2 RS &
Bz L, [BER (v ) THLAABITN
WEINTW5, ]

6

1.7 [RIFE[RIhih — Bk




& 1.7-1 REEMGE—ER (7)

—HREIB FLINT B Y EYFNT S VIERIE

7. INREADEE 7. INREADEE

RHAEAEEE, FAR, 2R, SRS | IRHAEER, #rAER, IR, ShIRSUI/RRIC

KD AEMEITMENL LTV U, (ﬁﬁﬁfy‘?ﬁ?ﬁ) %D ARVEIEHES LTV RV, (ERRRER DS

2, ) 2, )

8. BEIRS 8. ZTOHDEE

e < EIR - 2R, MG R Y U ARED BR, | BETEGTRIR A VE CEARIGIC X 2 HRR AR
B AR ST B A RS ND, JVE AR G Gy WHE BT A e R & Ltztii@(i

ALE PR, DB L NMEEZE=2 Y 7 L, | HENC X BERRBRICEB VT, LD 2 flHE
MBS T TKS \é‘*fﬁ%w‘ﬁﬂ”é KyOREOE | Ehiz, 2055, 1 HIERAHTH Y, &R

ERLDEE BUCxHR TX RWEA T, B R ORI | M NEEEEGFERE (DIC) %38l LT L

T mEEBERS TS LD, KIERES | © 1 BHEARKEOEHNA & OBEENSE Sk

RN G35, 72k, MEETITAEZITIER | ol

WEEZ L5,

9. ERLDIFE

HEHN A2 AT PTP AL D FEKNIL PTP & — 22 B
B LCIRAT 2 X 28T 22 &, [PTP
T— P ORI LD, B ER S A R —
~HA L, FIZIXE LR 2 U CHERRIR 2 %
DEBEREIHEEZIRT L Z EBRESIN
T3, ]

" & 2010 4E 7 A 1ERR WA SR 2009 4F 7 HEkET

1.7 [RIFE[RIhih — Bk
7




= 1.7-2 FEERMR—EX (1)
b1 3: 0E 4 o1 AR/ SY kY kSt F

TNET N AR 10%, TAXT N2 ASE

NTTy TEEdmg, VT T v U BE 8 mg

R H 25mg, 7VE 7 M ABESOmg
=it £ 7 7 A YRSt i = 28 SRR a4t
- 1965 43 A 30 B (HE 25 mg) 199943 A 12 H
ARFRE 1996 4£ 6 7 13 A (B 50 mg, HIKL 10%)
BiHEEAR 1977 £ 5 H (8 25 mg O FEEAlfE 5) —
BEEFA — 200543 A 11 H
HHX o AT AU TE IR FREESEN, W5 AR
N
N ‘ (“) /CH3
SO,NHCNHCH
“CH
bt NH °
CH,
1 $EPICHBAE R, 527 by 25 mg XX 50 | 18EPIC RT3 Famg T 8mg 2 E&HT 5,
¥z -82 |\ mgaBHT D, lgRICHRAER T 7 b
100mg 5 HT %,
L EE (RREPE, ML) DVETEIE, BPETRIE, FPEEE
DERIE (9 oMb ARE) , VR,
s VEIE, FRREUEVEAE, EMEIER ﬁﬁé@&o@
ARER IR | ) e s v
JFERMET LV R AT v U AED W R OEIR D%
3
Av¥u /)77 hrE LT, @BEEA 1 H 50~ | @%, A, hTEIRELT, 1H1E4
wm@%“ﬁ ROET 5, ok, FEin, ER | ~8mg &#RAKET S, 2k, Fip, ERICK
BZERUVRAE| ICL VBT 5, 72770, [FERETALR | e 5,
AT 1 ASEDOBW R OYER O] OIEhiEfh
H BT Z L%,
22 (ROBHEFICIFFZRELLEWNI L) 22 (ROBHEICIFZRELEWNI L)
LR SUTAEBE R 20 BE [BHMEEZ FIOE | LEROBE [KAOSENYHETE R, ]
fbswgrBEnNNnH D, iz, Brooh Y | 2FESEOSRE KAL) v AMEICL STV
UAHENET L CWA7ZOES Y 7 AN | e —3 A0 L0 S ES BT 5
EHENIIEEISE I BENEH D, ] BENWRH D, ]
2@ AV U AMSEDERE [EF Y U AMIEZE | 3AKETOF R U 7L, BU 7 A5
- BEEHBLIIABD 5, ] LT B (B AR LT BThs
e 3TV NRDOEE [TV IRTIETARZ | $5, ]
TRYDUMETIZE Y, BY T LPEREEE | 4 ARKBIOKS UTA LT 4 27 3 RifEAkicxt
FKLTWDHEDT, @AV ULAMIEERDEE | LBBUEOMAEREOS 5 BHE

b s, ]

4270 Y LA, 2TV XTI MR
EhhmoRE [ THEER] OESH#]
SAFNC X L BUE OBEERE D & 2 B

1.7 [AFER S — 2

8




= 1.7-2 RERM&ME—EX (2)
—ARBIE TR AR/ S5 Y kSt F

FREDEE

1. EERES (ROEBHFICIFEZIZHRET S

&)

()DIRED & % milndr, 7R biE 33N
BRELIED & 5 B [BWMRFIREH b
Nichg, SdZe iRy, Mk %k
L, MRERELZFRTIBENNH D, ]

QEEREmEEOHHHEE [ Hz), TRIE
A1 oES ]

QGEERERE K5y - BRRFE N RZ L, BAKEE
PR MU T AMESER S Hbhed < 7%
% (TEWER) omEzs) . ]

GmEmE [ TEmE~o&kh) OmEsR]

OFEFEDOH HHBE [FH U ¥ A MAENFEEL T
rEENRD D, ]

OFLR [FLIRITBMRE AT o AR THT N
( TRWER] omESH) , ]

1. EEBRES (ROBEIZITEEIZRET R L)
(NETT LI FREARAE O & 2 FBE [FPESIE % 2
ZTBENARD D, ]

(2)E 7 e IE UM EI IR LIE D & 5 B
F [AELRREND b= EA, Srzim
SRR, MM E kL, mMRERELSF
BIDHIBENNH D, ]
QVFHEERED H 5 B [EHRERE S T
L2 ENRDD, Fio, HRMEIEICZ LV R
ENERTIBENRDH D, ( [EPYEHRE)
DES) ]

(AR - AR E D B 2 B TSRS
EZTBENRH B, ]
GARASUTH, 2w m, FERFEOH 5 HE
H REEEZRZITRBEAND B, HIRKE
PEATAIBENRSH D, ]

&) T, g0 5 BE [EELAREZL T
BENWRH D, ]
NFMETOBEE [FET 2 x4 5 mEEE~
DOFIEHEEIR TS Z2E083b b, YHhT T
U UEOMEER BTS2 EnH 5, (13.
FHAEMR] OEBHR) ]

8) ¥ F U RAl, FEEREIEERERNE A,
ACTH X377 U FN ) F U8R OK L %50
TWHERE ( [BMEMER] OEER)

9) BHEEEREO B K MU U A E % i
ZTBENARD D, ]

(10)EknE ( [5.EiE ~0kh ) OHEBH)
(11) FLIE (AR TIHEHENT AR TR
ERAN

(3)~ (1 D)EULENEH OB DR GH FH H

2. EELRERNEE

()EAT DA, @8 U 7 L MGES O EiE R
WRHLONDZ ENHDLOT, EMITKH
Ex2ITH &, @i, BHEESNMITLTWY
LHBE, B U AEE R LTV IEA]
ZHHLTOWABETIIFICEE TS Z &,

[ Mg, MEEKL), HEEEH],
RIER L, TEmE~0&E] OESH]

QBEEERICESSDEVERL HLDbND T
ERBHDHOT, FmPHEE, AEIEOERSSE
MR D MR 2 B E T D BRICIRER S ¥ 5 2
L,

2. EELRERNEE

WAF ORI R BITEMICHEbLD Z &N
HDHOT, BRERA, WAKIHSEEL,
DENLHEGERIBLT, BRAICHETDH D
E,

QEHT %A, ERERRESbND Z &
BdHDHOTEHMNREEITY Z L,
OFEEEHICESSDEY, S62F0”3b 5P
NAZERHHOT, EFEE, BEIEOE
TR Ml & FE O B 2 BRIET D BRICIIER &
HZL,

(DHE B DOIR BB 2 BEIIE, W OHER %
BT D720, FEIFICEETHZENEEL
A%

9

1.7 [RIFE[RIhih — Bk




= 1.7-2

REEMGE—ER (3)

— IR T RER/ ST kY FSE3 K
3. HEER 3. HEER
PEAZE (A LnZ &) PEAEE (FRICEETD 2 L)
TAVE | BRI - REGE [T - eI T | [ A% | Bl - TRE I | BT - ol T
JIRUAA | ) DAIRE AS LT | M AR | | [T | BET 3 D1 & | A RET L7
0137 | BZERDS, WZE0miEN | | [OT N V| ST A RERR DS | IS T B M
17 Wy ME 2 LR | | ) DT, FIRHIOBE | BE D K &
(t77) 5., Y PN I R
Y2 O B ET | OR & 12, BRSO B L E 2 bR
@~ 7 | 5. IS Tk =s BEHTHZL, |5,
BeomEn| | I8 7507 RO BRI 2 R % | fim ) ) 5 0
5%, ZOMPWE| = LB EDT, F|EFICLY, =
K 13V AL | #0 B 1L B 36 A 0
PEFIVERE (PEAIIC T 5 2 &) PRI D58 0, BT HEE - TR
A | ok - R |y - et ||V KRORiERT S AR
BIEA  |BIEMERE MR 5| 2 1L 5 o A - 2o "
e e A | | [FEEAT [ i) % | OF A i & 0
A 5. (ME\M%%E%%%%%@T,EH@%%%%
o A A, BT | OF RIS IIEAIOM | 5 35 % e
IR B JE %)Q i Eﬁﬁﬂ&a?éo %é{ i
e R R R RREDE:
WA B E BT | b o EAl| | [TEWE RS GRS S0 O
LAY, | Bz mbEDT, | Ak Al @ | | | A BT SIS E S R OO )
7 v )| it DM 2 i | - A epe | || TRV D2 OT, DP9
L et F o iernysal | |FEES) 175 = & B9x L 5B 2ns b
w5 |5, 50 ER. o SRETTR T 2.
ACE FL#A] fEIRIN T - R Josn
et e Vayh I AEWE D
ERLEDER | |57, )y e LRI S o
e fid,
T AT 1L @ I 5. —
%ﬁ{lk%b‘f t:z'/ﬁxm U‘/FTﬁ‘ %ﬂﬁ%f@?ﬁ'ﬁ—éﬁ J/_Té?f’EHrI‘S,:"C@f]‘U
b BUEWE | 2N BOT, BF 14D FR L0
- 5 BAICE, BB, ©
o tum BB G5, TRk )R
v, Ny B O 3R
s LHIL, B
e P& BT %
B MR — A BLIDD D,
SN ¥ My, (hab s, ik EZL, v
s} VR | EETI-L, D)IAA| A0 LA &
Syt )y DWEETS. MR TR
TR T VL ST O R R | A D hrsaon
ey S e | TR T | | (R mRo R AR £ 6B
STV, ACTH T, BT 2581 2,
fE e T - SRR PNV F/RIA |1, B E IR TS,
frvan WERA AL | WA A R [PV 1))
LRI I7h [ FURET 1 ITh 0TI G| AAIC & 0 il FLSHIT BT MR A1)
VR AR5 5 = L | ) 9htETy b —va NBD 5, TUD, A
W%, pEESh, 9 HHCo 42/
BEFM DA TIA) ZEOBT 2
fE1E & broye®
% AR A ATV,
5%,

1.7 [RIFE[RIhih — Bk

10




x 1.7-2 EERA—ER 4)
— BB FR AEQ/ S Y St KR
(i) (i)
EAILE | BRI - Tk [T - faiA 7 FAILE | BRIk - FEE | BT - faliA T
HALTvE= L [RBHETY D -vaZ k| 2 B o A Ufiﬁgwm) {g;fcij’g%i?ﬁ f;%bgijféi;
33 EEEN (PRBE » >
| TEPRERSS. L R D PUS IR ER | B L, 17940
— — s 5k, i A
VAR ey 3ty RO AR 2 Ry By ABZh
U PAEN 2% T S NS AP s I PARNE AL L
THILnbE,  |/OBNLOM| | [IVEBHE wm&q:%g%éﬁﬁ %ZODfJF%tﬁ%Bg
\ PN Y| B2 NBB5,  [IKH 0T RA
70, D, PR
1RV R AT NGY S
V3 Ry A N5BENN
kR EE5 5.
L b, il:xzwﬂw AAIDFIRIE k| I 17 R
R P | ER IOV = I | i b e el i
TR T DR | FEICL Y N £k,
NBHHOT, BE|F My o FM DA R R
FHEANTIEY T | I o B8 23, AFHID
DM ORE | ERT B & B K, Ty
BATHRE, x| 2 b s gﬁj‘&;fgz
AT VEBEICK | D5, Tk, ST,
545z, B R | | R EE | R PR (A O | I R 7 % I 0
Hows, VEL| || BRIV P 2 3 | i B 1 K 1
sl | | |07 v | BBEARBS, | LY, RE
e || i3t ) o 1 R
ERALDEE HBN AL BB S %,
L7 & DM | | Bt ey RGPS 1) JA e |+ 1 9 5P R A
N5, N LD Z LR | RlmEh, K
VFOMELAD | HIRAILIL ACE BR|HH)9MY AR R b5, M DAL 25
RERITOL sy 1 oo i 12 | 120790t RS Z %,
O, VFIAREEA R T | B R R T D
FIERBMESAT| bR T
WBDT, MAIFI B0, FHIYL
W T S o | e & (R
L, BT LiCkY
o LEx
LB,
FEAT o0 VR0 MRESIURIIRAN & |7 0280 507
HREGEAL | o peigic kv, 20| ek s il &
NS e R oWE, B s o ki k
BSRERE B 51T | > C, FHIIMET
B EEOBNIALIE | R ERIC L
DRI R ST | Mo FE A 0
W, 55, D) AR {E
Az X 2 i
JLMED ER A
HopLEx
LB,
faRRIE T
Hep

1.7 [RIFE[RIhih — Bk

11




= 1.7-2 RAERMR—EX 5)
— AR R4 TR AR/ SH kY St KR
4. BlER 4. BlER
AR 03 At R AR A 5 o0 BV S R EE 23 B | TRBR BB C & e AYREA S A 7o 934 Il R AR
el 72 DA 2 FM LTV ow, FRBUEE | MEMREZE 2R AIER (BMEER) |
WCDOWTICHER, BRBESESBICEG Lz, | 3261 343%) 41 fFE S TnD, EREIE
(1)ch _IH’EFH WX, BEYR - BHERRR 7 1 (0.75%) , BBV 4
DEMERE (&) v AE, K- MY A | (043%) , 0¥ 414 (043%) , HFEWV AT
e, ﬁ.@ﬂ%?y K= 2%) —@mA U os | b 6R2M (021%) HThotz, 7=, 934
Jmﬁ, B MU T AE, REMET YV K= | B EER AR A GBI/ E F150)
*@E@%Eﬁ:‘ 753‘3@610%5 ERBAHD |1, MERERE A 5.79% (46/795) , MiGw
T, BEPBRDOLNIGAICE, BMEXIA | V7 2EET 1.05% (9/855) , AST (GOT) E
***@@@Jéa&@%%ﬁi_& £, Eﬁﬁ’%g 5 1.05%(9/854), ALT (GPT) E5- 1.05%(9/854),
BT, REAR, 2H5E0R, % CK (CPK) L5 0.64% (4/625) , 7 v T7F ="
&;%rbzhé ERBHBEDOT, ZOX 5foeiﬂ/\ 5 0.58% (5/865) , LDH 5 0.36% (3/841)
2iE, BHEPIEL, BUARRAEERITO L, | HThotn,  UKFEEE)
2)% PEEARAE  ANE RS (*ﬁ’i’%ﬁ;ﬁﬁ%&o (MEXEER
ZENHD) ﬁi&;%zbhé krbizé;é@f DAFHSREREE, #HE (WP b EEARH)
éﬁ%ﬁ%‘%Jré}L:ﬁb\, BENRD LNEHEIC AST(GOT) ALT(GPT), Al-P & FF5%%5
IS EF L, BEYRAEEITY I & iR am,ﬁﬁh%%bﬂé kh%é@
Q)F Dt EIER T B A 5TV, BRESBD SN
0.1~ 5% SEEEAR IR TG ERIEL, @Y AEEITO L
N | L EED, 2 | S, LR mm/ﬁﬂ9(ﬁffﬁ) EAWWQ#%%
EIENE, MEAk % bhé &W%é@f}%M#Mb%ﬂt
B, [a%, £F, TG ERIEL, @Y AEEITO L
Hi®ARIE, A Dﬁﬁ)?AmF,mﬁ)ﬁAmF @@%&
w®, B O M BEEERBA) AR U v AMUE, @Y v A UE
B N BbIDZENDY, MG Y 7 MED TR
WEEE? | %9, T Z 5 pE WA, TER, iﬁ%uu,%ﬁ%h
i Tob o A% i, o, KL | | BT O2BELRH 0T, REMRBO LI
ERLEDER| | 4 CHUR, eI, BlTEBEERILL, WYRAEEZITS
5 OWHE, RE, &
wast L, EE k| | QT OMOEIER
9, fEIR /M)ctofoa%l TERRFEO bNTZHAITIE, ME
FFF ik AST (GOT) 5. T, e, FEPIRE ®ﬁ@&ﬂ%%ﬁ5
ALT (GPT) L5, &,
vy -GTP L&, Al-P M | 5% 0.1~5%ATifi BEE
%, LDH L5, Pk A
AT AV = g™ MRS (Mg, |
i BUN F5. IMERNAD, FRIMEREAD, ~
HiEE | RACRIR B - 1)) MBS %)
WL, 1138, T, (U5 | 1 | TEARTORH (1) DAL, | #8) 94
R H B 1&3:)0Am1;f,£ E&awtﬁ@ i
it B, R MARECHI,
iR 0% — PR —
ol |Bom, oL e RE HhUE e
______E, JeR, T WCH| |, WO, TR - R, | AR
L EESUT RIS X - CEEEGE 2V LT kd [OESTss B, TH
BN, FIUTEHET AL A BN B, TPh AST (GOT) , ALT
R SE R Ll Ty PSRN (GPT) , v-GTP, Al-P
D LR
Bl BUN, /Vif=vd 5. BR
rECEC B, HEV, FEOLW
5D , WEREE
Z 0t PR, EHIE, R TE | Lot LT
£, BAH%E, CK (CPK) |&E, g
k&, LDH k& A

W) 20X REAICE, BEEPIETAHI L,

1.7 [RIFE R0 00—
12

L ES




= 1.7-2

REEA—ER (6)

—iRE % R

A/ S Y

FSEXF

FREDIEE

5 EREOAKRE

EEE L, ROBICERL, YENSEEGE
BAlE 57 PREORELZBIE LN b HE
53528,

(1) /& R 5 T A 7 1) PR 1 i g% & oD ki) % 5k
L, Wik, ERMESICEBIHEL BH, OF
W, KMEAEITZEND D,
QFFICDEBRETREDO D 2 milma ClEak
PR R AR 22 SR DI & R A & sk
L, WSO MGEREZFZRT 28T
NHb,

Q)EImE TIT—RIGBEORIEIIHFE L 2
NWeEIRTWa, [MEEENEZ BT
NH5, ]

(4) R iR CIT BB RE SRS BE ML T L T
DT ENBNTD, mAH I ULAIERD LD
g,

5 EEEOAKRE

A IS, ROMICERL, V& (dmg 2
LG EBMAT D PEEOREEBIE L
DEEICEETHZ &,

(1) e CILRA R FIIR X i 2 o % 2k
L, Wik, (EKIiJEEICEAIHELS B, OF
W, KMEAEITZEND D,

Q) BHIZDERBRSECIRED D 5 milnd CIIAM
PR PR AT ROH e i B B DI & IR A % ok
L, BMEESOMGEREZFRT I BEN
Nh b,

3) \#pE TR N Y v AMEE, KU 7L
MAEN & B DI T 0,

6. itiF EiE RILEEFE~OERE

(1T bat

AR OB G35 L2 MEIIMES LT e
WO, iR SUTER LTV B ATREME D & B i
ANIZIE, 1BEEOFRIENEHRIEE EEb 2 &
M SN DB ORFETH L,

Q)= Fbm

t NREPABITT S 2 RHHOT, BRI
DIFA~DOEBEITRET D2 EREE LR, R
LEHTRGT2LAEIRATHTIEIEL
E,

6. bEiE ER, REBE~OHRE

(1) BRI SOTIENR L TW D RTREME D B 5 bt
ANZWE, BELEOFRENGREZ LR 5 &
W SN BGEICOREET B &, (B9
EBr (T v ) T, EARBRIITHEET Bk
OEREN, BIRO(E BTN AR K
EHMEIR, £, UV TRIREESR
LTV, ]

) BRI ET 2GR ALEITIED
Z&, [BER (7> ) T, ithicB
FTBHZENRBOLNATNE, ]

<BEB > - AR

7 v FEZMBEER O — A TR IS BV T,
OG- TREOLEERIE, AR OREIEM
HIMNFED LI, fERORL, HAER O
K OVESRRE TSRO b e doTe, T v
h #E TR SR BRI B O IR RIS E
DRDODOENTEBREE & HITHESLHITHEL
To. O, HAERORE, 178 - ek OVE
FHRENC B IR O b o tz, U XE
TERHI% GBI BT, RHAOIREETEA L, (K
TN 2 O AR BAE K& OB IR D R % D 3E
TRO_EFMHEANTRD SR, BERIETS
Lo to, 7w NEFEM L ORI 5
BRICBWT, AFIOFRIEMIC X 5 8o
FEARLITE S WA R CAEASRIE TR 2
BEsnzEn, witosft, 178 - ek,
ARERE SN I EITRR D bR o Tz,

7. BEERE

(DFER

AF O ERE G X0 B, TR, EIRIREE,
B, BRIRES, AIBE, T, B,
WK % L Z ARV B B

()L

AR OFEEZRIEL, BFEE2ELA ) U LOE
WERHIRT2Z &,

7. NEEADES
RHARER, Bral, IR, SilR3/hEi
KB ZRAMITHEL LTy (R AN 7
AV

1.7 [RIFE[RIhih — Bk

13




= 1.7-2 RERME—ERX (7)
—REE T AEQ/SH kY NS RAN
8. INEREADEKRE 8. BEKRE

INREE T 69 B 2 EST LT e [
BV DI, F7z, RO W TR HMEEE
5] omEBMHE]

SEAR - R R OMAHRSE R K D R, O
B, MARERE, SIERre, ek
RS AR 2 B 5,

AL - B VR, TEMERIT X0 AHI D WRIN 7 il R
T 5, BEDOREZBILE LN 5K MOE
TRE ORI AT 50 AFNTMEEHTIC L~ T
PrETE RV,

9. ERLNEE

HEHNAZ AT RE

PTP WEEDFANIPTP > — M HEY L TR
)ﬂ?‘é EofEETsZ &, [PTP v — M OFRAK

9. BRLDIFE

HEHFN A2 AT - PTP AL DO FHL PTP > — b
B LCIRAT Lo ES52 L, (PTP
— FORREIC XV, BESA ERNRE RE

BREOER - 1) s s AR RA L, BT | ~HIAL, FUCHZALE R T LT RIS
1%%%k L CHEFBIRR SO EERAIE | OEERAIHEZIET S ZENWMEINT
EOPRT D EBRWEIN TS, ] W5, )

10. ZOMOFE 10. ZOMOFE

(DK OIRBEA R LB AR BFITIE, K OHE | FRERFENE - ZEFMER OHURMETR® b Twn
JREWET D720, FRIPICEREG T2 L0 2, BARMRBRICEBWNT, 7> b 18 mg
F LU, ~9 mg/kg BE* GRIEO R R EHEOK 68
)7 v MZ 24 7 AR OES U@RrERERIC %) OWEZ OB NEES DR AR D LMD
BT Mblidigs O BEIEE M O o B 5L 28 O BT, %@@@“* FERR CILRF R 72
fknHZonztomEnd s, £, EHH SR AITED N T\ o7z, (%52
IR LRSS (Bl d) CHENRBELE FTI18 mg/kg %, ZNLIREIE 9 mgkg &5
ETBIERIHRENRH B, Lz, )

5 & TRATSCE 2010 4E 1 AEkRT TRATSCE £ 2009 4F 10 A EkGET

1.7 [RIFE R0 00—
14

L ES




&= 1.7-3 RERIA—ER (1)
—BRE R JO+ 3 F FUZOLAFFTOR
BRE 2, Ty 7 ABE20mg, T v 7 AHE 40 mg TINA NT U8 I mg, 7vA b7 UBE2mg
i RS
£t4 P74 TRUT ¢ AR i R U
- 1965 43 A 30 H 200941 A 14 H (8 1 mg)
ARFRE 1960 4E 8 H 22 H (5 2 mg)
BiffEFEA 1994 4F 6 H (B aFlifs ) 1998 4F 3 H (4 2 mg O FFAMfE 5)
BEESA — —
REIR o 5 AR S P S A
o)
N N oL
HN" COH HN™ ~
2 2 NH
{EEE &
Cl N T cl NAT
W/ Cl  pumsmir
H - &8 1EPICAR 78I R20mg XIF40 mg #8A | 1EETIC R 7 AF 7Y F1lmg Xid2mg
T5, lgPicAR 7 N40mg 25695, | #&HT 5D,
EIMESE CRREME, BRMES) , MEMEEAE, O | miEE ORI, B |, EMEmmE,
T FNE (D o MPELAAE) |, BUEEIE, FFUEERIE, | ODUEERE (O s ARs) , BHEEE, B
ARRATESIRAE, R MRS X A URAE, RIS | MEVRAE, A RRATERRE
FHEH R IE
Ty ABE20mg, T v 7 ALE40mg : WE, RAZIE N 7 AF TV RELT
WE, RAZIE7e®I RELTIHILIE40~80 | 1 H 2~8mg % 1~2 FIZHERE N5 5,
mg A IR BROIRST 5, Aok, i, AE | ds, FE, ERICK D EEERT 5,
%Ki@ﬁﬁ%ﬁ?éogwﬁﬁé%w%étu 2L, EifERE %wéﬁAciwiwg
2K HE %mé Ebbb, L, EEE | B5EBGL TReIC §¢5 L. E7,
WCHWBAICIE, W%, MoOBREA SO | B S EECH V5T, @, Mo
. N #6 L BRI & OFH3 5 2 &o
RERURE| 5o ) 2imr av
WE, ACIEZ eI FE LTI H 1[E 40~80
mg (AH| 1~2g) #HH UIFEHREOEET 5,
nEB, Eﬂ,rﬁ X AT D, BN
PEOLAIZIISIHICKREIHND Z EHH D,
ttb,%@mmr ICHWBSHAICIE, @, i
@Mfﬁ&ﬁﬁié s,
B (ROEFIZFERELEWNIE) B (ROEFIZFERELEWNIE)
LIEROBE [AFOBREIPFETE 22, ] 1ﬂm®$%[$%@m%#%ﬁféﬁw ]
2HFERIEO B (KA ) U AMIEIZ L2 T A0 | 22MEBRE0BE [BHEE B xE
00— AOHEEIZ L ESEN BT 282 | 2BENRH D, ]
nnHos, ] 3T OF MY UL, BU AR LN
= W | W LT BBE UK MY v AIE, K5

3ARKIEHF DT NU A, HU T ARHLMNT
LTWaAEE [EELRHALE_TRZELLH
5, ]

AANT 2T 2 FEERIC Uil
DL BRE

BEULE O BEAE R

VU AMESEOBEMERME2EIE DB
TNRH 5, ]

4.F7 Y RREH T T OELLAEY Bz
XY RS ARAKRCT I NEE
1K) 1\ B BOE D BEEEE D b B B

1.7 [RIFE R0 00—
15

L ES




= 1.7-3

REEMGE—ER (2)

—AREIB

JO+ I K

F)OBRILAFTOR

FREDEE

1. BEHRE (ROBHICIFEEICHRSTEE)
(DT L7 SED 3 5 BE (IS % 55 %
THZENDH D, ]

(2)E & 73 b A AL IE ST N BN IR EE AL IE O & 2 B3
(B 7eFIRR S DN GE, Sl Ml
B, MkEFEE - L, mMEERELFERT
rEENRH D, ]

QEEREEEDH HBE [HEMEIEIZ LV fh
REN BRI 5, ]

DIFFERE - T REREE O B 5 B T EEL
BTHZLENH B, ]

GARANSUTHE, R IFR, BEREOH 5 BE
DmEREEEZRL ZTBENNS D, FERRF &
kT 238FZ01H 5, ]

(6) T, Et0&H 5 BHE [ERERREEZ TR
EFnnbdH b, ]

DFTaIOBE [DAET I iokd 5 MmERED
IR TSR35,V R7 T
LOREER 28T 22 0835, BAHAE
A1 OESE]

8) X & U RAI, WHEIELERLVE A,
ACTH XUt 7'V F ) F o fHlofk S %% <
WA EE [ BMEER] oESE]

(9) BHEREROBRE KT MY U AMAEZEZ
TEENLRSH D, ]

(10)skng [ I5.mmE ~okh ] omESH]

(MRS [ T7/NREA~OE S OS]

(H~ADXEIF T4.RIEH] oD [(2)ZFOMOE!

YEf) DIESHR

1. BEERE (ROBHFICITEEICHRET S
&)

(DHETT U= FREZSE O & 2 B [ &
FBRTLZENDD, ]

(2)E & 7 e AL IE XX AN ENAREE (L E D & 5
BE [RMRFIRN™D b EHE, Al
7R g R, MIREME AR L, MieZEk
EEBRITIBENLESH D, ]
QEEREEED S 5 HE [BELTIZE
LEEL2BENRH B, ]

(DI R - FFRSRERRE SO & 5 BHE [FFHEEE
FICHEN I T BENANH D, ]
GOARNOTH B, WEIRmE, FERBEOH 5
BE [RREBOAE, mnfEEZRL, J\E,
MAEHE O BB OB EN N H D, ]
(6) THI, gD & 5 BF [ERERHEEZ
TEENLRSH D, ]

(DEANV D ASE, B FRIRERE TOERE O
HHEE (MEINVY T LE ERESEEE
EFnnb b, ]

@)X U 2K, PEERIEEEARLVECHIX
1% ACTH O 52217 TWAHHBEE [ [HA
EM) omEBH]
OEHEFRER O BE (KT MY U AMFEZED
BRERKREE . TBEZNRH 5, ]
(10)@EimE [ IEmE~okh] OESHE]
DA [ VRS~ OS]
(12) 22 iR BN bRt 0 B [ARHI O K EAFEH
DR EIND, ]
GC)~UDEIZTEIER Q) Do gIER F#H
) oS

2. EELRERNEE
WAFIOFRHBIZ2WICH EbNDZ LR H
LT, BRERHA, BAKCHSEEL, L&
PHEEERBLT, hrllHETHZ L,
QEHT %A, BRERARbbNLD Z &N
HDDOTEMINTRELZITH 2 &,
OIEEEHICE S D FE W, S 2&R”bobi
L2 ENRHLOT, EEE, HEHEOERS
fEl 2 £ O B 2 BET ABRICITIER SE 5 2
E,
OHEMOIREN & ATHFRBFITIE, K OHE
JREWET D728, BREICEGTDZENEEL
W,

2. EELRERNIE

(WAFI ORI R R ITEHCHOEDRD Z L
NdDHOT, EFERHE, WKCHSER
L, PENPOELGEZHA LT, kel
THI L,

QuEHT 256, EERRRL DN Z
ENBHDHOTEHNREEITH Z &,
GYR M OIRE DR B 7 B IE, RO
PEIR &3 D7, FRiHICEET 2L
NEE LUV,
@FEEEAICESICD T, Sbo5208b b
bhaZ tnbsroT, EFE¥E, BEH
DIEHRE R & 18 5 B A BE T D BRITIE
EEIEDLZ L,

1.7 [RIFE[RIhih — Bk
16




= 1.7-3 RERMM—EXK (3)
—HEE B JOots KR FUZOLAFFTOR
3. HHEEHA 3. #HEEHA
PEAEEE DFHICERTDZ L) PEAEEE DFHICERTDZ L)

WAL | BRI - R | BT - AR T WAL | BRAEIR - HEETE (W - fERRIK T
HIETY HIE7 O 29885 | 0F I X 0 || |~ vk V-vig | Bk i SirE S| 2 5 o A
MNZIM THBENNH DD BED MR || | Tk M JE &2 8504 5 2| 13l 5 Pk 9k 1k
VTR V)Y T, FNRIOREZIME| TT D720 L& || |7TATvifh | ERH B, HExHET L0

M 2561203, AF| 26T\ 5b, R <, VN RF
D — R ARSI D WL 7 va— SR A O B JEAE
FITHZ L, LiRAE L ey g)
VR )7) B OY| BRIEAE ] 2 R 2 | FR AN K B il HEEBEZBR
ZOFEPER | Z BB BHDOT, Fili|1HN I MEDK T 5,
wWE MOBFICHERTL|ICLY, Znbo|| | FEY FIETVOVER 23| 0F H I & v i
IR 7)) A | AL, ARKIO—KE | AN ORRE « ke | | | /07 vy, |98 3 B B N B | BE D LU
IR KRN | IR 3RS D MLIE 24T 5 | Wi /E I S sl & || [ 78 Vv HDT, FHiOE|DET LA
L) zi, nsetEZHN FIZHEH T 256 B R& LD
T3, 1Z1E, AFNO—KHK| 5O AR v
MOKEAl  |[BIEER 2R 5| 1FEREF O &7 WEAITHZ L, | A7V Dk
BEWIH % | BENRHDLOT, B DBETEA L O Of 238 2 5
FEAI O SRS S| IS & v BREE Z A, Bk
EETDHZ L, FANEER S D, BoHE SN
ACE [RER] | A 5912 ACE B | A A # 5 5 13 ifn T2,
A - T ZFE | ERUTA - TZRE| SV =GRS B [ VR 7700 K | BEEEH &2 85h 3| FIR A & 5
FEpiFl HEHAZ D TEE|LTEBY, 2hb|| | OF0EE 52 83550 T, |G MED
b IIMELEZE|0RA 2 &5 9| |[1TEAME FRaTO BB ICHE|IKTICLY, 2
o, BEOMEMF| 22 izl ovy|| 98 25 vk | T2 maciE, Al b o EA O
R0, BREE G| - T AT R E || (B8 Fl D — WK KA o | Wik - BT 1
REDEALE R 232 |7 1) 3 D5 R, WE#EITH L, |HBRHERI N
EWRHD, ZHHOIR| AW A EAK T hEEZLN
HaENbTELGTH| 2RITES X T3,
LAESCHBETIHA|BND, DA | e 18 FH 2 8 58 3 | V8 RS e 28 3
- 1%, AAFO—BFAREK ACE [HE(D2BZNNH D 0|75 KIEH &
ERLEDEE U< s 2 % )8 #, BIEWT| T, BEKIOMER|OMHICLY,
T5HZ L, # iR T 5 2| B EER
T avh Sk | 5 8 MAbiREE (BT | 7307 Javh kbt L, mEhbED
e ) #5282 | EME 0N H 5+ WD 5,
T RRAVURRER | s B D HEMINRE| | |V PAFD | BERGER v 3A TV SRR
t#H BEF L, #&amll v a2y, | o0 mic x4 2 1E| &l & 2 fiEh
TNV RRAYE WA M| |V By [HEEEL, V| IrMEDK I
DEN % 5| & i AREEEZTREE| LY, ZEOY
Z L, K7 b s, FTHYAD L
BENK Z 5854 HHE 71 miFh) 7 | Na™-K" ATP ase
HH D, filf, V¥ p)Adn A (I2REE L, DY
Y7 5Fy BER PE = AR 35 |va7” 5 DN E 4+ ESICERT D 2| e R
BENRD D, A A0 N R E L IR Z 5,
DR U, By || R R R | BEAEEIR < ) phif | 212 h ) o A gkt
IR B | | Al EXRBT 28T | EREAT D,
D % 5| = JL|| |ACTH nndH s,
Z L, K 7e i
BEANE Z 2 %6 || | BERB A |5 R A Al o F B |35 13\ T
b D, SU A, (VA% L IFT D [ 1TV, F77°
T ayh R | B EME AT S B MRS o] |y BENRD D, M RFR AN
HAEwE FNRH b5, M) oL UYL 0D B X D h)yaeE R
VA2 EE2 e, sy I L FENg o
Fiste B ORI B AEE DA/ Ay

73y AR
A VALY S VE A
HAEWE

770 M)A

m¥ sz iz k
0, RPN LAY
A LB EER
T 5,

P ER D/ IV
LEEZLR
TWo,

1.7 [RIFE[RIhih — Bk

17




= 1.7-3 RERMM—EX 4)
—HEE B 703K FY)OALAFTOR
(i) (i)
WAL (BRI - B B - RN WAL | BRI - HEE A | BT - fEBRIA T
VX AA VX HIAO MR Sk | FIRFNC L B miF || | VFTs BRI - VFyhhE | F7v " b R AR
R T HAER & # R [ h)UMEOAR TS X || | RER)FIA (FRHk, THALEREKER | A 1 2 A7 R
VAT Ryy LBENRHDHD|Y, %i@“/ﬁ“ﬁ% ) BERI NS, |[ETHIAOHE
T, MIENIMEL Y 230 Na - K 75 - Mg Fos | W I & B9
My % 7Y AJE B L2 | ATPase [ZHS & L, WEOHEZITH 72| D0, EHikE
HETDHZ &, DA 1R & AR EFHEETHZ L, T T AT IR F
FARMHLZ D, B CRIEICT
PEET R R B S o ) 0 B L | ) v Ak R A Mgh, VFIAD T
WVE/H X0, R IAILIED | 2 AT B, WU e L,
ANEET S AV FHHT HBENN JF 9L R
ACTH H5, BB AT 5,
VARNAANAZ 5l WAFFY | FIPRBEFEAE A AT | 2V AT 73y D W &
WA T ha, EMIZ LY,
vC SR A O W I 23
HE A A HESND,
B R Ip A BRI A O VB RIS O OAEE | [ [FEAT A b [ FURBEEVER 2385 | FEAT A b R TH
AVE=IYVTH] HHELSMITT DRV BWO| R H R BE SN ENDHD, | REIwBI D7 v
ARy BENDRD D, i), R TR | IR AT I AR
VRS DR T2 || [AV T phvy P 3% BH 2 1 H
bHieHd, % L BN 0
) A VFy LT & R T ) FTAD B TOFR MGV s D
SRER) A LBENNH DO EREL, JF7h WHs, Ik - T
C, M FOARREESE | o i R E S A LADIKNETHE %
WCHEET 5, ERAN gl L,
FIFMERREAR [ FVER T IR F I | B O PRI IZ 3 JRAN D EH &
FIFMEET N TL | BEBET D BZ | W THAIOBEAE D 7 %,
TAE v N b, L0, HIVER
ERO P BN
) F Ve EE AN E 2
- %,
ERLOEE FEATuA b PEVE | AR A OFIRAER % | FEATnA b PEVE I 81

2 BE A4 BT DB TN | FFAINETHDT 1x
AN My H5, B9y AR & L
=L, Kk, HEO
EHNITHE 25 & i
Z LHRAIOEH
LT %,
DR T Pk i 2 2 | PR 12 BRI S 750 0 | PR 198 P WUV 0D [ 2
Al SRERBENEAE 2 8| I KIC L v, JR
LI 2N 555 B B | PRI ER O 1F
%, HArflsh b,
IR Y JEMEPEART M Y AIIAE | + b 7 AHEMEVE 23
NRET D RBZEN|mEN, KA
Nd 5, MJEN Z 5,
E Ol o 5RO O FE PR EISMIHE S | ARANC L0 EARE
ball DOARENROFEL % | KNS = X
Wavkvwy | BhEs®28En |, JFHICEY R
VARTA N5, AR FEHLS 5 7]
REMER D D,
Ve )y ¥F5 BV B A 2 | 7ot T ko TH
ZTBENWDRD D, |FRIINDER
P fLAE & Vmak’ )y
12 & 2 PRI Yt
XY, BIE
ADET 5,
V- 52 BARFE BT | IR VE R 23858 3 | FISRVE A & HE58 &

#i
BN B ER
H

LRENNDH S, M
I, W%k, RE,
LIRERANIIN - J1 3
FEEICF =7 L,
Jii A E R D R BLIZ
HETHI L,

5,

1.7 [RIFE[RIhih — Bk

18




& 1.7-3 RERMA—ER (5)

— R B JAatEI KR FUSZOLAFTFOR
4. REl¥ER 4. BEl¥ERA
AENZ, M HAGERES ORIVEHSBUEE SR | FREmES SR 1T 2 LM mx 445 347 {5
LR DB A FEhE LT, L, BHWERIZ 24 611 (6.9%) IZFE® BTz,
(MEXZEIER (MEXZEIER
DyavyZ, 7T 74 7F%v—kER > a vy, | BERREAM (0.1%KH)  BEREEE
THF747F v —KIERZEZ TR HL0 | M23dH %rbzhé 9:73%345@'( BEE+5
T, BIBE 21T, BENRRD SNHAI | 1Ty, B ROONT-HAEIZIFR G EH
BT IR L, Y7 ALE é”ﬁﬁ: kF5z J:o
DFARBMEEIm, L EREAE, ﬁ%iﬁﬁiﬁﬁ, Q)EXRGEMER (FEX)
IRIFERES - AR BRI, LR E, M8 | MRS, MAKE  EEbamoe v s
RIERSE, f%fﬁﬁ%i% % PNDZERHLDT, | muF 7Y RT, BEMMNZ, MAKERSLS
HENPRBOONTHAICIIERGEZRIETIRE | bRaZeRngEsSnA TN
HO R AAT 5 = & (3)Z DA D EIHER
3K MR IEIE - 7k4§ PEERIEIE N b H o D 5900 T | 0.1~5% )
ZERHHDT, ZOL D REERD G bt | [EEBUE ﬁ%ﬁg g | 01V
AWIEEG RIS 57 CilU R B AT O | [EmoEt (s s, mim
L, WAL, Ot AR
DS HE A X292 kﬁ%é@f,_mii W EUE
IERDRH N HEIZIT TG Z R IET 57 | | k™! B Bk
EEY) I AE AT O 2 A, /N
5) W PR R R HE E Rl ﬁif— J£ ( Toxic Epidermal Wi, KB
Necrolysis:TNE) , FZJ@HEEIREMERE (Stevens - | [IRHHRE |8 it & K3
Johnson SEMERE) , ZTEALEE. - R B3R BC 30 R (fEF 1Y 9 af.
fEAE, FZRRERIRIRIEERE, SIALBEN H 5 b JiE, AEH) YA
%z &ﬁ%é@f,_wiﬁﬁfﬁﬁ%gbh IE, AR ot
PGB G 2 kT B 7 P ) A AL 24T TIhR=vA, i
5z &O Fhvyyho E
6)LyEIEAREER (Torsades de pointes) (K4 U o7 ) %?%
ERALEDEE Amﬁéwbbiﬁrﬁ%ﬁ&gbmé L AREURINTS,
e DR B 1 g

HDHOT, BRENRBOONHE TG ET
m#%&k@ﬂ&@%%ﬁo_
7R - WT& %h&%bhé LR
DT, BENRDOSNZHEIITERSE P
#é&k@@&@%%ﬁi:
Q)FnHtnEIER

AT
M) | 400, kD, MR, ARRERH
M, FEipER L

£ R | RPN MIUE, D) oAE, v yhigE, £
HHED BHET V-V, EPRERMAE, EIEHE, &N
JUVE) N MAE, RavATe-vIiliE

FEED | FEB, EIRE, JEOR, JCHUBRUE, £ 5B,
AKHEVER &SR, SRBE

THbEs ﬁﬁk/M)E Tf“ Bl - g, A8, BT
) (iE7 -t il )

S D | PE, PRRRESRE, AHY S oW

BEEY | BUN LS., Wiy L5

B b | DEV, TR, MTERE, EmE

Zofl | B, 1%@!@2, RESTYEAR T, fRREEE, Uk

" /\I;TIJ }< %

Dok 9&{“47&73:3@6:}9&7‘ A Ee Rl |
T5HZ L,
/}:2) L TR BTG AT - - IRHRSE EDH )72 L
BA1T5 2 &,
H3) BERBHHDOID EOWMENRHLHOT, MIFT I 7
—VPEO ERICEETSH L,
H4) FHEFIET DR EHEURNELITH Z &,

2 b

2

ATk JiT%¢
Hib#s BAR, | R, PR,
Ly - M| R, MER
o, A, MR
JEER AR
&, ER
Rt fLak, BH | ASESRE
AR B
(FH
%), B
JiE
Z Al & R, 2F
R PEALBEPEAR
EDELL,
5 A
1 }J"Iji I'T'J) BRRO NG EITITE G2 F
1452 k
3 2: |'T'J7j)nu&)r9h7b:7/?{:l\ 1%, HEXZ‘I%%%
@@@Jiﬁﬁ?&?é’ 2Z&,

1.7 [RIFE[RIhih — Bk
19




& 1.7-3 REEA—RR (6)

—HREIB

JO+ I K

F)OBRILAFTOR

FREDIEE

5 EEEOANKRE

EREICIE, ROSICEREL, 2ENLEEEH
T2 EBEOREEZBIE LN LEEICES
TAHZE,

(1) FEE CTILARARFRIZ O & X 72
L, Wik, IKIMEFICLAIHL HH, HFE,
KMErER T E08b D,

Q) B ODRBECREDO D D millnd TIXAMAR
Fi SR 13 A 2 i S o0 b & iR AR A X T
L, IMFZESE o MIeZERIEEZFRT HBZNMN
b5,

3) FEFE TIE—MRICEHEDOREEIFFE LL v
LEINTWD, [MEEENEZLIBZENLLD
%, ]

@) B\#E IR R v A, &8V v A
SEMN B 5 OIRT U,

5 EEEOAKRE

T, ROBICIERL, YEMGERE
ZRMGT R PBEOREEZBE LN LIE
FEICEETHZ &,

(1) = 2 CUX RIS R R R 13 85 12 o0 i %
EL, Bk, KR EZFECLDIEL bA,
HEV, KMELEITIEND D,
QFFICRBED & 5 EilmE TIL, 2872F
RSB DN GE, S,
Mgz R L, IREREZHETIE
ENNH D,

QG)EEE TIE— I E OREE T4 £ LL
TN INTWD, [MEEENEZ 58
EFnnbdH b, ]
@FElEIE, & Y v AmE, &Y Y
LIFEA B B HIed 0,

6. iEiF EiE RILEEFE~OERE

(DRI A SUTIEIR L TV B A REMED B B 15 A
WIXIEWE EOB SN ERIEE EE 5 &k &
NG oORFETE L, UEEMHOR
SAZE B MEEMEST LTV Ry, ]
OAFIE G- xR sEs2 L, (B3
WZBATT %, ]

6. iR, ER RIRE~OEE
(NSRBI ITIER B OB SN fEktt %
LEZ Y IN G EICORRET ST
L, [F7 Y RREHRTIE, HERTIA
BICE e U Ve v g, fu/MRis S % i
CTIERDD, F, FIRPHRICESL
MmFEERD, MR, 2 - Bk
BonbobndZ Endhs, ]

QAF B IR S EA 8, [HE
WOHALPTICBITT 2 Z EnMiEsh Ty
%, ]

7. INRE~ADEE

(DHEHAAER

A 1% B5E R LAY 0 R 5358 0 O AKX H A (R E IR T
I, BIREBHAED U A 7 3N 2 /REMEDN B 5,
B B AT K OVl T OO 72 O R 2 A U 7 B
DOIRHARERICKS L- & Z ABHIKILEN D
LN DWMENRHLHOTHEIZKRGT S
&

QAR
FLRTIHERENT AR THOT Vo, |
EICEE5T5HZ &,

7. NREADEZE
HLIBFEMEDONT AR T AT WV
O, BEEICESTDH L,

8. BERE

e, REAK : EARE K OMRTRIERIZ L 0 KT,
DEXKRE, mBE, AMEBRE, ERIRE
TR D B,

WLEE - B, TEPESR I X0 ARKI ORIV A I RR 9
%, BEOREZBIER L2 KD K OEMRE
DWFZAT 5. AENTIMFEITIC L » THRET
xR\,

8. MRREHKBRICRITIHE
FORIREZE D 2V EBE O IME PBI X T S+
HIENHLLHOTEETHI L,

9. BRLDIE

FERIZZAFE : PTP @WEED AL PTP & — b2 HHL
DVILTIRAT AL OBESTHZ L (PTP v —
N OFREKIZ LY, BEOELA T ARIE R~ A
L, FITIIZRILE2R 2 L CHEFRIRA S DEER
AOHEABRT L Z ERMEESRLTWS) |

9. BALDZIE

HRFNASfTH : PTP @2E D 3RA L PTP > — 2>
SDERVHELCIRATS L 5RESHZ L,
(PTP o — FOREMKIC LV, FHWGLAELHN
AIERFEA~HIA L, FICIZEALEE LT
MEPRIRAR S O EERAIHEZ IR T 52 &
DHRESNTND, )

1.7 [RIFE[RIhih — Bk
20




& 1.7-3 REEMGE—ER (7)

— R B Jatz k FUYBILAFTOR
10. ZDHDEE
3— FEFANC X D2ERAIBIEDORKIEY A7 D&
FRLOFE| WEF AR ERE Uiz, EA% 5B EiR —
DIIT o TR, ERAIR 5% OB REEAL
DENEGINFE DT & DREND D,
" & RATSCE 2010 4F 6 H kG T WRATSCE 2009 4F 1 H &G T

1.7 [RIFE[RIhih — Bk
21




goooobd

201049 A 1Rk

V-ZHRAETA

[ HAEEES A ERS |
87 2139

BIZE. RAHAEER

FE-EMEFOLFHAICLVERTSE

Y LAN §E15MS

FILINT & 8%

AKFEES | 00000XXX00000
SE AL

HRoe it

IR A 200945 H

Samsca® tablets 15mg

B E EiRRE
EFAEARE © BEH3E GMHEICEKR)

XX00X0X00

(= %)

AR GHIE, RBRIET N ABED EFITE D K
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kiR At 5 b B BENAB S EMs, AbF TG
EMIUIEMET 52 &, F7o, HICESI H A H
IZI3E T b U U AREESEENICHET S 2 & (2. BEER
AR W) OHBH

(B 2 (ROBEICREELENIE)

L AR O 3L &Y (BEFNT & CHRRIESE) 1T
U MHUE DB D & 2 BE

2 EIRDOBE [FAOHRBBRETERN, ]

3. B2 U W3R ERA RS2 EE [ERMEED
BWDICEOBKDBENDND S, ]
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Q) BEAE (FRRIrERENRFICO> ho—)lahTns e E
DRE) TR EHEIR. BRE®EG 2L & [HN
HRIRFUBRIT B W\ T2l M 20 A 2 [l REBRIE TR, ]
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DLAREO ERICED. BHROMERIEEERTBENND
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(2) BEEEEBIREESUIMME R ED D 5 EE KV EmE [
WIRFIRN S 5O =a, SUR/ER MR, mikiE
MazRkl., MRERIEZFFETDBETNNHS, ] (T4, Bl
ER(DEKXAEMER 2) MEERE OHKLD (5. S
ENDR”E| DEHBH)

@) @AV T AMEDREE [(AFOKFRIERMCIDEIY T L
MENEET ZBZTNNH S, | (2. EBELELANIE
(6)1 DIEZHR)
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ZEMER D BAEl 0HEBR)
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. Jgs —=— 90mg
5:: [ —o— 120mg
400 %
D -l
=
= 200
&
0 %:'"'72' — —T ¥ T >
0 36 48 60 72 84 96
PG (h)
H1 RERACST S M LAT S L IREEO NS RER

% (FiaiE)
651, 30mgTED A 126



K1 MUNT & ERIRSEOEMERE/INS A —4
= thax Crax AUC: ti2
B58 h) (ne/n) | (ne-h/ml) | ()
15mg 2.0 (1.0~4.0) | 135+53 645+367 3.3%+1.2
30mg 2.0 (1.5~6.0) | 21376 | 1,302+553 |3.9+1.7
45mg 2.5 (1.0~3.0) |363+£318(2,098=+1,950(2.9+0.8
60mg 3.0 (1.5~4.0) [315105] 2,321+£634 [4.6=%0.8
90mg 2.0 (1.0~3.0) 1429146 3,600+922 |5.8+1.4
120mg 2.0 (2.0~3.0) |661£276]5, 9082, 091]9.3+3.2

CEHME AR, L DA (BF) . 661, 30mgHEED 4 1241)
1) AFIORBSNHEZIH LA TH %,

Q) REERS
e AT AR HI30~ 120mg 2 ZE fERE 1 H 1E7 0 R A% D% 5
L7zlED MVNTH > o EIc BRI A S5 Naho iz
5, 6)
ORI R 1A 15me 2 1 H 1| T H B R 4% 5 L 7= B
D RIVNTH > DIYBEE)N T A —F 2 LKUTRT,

xR2 LHEREEEICNINT S 15meETABIREREHD
BEYFNEENS A —F
trax Crax AUC24n tie
(h) (ng/mL) | (ng-h/mL) (h)
BE5IHE [ 4.0 (1.8~5.9) | 258+95 | 2,057+795 |6.6+2.1
BETHE 3.9 (2.0~6.0) |256+102(2, 173+1, 188]6.8+2.2

CEIEE £ R, G DA IE G, 1061
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fREERR I AK 5ng 2 BEIRE O 4% 5 U 7, 22l 5
NE#HEE T X VAU ZN TN 3E AL IfETH >
=Y,
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2. EREEE
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3. KBiEER

AFNE., E MFI 70V —AF F 7 O0—ALPAS0D 3 FFRED S
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4. #EtE AEAICK DR

fREER AT, MC- FILINTH > 60mg % 22 fE T B EIFE 035 L
2R, ERRORFICZENZENERES L2 RGEEDLS. 15Kk
40. 2% 3Bk S e REMCARDOEH R VR P OREINKIE, £
NFNHREBDI8. TR OISR TH o721,
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AREERRAICBNT, CYPSMOFBEERZET LU 77y 2 EY
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CAREERAICBNT, CYPSMOEETHZONAYTF > 80ngk
AFKIOOMgDHEHIZE D, ONAY F > D0 K TAUCKE L. 35
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D AFIDCpox EAUCIT N T NS 1. 251725 7217,

s REIREBFICBNWT, (YPIMOEETH S 7 I 441 2200mg
EARFIIOMgDBEMIC K BT I 44 0 > DIEYBHE DZ(LIT5Y%
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R AICBWNT, CYP2IDEETH B UL T 7 U > 25mg&
AFI6OmgDPEHICE D, R-TINVT 7 U > ES-TILT 7D
EYBRRIIEEEZZ T Rn o 729,

CEFERACBWT, PdF 3 20. 25mg & AFKI60mg D HEFHIC &
D, POdF T 2 DCun X TCAUCIE. FNFNL. 35K L. 26512
725770 AFIDC EAUCIE. WIN DL 1fZIT72-> 7220,

cfEFEERAICBWT, AKI30ngE 7Ot 2 R80mg& DAFAICEK
0. AFNDCr L CAICITN TN 1. 2EIT/8 o7z, B ROr O
OF7 2 R100mg & DHFHIC L O AEID Cous e FAUCIIZ{L L
Binoiz. AFE 7O RECE ROrZoOoF7 P RO#E
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SHE (65AFLLLE). MR 1 RILNTH O OB REI VLA
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(S PR AR )
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R EED 55 D o ML ARERE 20 RIT, AF5ng XL~
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HT» 2 EK&HEG_ROARELIEIE. AF5mgk—1.54+1. 61kg
(R—=Z T4 > :59.42412. 30kg, 536) CEHfE - EHERE, DL
THREE). FIERE—0.45+0.93ke (R—Z T A > & 55. 68+

12. 60kg, 57%1) THO. AFREWHTIE. 7T wARBFITIBEL
THEBRREPEDRD SN (0<0.0001, thE) . FRERD
BRGEVHIDAONKRGHMEZEC TREL 2 (M2). £k,
AR GRHT BT 2 PRSI D BT L CHEBIRRSR, K.
TR AEL R (R3) .
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SR E = ITE [
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(

MWST 215 melE (53) )
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7 57) ( 53

(56) (55) 53) (53) (52)

—O— MUATE IS mehE —O— 7T AR

H2 BEDOR—RSAUDHLDELE (F7EREDETHR
EEEEER)

K3 LHFELCHSHROZEL (FSEREOZETRLERSR
ER)
DPETRIE I S AL FIVNT S 1omghE | T I REE
B IRERZA LR (em) -2.03£2.81 -0.51%1.18
(1% [27] [19]
HERZE L& (cm) -1.070.89 -0.35%1.00
(1% [18] [17]
TR ELER () 63.9 42.1
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TRNDOWEEG ZREKRGTFNICHEL 7z, £/2. E ANV T L
3OS RARFBHINIC BN T, FNEH S T AMP D RE £ 14
MZERIT, NI T ICKDANPOEEZMB L2 &
M5, N T2 V-2 B RETHER 2B L TWa Z EAUR
TNz E NNV T LT V- ZRIRICH T B HEE KT,
0.43+0. 06 nmol/LTH > 7=,

Q) FIRIER®
NUVNTH F, BHET Yy NROA XIZBWT, HEKREN
WCREZENMEE, REBEZKTI R, 20&LE, —
THRREEWI R, HRHKZV 7Y SO ANEDOHEERD,
HHE/K OB 2 BEnS 872 ORFIRERM).
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RMIVNTH A3, T FREEFIVICBWT, 5=
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AU, BB 28 S B,
2. et
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RzfHETD I LITED, BIRMITKZHM L, BREIRED
BNz WRIRER OKFIRER) 2757,

(BB ICET 5E{EFHR)

—#%4 1 NVNT & > [Tolvaptan (JAN)]

b4« N-{4-[(5RS) -T-Chloro-5-hydroxy-2, 3, 4, 5-tetrahydro-
1H-benzo [p]lazepine-1-carbonyl]-3-methylphenyl} -2-
methylbenzamide

MG CH; O

(o}

Ay

3

SO EG LA

5 F 2 ¢ CyglysCIN,03

SHFE D 448. 94

PR ARORFESUIEEEOB AR TH D, A /=)L XFT
& 7 =) (99.5) IZROHFEITITLK L, KiZFEAERT
BN, RFEDALY 7 —)ViEHR (1-50) 13EtzrRa
AN

B R 224~228C

@ )
HARAGE5mg © 10052 (PTP). 10088 (FFAF v 7R MILA)

(EEXE KBV REER LK)

FEEK

DE®X B HNER (Y9 FITBTHIE - BIEFEICET S
BT , 1999

2) B % fRNER EIRYYFICBI S NFaFxT 07
A EADBIT) L 2005

HI-H BALE - fENER (5 v MBI B IEEEE M & LT
A1) , 2005

D fli—: NER (BEEFRR OB SHB) , 2002

5 #i— : thNER (REROFGHED , 2003

6) 3 fli— : sENER (EROFRGEB2) , 2006

D EE - thNER R 2009

) Hli— : ttNER (BFEOHEOMED , 2008

PHunt, T. L. : #HANER FEHINTF T XA ITEY T 18
B, 2006

10) T HER - #NER (b Mgz B 2EB#EE) . 1995

1D TR X tNERE PA50RTIRICE Din vitrofREiR) |
1997

12)Laurent, A. L. @ stN&ER (I 0. AL PRatE) |
2001

13)Leese, P. T. : thkNEER (X baF =V EOMEEM) ,
2000

149 Goldwater, D. R :f:N&ER (FL—FI7)N—YTP1—-R&D
HHEAER) , 2005

15)Morrison, R. A :ftN&ER (U772 ET > EOMEER) |
2006

16)Galitz, L. A.
2002

I Leese, P. T. : #ENER (ONAFYF > EDHAMERL) |,
2003

18)Shoaf, S. E. et al. :J Cardiovasc Pharmacol Ther., 10
(3), 165-171, 2005

19)Leese, P. T. : #tNER (TIL 77U > EDOMEIER) , 2003

20)Shoaf, S. E. et al. :J Clin Pharmacol., Aug 2, 2010 (48
T E)

21)Shoaf, S. E. et al. :J Cardiovasc Pharmacol., 50(2),
213-222, 2007

22) 4 BEZL RRNER (FMRIEEE 20 R & U e RHEMSEY E)
HEEAT) , 2009

23)Carlson, J. D. : #hNER (Efn. HEHICEK 522, 2001

2) 26 M HENER (TSR ExRE L EER G
B, 2008.

HENER (NS T EOMAERERD

25)Yamamura, Y. et al. :J Pharmacol Exp Ther., 287(3), 860-
867, 1998

26)Miyazaki, T. et al. : Cardiovasc Drug Rev., 25(1), 1-13,
2007

20 Hirano, T. et al. :J Pharmacol Exp Ther., 292(1), 288-
294, 2000

28) IR 2 fENER GRIEETIVICBTZEMD , 2009

29) EWE (2K AENER GRIEETIVICBITB1E/M2) , 2008

30) ILAT HZE - HNER (OARETIVITBTAER) , 2002

XHRFHER ST
FEFRICEHDOENERIZDOZEE L TH FRRICTHEHRFE 0,
KBk 21t
R RREANS EEEHE >y —
T108-8242 FRAUERAEIX T 2-16-4
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Eah  0120-189-840
FAX  03-6717-1414
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H L X BDEE 15 mg
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F18 (BFEFTRIEBRRVOMIXEICEAT H1EHR)

1.8 g - xR, TRE-BElI XU
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1.8 [I3ee-R1 TRE-RE] RO MERLEDFE] RERM ... 3

1.8.1 FHEE - B RERTEARML oo 3
1.8.1.1 T BE = R e 3
1.8.1.2 3 a3 LR 3

1.8.2 Rk - FIEERTEARML .o 8
1.8.2.1 2 = -~ SRS 8
1.8.2.2 & - BB DERTEIRHL ..o 8
1.8.2.3 B - A=EICEET AFERALEDEEIZT DT e 10

1.8.3 MERLEDZEE] BRUBRERIL. ..o 1
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1.8 T - 2R1, THE-RE] AU TERLOEE] RERMNL
1.8.1  ZhAEE - BHIRFRERM

1.8.1.1 Mae - MR

N—TRIRIEE DO MOFIRIE T RA 53 70 AR TR D i

1.81.2 ZEIRH

DOMEZIE] &%, DREPRECERELRLIEGEZEL, 2L ARIZEVAT S, O
RABE T, MR, MR, MR& KR L, RRIFEIREICS 5, ZoRE, T
JRere e, BAEIRAS R, AFIER, Mo oin, W78, MERENHET D, OIEFREOIERDEEAR
X, KT PV LIFREY STeo 0Ky - HOaEROHIRTH S, LavL, Koy - HHohIRzE
TR L WA 2 <, FIRENEIS S5, OMREICR L TEN SN DRIREE, v
—TFIRIE, YA T A RRFRER TV RAT o 3o 3FEHTHY, WIhbFh hU Y
PR Z BN S, VT FIRIER OV A 7Y A RRFREIEIA Y v 20 b M EE 5, ~L
NTHAL, BEAEONY T Ly Vo HRICHEHIL, B KO RN A B3 2 AR R 3E
Th o, AAOFRIEL IIEMETFRRRY, ROEFEINEEL 522 2 L2 FURIEH
R, ZOHEBERNRHEA D, BHFORRIERRE T, BB TORIEM CRIRMR A+
THEETERWODMEREESE, SUIBEAFOFIRE TR0 70 DML 1503 2 BRR
PR AZHED D Z & L L, fMORRIEZFEE L T HImE 2 REITE 2R b D DI IE B 2 %f
ST, KA IE O U 2 3l % 72 80 DRk & FEhi L 7=,

ODMERIERE 255 L L-ENTO T 72 R e, e (s56-ffoon) rurs
R o —EEmtERR (156002 chz, wPhoRBRICEVCCH, BT SFIRED
W HEZBEMNLEE L, WIRHNS MAAT X & B E U CHRME & 2% 3 L
7o FEFHBEB L, EHRREEITRERE FEAICEHE L O 2FBETH 2 HEDON—Z T A
b OE bEE L, BIREIFHEE B I OMEEIEICE O TR & L, 2o ORBROMNS 2 LI T
(RT,
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R4 &R E R TR E O EE R
(156-J-001) (156-J002)
RERT A Zliex, WiEAk, —HEHR, 77 | Zhisk, BEAL, —EHER, 77 vRx
YRR, 4 BEGATRER WE, 2 BEGATRER
k- & 15mg1 H 1[HA 15mg1 H 1[HA
30mg1 H 1A 7ZEAR1H1E
45mg1 H 1 [H
7Z%4R 1818
581 7H
TN | 1L L—TFRELELTCT7rEI N4 | 1. L FOWTNOF|RIEIRHEZ 21T T
mg/H L E&MH L T\ 5 B W5 R
L —TFRFELS O OFIRIE | O7 v I R 40 mg 124 &L, EoL—7F]
OFERIZR DY) JRIE 2 H
2. VIE, FEFRURARGE, Wi ofn, B | @ —TRIRIEE A T A NRFRIE
JER IO WT N D 5 EOPFH (HEARM)
nolBE @QN—TFIRE LTV RATr  HKE
3. 20 LA L 80 mk AT OO (HERRH)
2. FHCEEIE, BEREIRSUIN S - o
W RERD LD EE
3. 20 iELL b 85 LU
FEFHE A REOR—RAT A b0 EE
BIRAEEHMIE E | REOE(LER, HEPIRERE, X, TR, Moo, TREEE S -
DOBEEN, FOMORE (FF7vRED _HEMERBROL) |, HiTEw, I
&, DEs s

7R o " EEREERBR (156-JJ002) T, BEEORIRE LB LT HIKIKITREAERD
HDd ) S MMELAREEE 2RI, "MATZ 15 mg XIZT778AR%Z 1 A 187 HEBEME
H LT, Aahike L a et Lic, REIHMAEE Th 2 Bl GEROEED X=X 74 15
DIALELE, AT Z 2 15mg BE —1.54+1.61 kg (53 ) CEHE + EHERE, DUTRE
77 /AREE —045+093kg (5761) Thotz, MARTHUREOKREL, T EREHILANEE
W2 L (p<0.0001, tIRE) , 77 BAREEE DL —1.09kg (95%EHEXH : —1.58~-0.60) T
ol (F 1.8-1) o LAEX O OHERIEICS T 5 MART X o DOAMEDRRRE S L7z,

F 72, HHIRRIEORKEGERFOR—2F 4 b OB EIE, "7 H 2 15mg BE —2.03 +
281 cm, 77 EAREE —-051+1.18em TH Y, AFEKRIZOVWTIE, £NZE4 —1.07+0.89 cm, —0.35
+1.00cm Thotz, FROZMOEMKEGRICK T A2UGERIL, AT X 15 mg B 63.9%, 7
TERE42.1%TH Y, fili 9 o MIZONTIE, EEI 50.0%, 452%, EOMOIEEIZ OV TIE
ZIZEI 50.0%, 12.5% Th > 1o, FfE 5RO/ 7 & OWHAHFIL, M AT Z 15 mg B 77.8%,
772 HREE40.0%, WEFIZHONTIE, THEN 44.4%, 30.8% Th-o7z (R 1.8-2) .

OAEFERIZ OV TR, HERT# T NYHA ODHERE DR RRT L 7z, N— AT 1 CTIZINYHA
EORERE NI B %L, WEEADE T 56.0% (61/109 1) , KT NYHAIE OHERE S 28.4%
(317109 f5) To o7z, FATZ 2 15 mg BETIE, NYHA DR Z LS8 5 2 i3k <,
[ - A RO A OS] e
4
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35.8% (19/53 #) ek L=, 7B REETIT 1 BINEAL, 23.2% (13/56 B) NckEL7- (&

1.83) .
= 1.8-1 HKEDR—2514 ohonELE (156-Jf-002)
FHE (k) At & (kg) BEMZE BEMIZEDS%IEEXME plE
5 BRI BI%K CEINE REMEREZE MR PN YRS
MU T B R—=ZAF A 53 59.42 12.30
15 mg PG 53 57.88 11.84 53 161 -1.09 -1.58 ~ -0.60  p<0.0001
77K N—2F7 A 57 55.68 12.60
BB 57 55.23 1244 57 0.93
a: N—RATA VipbDELE
pll : RE
<ERES 53.5.1-02 0 F 7.4.1.1-1>
*x 1.8-2 DHEREICESFHRIZHET 20E (156-J]-002)
. o LT H U b e L
DRI RE 5 T R, b/ I’S\Z: 7 IR 75K & Dl
HER RV BT (em) -2.03+2.81 -0.51 +1.18 p=0.0317
(151150 (27) (19) t IRIE
FFAE R 25 B (em) -1.07 £ 0.89 -0.35+1.00 p=0.0327
(f51%5) (18) (17) t RAE
TR EESGER (%) 63.9 42.1 p =10.0681
(1511450 (23/36) (16/38) Fisher DEEMEZL
Jifi 5 o> MekER (%) 50.0 45.2 p=10.6726
(511450 (22/44) (19/42) Fisher DEFEMEZL
Z DOt OFMESESR (%) 50.0 12.5 p=0.1516
(B1ER) (5/10) (1/8) Fisher DB #fERE
i Z gz (%) 77.8 40.0 p=0.2657
(B1ER) (7/9) (2/5) Fisher DB ERERYE
MEHEE (%) 44.4 30.8 p=10.6619
(511450 (4/9) (4/13) Fisher OB k1L

*SEIINE + R Y

<EBHEE 53.51-02 1 K 74.123-1, £74.124-1, #74127-1, 741281, & 7.4.1.2.8-2,

£ 11.2-12 L 0 Rk >

#= 1.8-3

NYHA i EnsEx (156-J]-002)

MV T B 15 mg

A

35.8% (19/53 f41)

23.2% (13/56 1)

<ERE S 5.3.5.1-02 1 % 9.54-1 X0 {ERE>

1.8 [%hge -

I ST
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AERERR (1564-000) Tz, TeE IR 40 myg L EEREE LT IRKITEARD i
% 9 SR ERE ERRIZ, AV RTH 15 mg, 30 mg, 45 mg XX 77®AR%E 1 H 1107
H BN E- LT, (RERBAICT 2 RS EZRET Lz, ST Z 15 mg BECIE, £
FHIE H Tdh D Rl G OREDR—2 T 1 b OEbEIT, 77 BAREE —0.53+£0.96 kg (28
) 1Txtl, —1.62+155kg (28 fil) Tho7= (& 1.84) . £7o, HHENED A& GRFON
— AT UNEDOELEX, 7T BAREE —093+£2.11 emiZxf L, 15 mghf —-1.91+2.64cm TH Y,
JFIERIZOWTIE, 77 BARE —047+095cm, 15mg#f —1.09+ 147 cm Tholo, FEIZHED
BB SR BT DT, 77 B ARRE38.9%ICKF L, 15mg#E73.7% CTh v, ilid o ifLizouv
T, 7 TR REBE38.5%ICt L, 15mg BE 68.2% T o7z, RiEHIFON T oM KEL, 75
TR 16.7%ICx L, 15 mg #£40.0%TH Y, MFEDOHERIL, 77 R 11L1%ICx L, 15 mg
B 545%CThoT (F 1.85) .

= 1.8-4 HKEDR—Z514 vhoNELE (156-Jf-001)
MV TF B
15 mg 30 mg 45 mg 7 7R
=A%)
N—=2F A DK (kg) 57.08 £ 12.11 (28) 59.62 +12.17 (33) 68.59 + 16.06 (28) 56.37 + 12.40 (28)
BB G R B D 2162 £1.55  (28) -1.35 £1.54 (33) -1.85 +£1.10 (27) -0.53 £0.96 (28)
NR—2FAUIPHOEALE (kg)  p=0.0074 p=0.0459 p=0.0010

SEAE + FEHER 7S (B14K), * : LOCFIZ X 5, pfE : Dumnett®® 5{5E%& T 7 2 REE & LRk,
<BREKE 5.3.5.1-01 : % 7.4-1 L0 B>

* 1.85 DB SRS 298 (156-Jf-001)
MRV AR S P AL KA RTF &
15 mg 30 mg 45 mg 77 R

HEIRAIEZ L B (om) -1.91 +2.64 -1.24 +1.85 -1.70 + 1.80 0.93+2.11

(B1%0) (22) (25) (22) (21)
FFIEA 2V & (cm) -1.09 + 1.47 -0.67 £0.75 -0.97 £1.05 -0.47 £0.95

(f51%5%) (10) (15) (17) (15)
TR ER (%) 73.7 75.0 62.5 38.9

(%) (14/19) (18/24) (10/16) (7/18)
Jifi 5 - Mg R (%) 68.2 52.9 62.5 38.5

(1450 (15/22) (9/17) (10/16) (5/13)
W Z E kR (%) 40.0 57.1 66.7 16.7

(B1%0 (2/5) (4/7) (6/9) (1/6)
MEHEE (%) 54.5 46.2 44.4 11.1

(%) (6/11) (6/13) (4/9) (1/9)
S + R 22

< ERES 5.3.5.1-01 : BIESTEREE 1, 3, 4 L0 1ER>

I—TRIRIEFEDORMOFRIEZ L L TOTHREITHIREBICH 5 DA EBE 2R E L,
o7 TR O EERIEGBRICI N T, FEFMIEE TH S IRERED 3RO b, (O
FREIZE D TR OUEN RSN Z & LY, MW T X U OOERIEIC kT 5 B0 R S

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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7= &I L7,
PLEDZ L 38 MU TE L DORhGE « % [L— 7 FI R O fh O F R 3K TR A5 720
REBZBT DRI | ERE LT,
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1.8.2 Ri% - RERERN

1821 H&-HE

W, RANTIE AT EZ L LT 15mg % 1 B 1 EEO®RET 5,

1822 Fix - AEOHZTRNL
(1) #ERABIZOT

mEFEHR (156001 TiL, TuE IR 40 myg P LA S LT HREITREARD b
%9 oMM AREREERIRIZ, FAARTZ 2 15mg, 30mg, 45mg XiZ77®vAR%& 1 H 1[H7
AL LC, RERAICRT 2 HEKSEEZBRG Lz, FEFHMIEA Th 5 k& 5 Ro
BEORX—RAT A nbOEbEIE, 77 2R —0.53+0.96kg (28 fi) 2% L, 15 mg # —1.62
+155kg (2841) , 30 mg#E —1.35+1.54kg (3361) , 45mghf -1.85+1.10kg 27 #l) TH-
oo TRTDOMATZ BN TT 7 EAREME OFEENRO LT (p < 0.05, Dunnett
) 0, (REBDBEICITHESOSIEIEGED Dot (F 1.84) , F7-, HEIRERE DR
BRFDOR—AF A4 b D LR, 77 BAREE —0.93£2.11 ecm (2% L, 15mg £ —1.91 +2.64 cm,
30mg B —1.24+1.85cm, 45mg #f —1.70+1.80 cm Th v, JFIEKIZOWTIE, 77 AR —0.47
+0.95cm{Zxt L, 15mghE —1.09 +1.47 cm, 30 mg #f —0.67 £0.75 cm, 45 mg #f —0.97 + 1.05 cm
Thole, THEREOFEEGRICEBIT 2U8ERIT, 77 8RR 38.9%ICx L, 15 mg #E 73.7%,
30 mg B¥ 75.0%, 45 mg BE62.5%TH Y, i) > MLIZHOWTIE, 7T BREE38.5%ICK L, 15 mg
BE 68.2%, 30 mg B¥ 52.9%, 45 mg Bt 62.5% CTH o712 (F 1.8-5) , ZH O OMERIEICLE S A R ooZ
BIZOW T, KREOERLE L RRICHERISHEITERD b o Tz, 24 BREJREOHKE 1 HH
IZBITFDHRX—AT A U NE DO LR, 77 EAREE 40 +414 mL IZxF L, 15 mg £ 1166 + 755 mL,
30 mg A 1599 + 1134 mL, 45 mg B 2190 + 1520 mL T&H ¥, HBEISHERRD bz, &b%<
B LA EREZIIOB T, BIERIL ST Z 2 15 mg BE 21.4% (6/28 B1) , 30 mg #f 27.3% (9/33
) , 45 mg B 53.6% (1528 B) , 7 ZBHREE103% (32961 Thot-, BiKiE, "L ATXH
V15 mg BECIIRBL L2 7228, 30 mg BE9.1% (3/33 B) , 45 mg BE21.4% (6128 f5) , 7%
BAREE6.9% (229 %) THIEL, ZD5H45mg HO 1FIEEERDTHoT,

mamERi (1s6Joon) 1T, 15mg, 30mg, 45 mg DEMMEITRBRETHY, AEE
ROFBFEITEHARIZIE@GN -T2 &0, HRARELE LTRLAT X2 15 mg 8RN, §
MAHRER~ & BT LT,

7R Lo —EEREES (156-fJ-002) TiX, AT EU 15mgl B1ET AMESO
BRWEARGEL, RRMEZHR LT, REEGEROEEDO =R T4 Vb OEEIE, hs
T 15mgBE —1.54+1.61kg, 7T EARRE —045+093kg T, MAARTXUREE T T BAREEM
ICHBZANA LI (p<0.0001, tHE) (F 1.8-1) o, hARTH 2 15 mg BED 3%LL L O
FHTHBLL, O T vRRELY 3% L2 BB LIAEFEFZIL, 1l B, SR, B, B
B, FEEOEOWROER ThoT, TROEDOEEFRINTHLBRE~TEETHY, L4
PEICH RERREIT S, MuAT 2 15mg 1 B 1 REGOHRHMEITRES bz b o &HE Lz,

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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b PR S R (156-.—004) WZBWTIE, MARTZ o 75mg XX 15mg % 1 A 1[0 7 AEH
LU, 3IEH, AOMERORZEMERE LTz, RERGROKED =T A b OE{LE
%, 7.5 mg#E —-1.68+1.83kg (1041) , 15mghf —2.14+145kg (104]) ThHho7, £/, VT
NOHETHRIEIFREICHE FTROKENRA LN, —BELTI1Smg BN 7.5mg BEL VENT
WAHBNZ & o 7o, BRMEICBW L, 27 U7 F =80, P RERE MO R BAEE D 15 mg
BET 7.5 mg MLV @idro7es, AERERR (156-fJoon) &7TeRL o mEERLBRR

(156-Jf002) 123 TIE, 1S mgBEE T TR RBEDMT 7 LT T = BN QML R SR %
BLRILFARE ThoTe 2 &, RO TR0 EEkikiam (sefJo) csgs, misy
L7 F =057 HE TOR—=2T A b ORI, 15 mg BET 0.092 +0.149 mg/dL (46 f1)),
77 BAREET0.018£0.171 mg/dL (52 f31]) , JRFAZEFHIL, 15 mg #ET 1.63 £7.03 mg/dL (46 ) ,
7T RAREET1.94+£827 mg/dL (52 f5l) ThHo7=Z &hn, MANNTZ 15 mg H 5RO ik 7
LT Fo U BHORFBERIIKITTREL, DEWH O L fl L7,

F70, HERERBRICB O TIE 30 mg BEE 15 mg BE4 BRI D A8 2R S22 0v o 7278, FlRAE
AiZ15mg L0 THo=Z &ns, FIREANTTVZ & TULIEZEOSEN 2 bW EE
TiX, 30 mg ~DOHEIZL > THEPMHGFTEL2HELHLOTIIRWNEEZ X, THEBX
%R ApE L R (156006 TiE, FasTx 15mg a1 B 1T BRIEES L
T2, 9 S IMAPEFT AANHEE L TR W IZ 15 mg XX 30mg 2 F (27 HEEG T 25Hm & LT,
WET AN ORREX, 7 HBIZ) o iEFT RAHAL TW RN &, o, #5451 HBEODR
BOR—ZAT7 A4 b0 ENS00mL R THoHZ L Lz, TOREE, 514055 30mg
~NEEINT-OEF2H0THY, 55 1 HITHE 30 mg ~HEEZICHEISRENEAD L, 2461& b2k
BRSO ~MMEFT I EICE Lz, L LAans, HEE2LEE LZEEIID AL, HERE
BRI 15 mg #EE ERID AL RIS R o722 & 006, 30 mg [Z DWW TIEHELEH &IT
ITE Do T,

Pk, ERofEREHRBR (156-JJoo1) TraTZ s 15me, 30 mg, 45 mg OEBE L %
BHEERF LR, AMEORIEABRTH S 7 7R L o ZEERLERR (156-J002) ©
MEZ 15mg & Lz, 778 REO EHERLEGR (156-.-002) ThVARTHE L 15mg DA
SR RRFE L, Zeattamed L, HHseRm (156-f-004) w3 T 15mg 12 7.5 mg % LFI2
BHAMEERLIZZ D, REOHKHEEHEL 15mgl1 B 1H] & L7,

(2) BEOEZIZDIT

15 mg fE coEREORBRER (156-J-002) <1x, BERABIEC P AAATEL 15 mg 1R 1
M2 2 XIEC L0, ZEE TR R ORE (AARREER) &5 L CTHRYERE &K OB ERI S5
BHREROXELZRH L, BBREG LG G, ZZE FR5IZHAN Chax 13 1.28 fi%, AUC I1Z 1.09 %
Thol=l=, L - AEICBWTRFICHET 2HIRITR T o7,

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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1.8.23 HHiZ - BEICEETHFERALDFEIZDINT

(1) &=5HIMH

RN RT 2 v DIEFR B EIE, MOFRIEZEMFH LT HIRIRETIRIEIZ 2 DVEFEIERE O
RIRITRRIEZ BT 5 2 & Th 5, [ENTHEM L 7HRRBRICIE T, EH o5 TRk
HrRRiE 2T 5 2 LITHER L7=2Y, Z D% OHEEZ BT 2 ARMEITME L TV,

DAREBEOREIFRIREEIL, HxOBRFICLVEEY THDZ MG, REOHELET 2 K 51
a2 —1RIZED D Z EITHEUTIIRNWEB XD, LNLARRD, MAARTZ U DENTOLMET
fEZ x5 & LTCERRBRICI W TCIE, 14 AZBX 2RI N L00n, DIERIEICE S
FTROETHHHEEAL TV TH BEAE (RIEITHRENRIFICa Pr— s Tnd & &
OIRE) £ TEIE LIZHAS, INRIFRNREEOSED ENRD SNRWEAI, 185K & &G0k
ek iz,  THIE - HEIcBET 20 EolE] ICHEEREZITS 2 & & L,

(2) BEOBEMIZDONT

15mgi%7.5mg & LRIZHERAMEEZ R L2 EnD, REORRMESEHEIX N5mg1 A 1[5
CRELT (1.8228M) . 121201, WEERENNLIEL R HBENRESINT-T20, FFEORE
JEZRE LT THE - HEICEET 2 o) (2% (7.5mg) 76 BRMET 2% O i
Rk L7, E£70, AEOE G TRHIRIMEAMRENCREDL L7255 I bBEEBET5LERH D
EEZONDZ ENG, THE - HEICEE#ET M H EodE] 12, DEEAFHRT 255120
WA ZET 5B OEEMRE % L Lz,

LIk, Ao 5 HFNCBEE S 2 AL M OARDKR 582§ 2 LB H 556 OIF M a iz
I o7zoiz, THE - HEICEES 280 EoEE] 2 ToLBVRETLI L& L,

(L - AEICEET 28 EordE) (G

(1) IR AT AR LEBICI k5 2H k95 2 &,

(2) HIERE (REREERENRBIFICaY hr— L3N TW5A E XDEE) IR 723541,
BRI G2/ L2 T by

(3) KRBT RMRES ST LW alE, BRERGZfiti L 22 &y

(4)  IffEF R U 7 AR 125 mEq/L RGO BHE, 2R MIFEEORD B E L0t
HW SN DERFIRET2861%, P& (75mg) 2OEIHET L2 ENEE L,

(5) NEEIFHET 258100, BMEEZBETHZ L,

(6) CYP3A4 FLEH] (f vTaty—, 7TV Aa~vA %) EOFHITRET D Z &N
FLWV, ROEHRTOHT 581, AFOES 5 WVIHEHEN O ORIGR E 42 EET
HTZ kL,

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RTRiL
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1.8.3 MERALEDZFE] RUKEREM

ARIED FEFFIRFABR AT M ORI RRBR AR (C EED &, SRR 9 4F 4 A 25 HEEFEH 606 & [EHRAE
I SCE OFLH RIS OV T WO R 9 45 4 H 25 AEEIEH 607 5 TR 5 5L o ff

FOFEEFEEHEICOW T [ZHEILL, TR L ) ICHRE

L7,

FREDIE ()

RE DR

(25

AR ERRE, QHERMET B U AREO BRI &0 O
PERABEZ R TR ZNNH D T L R ORBZRFIRIZ & 0 KL
Kb DBENNHD Z LD, AT THREA B XX
BT D&, E7o, RGBS A SUIHER R IZI3mE T b Y
ULAREABENCHIE S 52 L, (12, EEGERIEE®G)

AFNE, BIRAICAKZPEM 2 il o 3KE
EREAT D, ENTIIAREREICHT D
ARER A 22 <, AMARME T R v AR
FED_EFAT X0 KL BERS B EEE 2 Sk 9
72 U A 7 LB A FIIRIC &0 Bl IR

IBECE DR D & 5 B
Q) EROEE [(RAOHENFFFTE 2, ]
A8 A U722V UL KSR N EE 72 B (EER A& O
PIC LA BENRH S, ]

3)

m MU U AMIEDEHE [AFIOAFRIERIZ LY &ET R Y
U LAMENEET 2B TN H D, ]

“)

WA SUTERR L TV D ATRetED & o A (16, 1E5R, R,
RIBEFEAOTRE ] OHZM)

(&)

DIAZR) ZREEITBEANDHD Z LD, HE
W2 B IR T 2 0N H 57
BRE LT,
232 (ROBHEICIEERELEZNIE) )
(1) ARANORS XATFELULEY (BT AT X RS ISR L | (1) BetEickd 2 —RELEIC X VR E

L7,

(2) FIPREED N RN HFF TE AW OFRE
L7,

(3) AFlOFeH Iz L v fEBR A m N8 |2
B+ 2855120%, KOWMBNALETH
LT EMBEELT,

@) AFNIOFBMERIZ XY, miEF FY oA
WENRERTHZENBLZONDTZD
AE LTz,

(5) BB (UH) THRATEMER OWE -
BRI DM E SN THDEZ L, KUH)
MES (UHYF, 79 ) TEHDIWNIZ
JERA~DOBATRHE SN TND Z &
HRRE LT,

(ZhEE - HRICEET HERALDEE)
AENIMOFIRIE OL—TFIRIE, Y4 T YA RRFIRE, 17
NIRRT uUERE) LOFRH LTRSS, B, B MLEMSE
T MU U LAFRATF RO HRRIT RV, (12, EELGE
AHGEE () OHESR)

AFNI KRG EZ NS T 00 F )
LRI HDIN SR 220, DA D IRIR
R OIEHRICB N TIE, F R U U AR OUKSY
ZHET A MER D D Z LD, AFIOERE
HER T, MhoORRIEITARAIZBMNEE L
Tmo FT2, ARNOEKRRBRTIIE MLEMET
kU T ARPRRT T R EDOOFRHBEERIT 20,
UEDZ EMBERE LT,

(R - REICEEYT 2EALDITE)
() RIRATRIET RATEA L2 521k +5 2 &,
THIAE OMERFICBET 2 A EITHER STy, ]

DREAR

() FEAE (FMEITRHRESRFICa br—ERT0D L
EORE) [TR-THEIT, BRERG ALV &,
[ENERARRBRIC T 2 WM 28 2 5 AR, ]
(3) HEHTRRIE N U Lo WG a8 & He b2k L e
Z &, ((ERRAHAE) OHZH)

(1) ARFN ORI T DIEERIEIC X A KRR
R EEZHHE LTRY, JERHEL
BOMEFHCBIT 2 B IMEIMR ST
W T EMNBEE LT,

2) ENERRERICB T2l EZ B2 5
FRBRIT 2N EMORE LT,

(3) IRETRIRIES SE L e WIEAITIE, &
WG A L C ORI F T & 2
WZEMLERE LT,

1.8 T%hie - 2R
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FRALEDIE ()

RE DR

4) M7ET YU 7 APREED 125 mEq/L RiGD R, A E R i
REORBDPEFE L LB sh 2 BEICRET 558
i, R (75mg) 2oBmTAHZEREE LY, (M. &
BRE51), 2)) OHEBR)

(5) NBENFEET 2GA1CI, BEEZETL L, (120 &

ELQEARMEEQR) OHEZBMR)

(6) CYP3A4BHER] (4 hTaFY —, 7TV Aa~A %)
EOPFHRITRET D Z ENEE LY, RRE AT 5E
i, RFNORES D WIHEHAEN D OB E2BET 52
Lo [(RAlomIEFRENS ERT 820035, 1 (13
HEMER oEED (EYERE) 0ESR)

(7) REOPREZHRET 2729, FRTPICHEET DT EBEFE LU,

@) AFNOFRIEAIZIT A BROSHENTR
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Comparison of neurohormonal and diuretic effects of OPC-41061 and
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KA I et 20f)
ki 2 hi i 20l ~20meE]

4.2.1.1-25

021228

Effects of DM-4107, a main metabolite of OPC-41061, on cloned human
oxytocin receptors.
repiuEgAat I ey E 200
e - 20 e ~20 lELS
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4.2.1.1-26

018907

Effects of OPC-156, DM-4103 and DM-4107 against radioligand binding
to various receptors and channels.

N s, 20l
A 20lE]s o0l )s

4.2.1.1-27

012382

In vitro vasopressin V,-receptor antagonistic effects of presumed
metabolites of OPC-41061 in rats (Vol. 2).
ripgEgstad I (ErhasE 9l
A - olE]s ~olsE]s

4.2.1.1-28

015477

Inhibitory effects of OPC-41061's metabolites on PH]AVP binding to rat
vasopressin V,,- and V,-receptors (No. 3).
Rk [%’ilﬂ%’é& S, 20
s 20l ~20l <A

4.2.1.1-29

011876

Inhibitory effects of OPC-41061's optical isomers and metabolites on the
binding of [3H]—AVP to human vasopressin V,,-receptors.

kg s N GEaasE o)
U e Be Lkt 8 I3

4.2.1.1-30

012717

Inhibitory effects of OPC-41061's optical isomers and metabolites on the
binding of [3H]AVP to human vasopressin V-receptors.

rpmskgA s I (s o)
s - oME]) ~ oM

4.2.1.1-31

011360

Antagonistic action of presumed OPC-41061 metabolites on cloned human
vasopressin V,-receptors (No. 2) - in vitro binding study -
NI CEeSi IR TNl )
ep i - 1 olE ~omERs

4.2.1.1-32

017961

Antagonistic action of OPC-41061 metabolites on cloned human
vasopressin V,-receptors (No. 3).
rgiudeAs I G 20
s 20l 20l A

4.2.1.1-33

018779

Antagonistic action of OPC-41061 metabolites on cloned human
vasopressin V,-receptors (No. 2).
Rgoghaas I s, 20f)
gz 1R - 20 ~20W4E]S

4.2.1.1-34

018780

Antagonistic action of OPC-41061 metabolites on cloned human
vasopressin V;p-receptors (No. 2).
rgiudek st I Gt 20[)
s - 20 e ~ 20l

4.2.1.1-35

015668

Inhibitory effects of OPC-41061's optical isomers and metabolites on
[SH]AVP binding to canine vasopressin V,,- and V,-receptors.

rg gt I s, 20
Hep g : 20 ~ 20l

4.2.1.1-36
(ZEHE

008565

OPC-410611Z X B3y 7L v UHEBIER —in vitro binding study—
Kipggepratatt I (EAwsE 19l

42.1.1-37
ZEHED

008564

WHES » MNZBITF H0PC-4106112 L A KFIRIEHR (Bo#s)
KR AasdT I s ol

4.2.1.1-38
ZEHEED)

008563

HEEE— 7L RIZEIT H0PC-4106112 L A KFIREM (RO#EE)
KRitggpAss T (hasE ol)

4.2.1.1-39
(ZE5EH

013072

Binding affinities of OPC-41061 and its main metabolite, DM-4103, for
various receptors.

rgadgad I GihssE 9l]
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4.2.1.2 BIREZEIEEAER
4.21.3 REMEEHER

—~

AT omEESRL
—REEAROBEEZST)

4.2.1.3-01

007172

OPC-41061 D—f%FEHREER © OPC-41061 D —fRIEk K O T8N 613
H1EH
KRgfEgAad T s E 19l
ez 190 e ~ olE

4.2.1.3-02

006950

OPC-41061 D —fi%FEFHEER © OPC-41061 H I&E®I 64 2 (EH
KRgfsEgAad T CEaasE 190 )
Hep g . omE]s ~ ol

4.2.1.3-03

006887

OPC-41061 D— % FEHEER © OPC-41061 D FEHEMF L O
hexobarbital BRIk Z %3~ 5 1EH
xR (BhasE o)
U Ge Rt L= J;

4.2.1.3-04

006920

OPC-41061 D—f%FEFREER © OPC-41061 DARIRIZ 63 5 7EH
KRgagEgA s T hassE 9R)
Bt ke )3

4.2.1.3-05

006874

OPC-41061 D —f 3K FREER © OPC-41061 D W FiEENIZ 59 5 EH ¥
X O stkE/EH
KR I (s 9R)
s ne - e ~ el

4.2.1.3-06

006818

OPC-41061 D — %S HEER : OPC-41061 DFMEH 36 L OV At 450
1EH
rfgmpAsd Tl (easE ol
A - o] ~omE]s

4.2.1.3-07

006855

OPC-41061 D—fi%FEHEER © OPC-41061 DHaffneri:1C X 5 $55 /EH
Kg#gEgAas T hasE, 9B
Aep g - omE]s ~ olls]s

4.2.1.3-08

007068

OPC-41061 D — %K FEFABR : OPC-41061 D FEFEwrithing#:1Z & 5 #8
Jra 1

P E Y S SN (s, 19
sz - oMERH ~ olER

4.2.1.3-09

007045

OPC-41061 D — K HHEAER © E/LE v MM EEGEARIC
acetylcholine, histamine ('barium chloride® IAfE1E | ﬂ'ﬁ— E) OPC-
41061 D1EH]

rpfEgAst I (st s, 1ol]
BB SR - 19I$|H~19I$.H

4.2.1.3-10

007409

OPC-41061D— 3K BRFRER - BRI A X IZH81T D M K OV BR 4%
\Z %3 %5 OPC-41061 DAEM
Kiphdgad - (st ol
A - olE ~ sl

4.2.1.3-11

015313

Safety pharmacology of OPC-41061: Effects of OPC-41061 on respiratory
and cardiovascular systems in conscious dogs.

rpggegatd I (EhasE 200 )
g - 20ER ~2ollERA

4.2.1.3-12

015167

Safety pharmacology of OPC-41061: Effects of OPC-41061 on the action
potentials of isolated guinea-pig papillary muscles.

gt R (rassE 20l)
AsrEing 20 e ~2o0mE]s

4.2.13-13
(ZEEED

015010

Dissolution of OPC-41061 in the physiological solutlon
ripgA st I hwsE 20
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EE ég ARBEETERLFE
Safety pharmacology of OPC-41061: Effect of OPC-41061 on hERG
channel current.
H2 1304 olos3s RF G AL [, 20H)
Ay 20l ~2o0lE]s
4213-15 Dissolution of OPC-41061 in the physiological solution used in the hERG
(BEGE) 016717  |test system.
_ KAt I [hss s 20l
OPC-41061 D —fE3EHEER : OPC-41061 DIE L ETIEREIZ KT S 1F
M
421316 001> RFEERER AT (ks 19
BRI - 19l$hﬂ ~19ﬂﬂ
OPC-41061D —fix JEHEAER - JFRIET > MR 5 BIEENIA T 5
OPC-41061D1EH
S It JNCEITPEOE )
Asrriayr . oME ~ 1 omE]
OPC-41061D—f%3EHEEER : OPC-410617 H i /3 WAt 2 1EH
4.2.1.3-18 007171 R BCER AL _. Hiljﬂi?&:. =, 9]
EUey EIIREY G Ll KX b
42.1.3-19 010444 ~7ﬁxm%ﬁ%m&4mm%@ﬁm&5%®mm¢%E%@
(BEERD KRt B a9l
Safety pharmacology of DM-4103, a main metabolite of OPC-41061:
421320 017263 Effect of DM-4103 on general symptoms and behavior in mice.
Rgpggota I e, 20l
ez - ol ~2o0lads
Safety pharmacology of main metabolites of OPC-41061: Effects of DM-
421321 017155 4103 on respiratory and cardiovascular systems in conscious dogs.
rgugipka st I Cenas s, 20
i - oM A ~ 20l
421322 Serum concentration of DM-4103, a main metabolite of OPC-41061, in
(BEGE) 016928  [conscious dogs after a single intravenous administration of DM-4103.
8 Rpiugpotet I (i@ 20l
Safety pharmacology of the main metabolites of OPC-41061: Effect of
DM-4103 on hERG currents in CHO-K1 cells.
e Kt . st o)
Anp i 20 JE ~2ollEQA
421324 Dissolution of DM-4103 and DM-4107 in the physiological solution for
(BEGEE) 017294  [use in the hERG test system.
- Rt I (@ 20
Safety pharmacology of DM-4107, a main metabolite of OPC-41061:
) Effect of DM-4107 on general symptoms and behavior in mice.
el Koswspct e M g ol
Az - 20 e ~20
Safety pharmacology of main metabolites of OPC—41061: Effects of DM-
421326 017298 4107 on respiratory and cardiovascular systems in conscious dogs.

KRG RS A1
PRSI - 20

(s, 200
E Rl K I
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Safety pharmacology of the main metabolites of OPC-41061: Effect of
421327 017464 |PM-4107 on hERG currents in CHO-K1 cells.

PN e —I ety 20
s . 20ME ~2o0lE]s
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4.2.2 ZEYEAEAER
RTEH HEE = Py
g% %% Ei‘: Eﬁ $& = % % %‘-
4221 PHERUNY T—2 3 UlRE
Preparation of ['*CJOPC-156.
422101 | 006865 ﬁ (UK) CRTT——
s i 1A ~ 1l
The purification of ['*CJOPC-156.
42.2.1-02 010694 H(UK) [ GRS T )
e - oMEs
Preparative details of [benzazepine—5-14C]OPC 156.
4.2.2.1-03 016494 (UK) ﬂ (b, 20))
s i 20l ~20 A
Preparative details of [benzazepine- 5! C]OPC 156.
422.1-04 | 020927 _ (UK) I (7538, 20f])]
At i 20 e ~20lE)A
Validation of an analytical procedure for the determination of OPC-156 in
4.2.2.1-05 011377 |mouse serum using liquid/liquid extraction for sample preparation with
(ZEEED high performance liquid chromatography and ultraviolet detection.
B (s E 19
Validation of assay method for OPC-41061 and its metabolites in mouse
4.2.2.1-06 . .
(BZEE) 012165  [serum using HPLC with UV detector.
- tse il  EEGEGEARE )|
Development and validation of the assay method for the simultaneous
4.2.2: 1-07 012752 determination of OPC-41061 and its metabolites in mouse serum with LC-
(ZHEERD ESI-MS/MS.
s itieewal EEGRRECE NI )
Validation of an analytical procedure for the determination of OPC-156 in
4.2.2: 1-08 011319 |ratserum using liquid/liquid extraction with liquid chromatography and
(ZEEED ultraviolet detection.
[ N ENGHEETET )
Assay method and validation of DM-4103 precipitating at the injection site
4.2.2.1-09 013608 after subcutaneous administration of DM-4103 to rats using high-
(BB EE performance liquid chromatography.
KRGt I [trd s, 20l
Validation of assay method for OPC-41061 and its metabolites (DM-4103,
422.1-10 DM-4104, DM-4105, DM-4107, DM-4110, DM-4111, DM-4119, DM-
(BZEE) 017824  [4121 and MOP-21826) in rat serum using high-performance liquid
h chromatography with ultraviolet detection.
Kkt N (i, 20[)
Validation of assay method for OPC-41061 and its metabolites (DM-4103,
DM-4104, DM-4105, DM-4107, DM-4110, DM-4111, DM-4119, DM-
4.22.1-11 018255

4121 and MOP-21826) in rat serum using LC-ESI-MS/MS.
KBRS AL [t s, 20
B ey minmpn B Fheen &E
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AITEH

3e itk MBS LSS
EHREE s n~ 87 F 74— (HPLC) I2&5T7 v FROE—Z L
RnEHOPC-41061 D 7E &rik
w22 000280 KEfgpetas I gt o)
Ay - olaEs ~vlEls
Validation of assay method for OPC-41061 and its metabolites in rat and
) dog sera using HPLC with UV detector.
12210 O12166 Rt e g, 19']
A - 9lE ~ 19 ER A
Ruggedness of assay method for OPC-41061 in rat and dog serum by high-
422 1-14 012281 performance liquid chromatography with ultraviolet detection.
riggg I e 190
L eyt k2 FRet E: )
HPLC procedure for the assay of racemic OPC-41061, (R)-(+)-OPC-41061
) and (S)-(-)-OPC-41061 in rat and beagle dog serum.
e xgugrotar I Uirgess, o)
e - 1o ~ oA
4221-16 7 v RO —Z L RIRHFOPC-41061 D mifiik 7 v~ k7' Z
(RN 006757 74—k D ERE
Tt il B GRAECTAR )
Validation of assay method for OPC-41061 and its metabolites in guinea
4.2.2: 1-17 018254 pig serum by high-performance liquid chromatography with ultraviolet
(ZEEEL detection.
KgERA e (s 20l
Validation of assay method for OPC-41061 and its metabolites in rabbit
4.2.2: 1-18 018176 and guinea pig skin by high-performance liquid chromatography with
(ZEEED ultraviolet detection.
Rty I s, 20l
4.2.2.1-19 00978y |7V ML HOPC-4106 R ERIE DN ) 7= 5 /
(ZEZEE Kzt (s E 19l
422120 Validation of assay method for OPC-41061 and its metabolites in rabbit
(B2 R 012709  |serum using HPLC with UV detection.
~ oo Byl EEGHA T Mt )
Development of analytical method for determination of unidentified
4.2.2.‘ 1-21 013789 metabolite of OPC-41061 in rabbit serum with LC-ESI-MS/MS
(ZEEED (preliminary study).
KipigEkat: N (s 20l
Validation of an analytical procedure for the determination of OPC-156 in
4.2.2.‘ 1-22 011373 dog serum using liquid/liquid extraction with liquid chromatography and
(ZEZEEL ultraviolet detection.
B (s, 19M)
['*CIOPC-4106 11k 0> ‘22 E Mk
4.2.2.1-23 006928 rggggA st - GhraasE o)
A ollER ~olERA
Stability test of '*C-OPC-41061 solutions.
4.2.2.1-24 018018 RFREEPR AT CIRaE T ] )

PR S - 20

E ~20lEH
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AITEH

=e e AEBEBREELEF
Stability study of OPC-41061 and its analogs and metabolites in several

422125 | 018782 |organic solvents.

RF IR AL q (i, 20
Asping : 20l E ~2o0llE]s
Stability of OPC-41061 in rat, rabbit, dog and mouse sera at -20 degrees
422126 | 013150 |centigrade ‘
RGBSR AT (ﬁmﬁma,m|l
Ev ey niniey G: BN KGE
Stability of OPC-41061's metabolites (DM-4103 and DM-4107) in the
42217 013755 mouse, rat and dog sera stored at -20 degrees centigrade for 2 years.
o rpggEgsta I hnsE 20l)
%ﬁ%ﬁ%ﬁ@ﬁ;ﬁfﬁ 19 i) ~20 A
OPC-41061 DIRAF L TEMERABR
422.1-28 010592 j(igiz;iﬁif/\ffi B g, 9]
Ay - oElE ~vlE
4.2.2.\ 1-29 018901 Stability of OPC-41061 in rat and dog urine at -15°C or below.
(ZZEE Kkt I (s E 20
Stability of OPC-41061 and its metabolites (DM-4103, DM-4104, DM-
4105, DM-4107, DM-4110, DM-4111 and MOP-21826) in rat and dog
4.2.2.1-30 019034 |sera at -15°C or below.
RF IR AL (P E. , 20l
st - 20 M ~20l4]

4.2.2: 1-31 013074 Stability of warfarin in the rat serum stored at -20C for 3 months.

(&R v s evegill EEGRLL G AR D)
4.2.2: 1-32 018266 Stability of OPC-41061 and its metabolites in guinea plg skin.
(BEEED Rt s, 20l
4.2.2: 1-33 018699 Stability of OPC-41061 and its metabolites in rabbit skm
(ZZEE ApfgekAst: (s 20
422 1-34 \‘/ali.dation of assay meth(?d for wa'rfarin in rat‘ serum by high-performance
(BE=EE) 012814  |liquid chromatography with ultraviolet detection.

_ sty 0 EEGHALGE AL )|
422135 Development of assay method for biotin and 3-hydroxyisovaleric acid in
(BEEE) 017033  |rabbit plasma and urine by LC-MS/MS (preliminary study)

— et eyl  EEGRak e AP] )
4.2.2: 1-36 017204 Validation of assay method for biotin in rabbit urine by LC-ESI-MS/MS.
(BEERD REERA 2 I (s 20l
4.2.2: 1-37 017151 Validation of assay method for biotin in rabbit plasma by LC-ESI-MS/MS.
(BEEED) R w20l
427 1-38 Validation of assay method for 3-hydroxyisovaleric acid (3HIA) in rabbit
(B2 PR 017203  |urine by LC-ESI-MS/MS.

- I vty  EEGHALC A )
4291-39 Validation of assay method for OPC-41061 and its metabolites (DM-4103
(BEEED 017296  |and DM-4107) in monkey serum by LC-ESI-MS/MS.

_ Kipiktat I (s 20l
Validation of assay method for (R)-(+)-OPC-41061 and (S)-(-)-OPC-41061
in rat, beagle dog and rabbit sera by high-performance liquid

4.2.2.1-40 017208  |chromatography with ultraviolet detection.

rgggkaa: E (vgsse, 20
sp i 20as ~2o s
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wEN | #EE CBRE LWL
BE BE o = =
429 1-41 Validation of assay method for OPC-41061 and its metabolites (DM-4103
( 7}% Aj%_,g. ) 017581  |and DM-4107) in rabbit embryo homogenate by LC-ESI-MS/MS.
O Ktk I Enmds 200)
Validation of assay method for OPC-41061 and its metabolites in rabbit
4.2.2.1-42 017726 yolk sac fluid by high-performance liquid chromatography with ultraviolet
(ZEZEHEL detection.
Ktk I (w200
42 1-43 Validation of assay method for biotin in rabbit liver and embryo
( %%@ﬂ) 017797  |homogenates by LC-ESI-MS/MS.
— KAt (s d, 20l
42.2.1-44 009211 | E MILIEHOPC-410610 3% 3%
(ZEEHRD) KAt N i 19l
4.2.2.2 RN
[*ClOPC-41061 HElEIE 11 B A2 DOHENE T > NIV 5 ML K O
422201 | 007166 |TECHHERIREHEDS
R REERA S 1 [ttt E, 19l
Ay - oM ~villEls
[*CIOPC-41061 HEIEIHE F142 544 DMENE T » M1 5 M K& OV
4222:02 | 007213 |'TECHERRIEHERS
RGBSR 2 ik a, 19l
e - 1o ME ~vllEgn
7 v Mz 50PC-41061 Il % B* Powder HE[HIHE 1142 54 0 1. i
4222-03 | ooos1g |TOPC 4106”’%r Hep
RGBS A (s, 19
ﬁ%%%%%:w{ihﬂ~w = K
422204 Z v MMZB1F H50PC-41061 | B* Powder 1000 mg/kgHL[EI#% [ 4%
( Py %Z{gﬂ) 009842 5.4 D If i HOPC-410613 £ HER
0 Kttt I [Hiwdss 190)
422905 AERHENEZ > M IZI51S 5 OPC-41061 HilFlik H % -4 DOPC-410610
Ghipegy | 006919 |tk
B KAt I (dhasE 19f)
422206 M ErE 7 » M H1T 5 OPC-41061 HilEI#E 4% 5-4% D OPC-410610
(7;3%@:*4) 007101 |1y FH 9 EEHERS
T Kpgget: N (e, 1)
Serum concentrations of OPC-41061 and its metabolites in male and
4222-07 018247 |female rats after a single oral administration of OPC-41061.
R BSERA AL q [P %%, 20l
A 20 BE ~20l 4
422208 f’é 7 > M2 2 OPC-41061 HL[EIRR 1 %ﬂz’%f&@ﬁm RESZEn) e
BEgg | 00070 |RETREOPE
- Kpguget: N (s, 19l
HEPEZ » MZE1T % OPC- 41061@@#%%%&5?&@0% 4106111,
422209 | 007002 |THTIREEAER
REZHRA A q ffimi& " E, 1] )
s - olED ~ oS
422.2-10 Mo B ENE 7 Y 12351 5 OPC-41061 BAIEIRE [1 42 5-1% D OPC-41061 0
(g%}gﬂ) 006816 | ifi.iF i EHERS

ripmsgas I Uerawss, ol
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AT S s .
AAR | HER HBBEELS
HEME & — 27V RIZI T B[CIOPC-41061 HE[EI#% 114% 5% oD if it K OF
A8 R RER %‘éf%
4222-11 007279
RGBSR A T [t E E., ] )
AR 5 e 1 E ~10mE)s
4229.12 A e B — 27 L RIZH 1 5 OPC-41061 Hilnlig A 45 5-#% DO OPC-
(52 2D 006948 |41061 D IfLTE T EHER
_ s byl BN GHOk tes AEC )|
MR lErE e — 27 1 Rz i 50prc-41061 [ % B* Powder@lﬁl"ril:l
422213 | oo9gro  [BEFTROIMIETOPCA106TIREEHER
RGBS AL T. (s, 19
e esminmy B ERaC B )
422914 H R HENE B — 7 L RIZIS 1T £ OPC-41061 HEHIHRE 1 5 5-1% (O OPC-
(BELEED 006843 (41061 L7 7 EEHERS, Jﬁ'ﬁﬁkrﬁ&oﬁﬁﬂoﬂﬂﬂﬁ
~ s il  EEGRRk G ABC) )|
422915 B — 7V RIZEB T H0PC-41061 (. @), %)) K TROPC-
(Beppy | 009848 141061 Bl o B* Powderd A A H7 <A T E Y F ¢ — ol
_ v cisvesall 202020 EEGRAE S M0 )
Serum concentrations of OPC-41061, DM-4103 and DM-4107 in male
beagle dogs after a single intravenous administration of OPC-41061 at 3
4222-16 018496  |mg/kg.
NS v i b, 20
e 20lE]H ~2o0l <A
[“CIOPC-41061 DHEMET » M1 530 me/kg % 1 #5440
4222-17 | 007308 |RTBAHHEREHER
rgtgcpatar: I U, o)
R ey Be ERar] EE )
429918 B =7V RIZE T HOPC-41061 7% M % 5-1% (DOPC-41061 D IfiL {5
(BEEED 006844 | rhR FEHERS
B ittt I (EhwsE 19l )
422397
Whole-body autoradiography after a single oral administration of e-
4223-01 | o11097 |OPC-41061 torats.
KRR A (vt 194
Asp i - 19 lERE ~oBER A
['*CIOPC-41061 DIEYET » NI %30 mg/kg/ 1 #% 14555 O
4223-02 | 007273 |MRPBCHREIR X
PN-S (P vt [rmagsg, 19
Ay - oM ~vlEls
[*CIOPC-41061 HAIEIRE 4% 54 OREVE T » M Zdsi) BRI RE
422303 | 007259 |BRIE
gk I s, 9]
g - 1 oMER ~ ol
[“ClOPC-41061 HEEIFE 1 2 5-1% DHENE T » M ZI81T 2 MRk PN U AE
422304 | 007269 |REE

RGBSR A2 AL

[, 19
AR I ;1

ol ~ v =S
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4.2.2.3-05

021883

Tissue distribution of radioactivity following single oral administration of
*C-OPC-41061 at 30 mg/kg to male Long-Evans rats.

KGR q GIRRE s )
i3]

Aip i 20 ~20 s

4.2.2.3-06

007085

HaBHEME S~ MBI HOPC-41061 HAIEE 1 £ 54 DOPC-41061 D
BN R

KBS A AL 1' ez, 19
A - 1ol ~olERA

4.2.2.3-07

007104

Z v SEIC 3T B[ CIOPC-41061 DE 5 A
KGRI GIRAE: TS AT )
ﬁ%%@%ﬁ B B Rt EE B

4.2.2.3-08

007256

v — 7 L RIMEIC 31T 5 C-OPC-41061 DR IS &
jtiéﬁic%ﬁiﬁ"fﬁ: N (s E, 19.1
i . e ~ ol

4.2.2.3-09

016584

Protein binding of “C-OPC-41061 in mouse plasma and rabbit plasma
Kzt I Cng s, 20ff])
FAsp i 20llE ~2olE)A

4.2.2.3-10

017963

Feto-placental transfer and lacteal excretion of radioactivity after single

oral administration of [14C]OPC-156 in rats.
I

[tz 20[]
stm g - 20l ~20llD

4.2.2.4 X5

4.2.2.4-01
(ZEER)

014685

The preliminary study of OPC-41061 metabolites in rat and rabbit sera.
rpicp et I (s 20l

4.2.2.4-02

017062

The study of OPC-41061 metabolites in rat and rabbit sera.
RF IR AL (e, 20
st - 20 WA ~ 20l

4.2.2.4-03

016953

Analysis of radioactivity in the serum and the bile after oral dosing of “c-

OPC-41061 to male rats. I
RIGRE R A [/H:V*J?& 3 200
BRI - 20' £ ~200=EH

4.2.2.4-04

016882

Analysis of radioactivity in the serum after oral dosing of"*C-OPC-41061
to male beagle dog.
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4.2.2.4-05

016940

Analysis of radioactivity in the serum after oral dosing of “C-0PC-41061

to male rabbits.
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Analysis of radioactivity in the serum after oral dosing of *C-OPC-41061
to male mice.
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Effects of OPC-41061 on hepatic drug metabolizing enzymes in rats after
4.2.2.4-09 018301 repeated oral dosing.
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422411 | ol06s0 |HHER S UTRE
Kt - agss o)
ey . el ~vlERs
4.2.2.5 Bt
422501 MEHENE T >~ M Z31T 2 OPC-41061 HE[HI#% 142 5-4% D OPC-410610
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Serum concentrations of OPC-41061, (R)-(+)-OPC-41061 and (S)-(-)-
OPC-41061 after oral administration in rat.
4.2.2.7-01 011631
K I g, 19l
ez . vlleElb ~vlERs
Serum concentration of (R)-(+)-OPC-41061 and (S)-(-)-OPC-41061 in
422.7-02 017260 rabbits after a single oral administration of OPC-41061.
gy T (hgsE 20
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Serum concentrations of OPC-41061, (R)-(+)-OPC-41061 and (S)-(-)-
OPC-41061 in beagle dogs after a single oral administration of OPC-
4.2.2.7-03 011665 |41061.
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Serum concentration of (R)-(+)-OPC-41061 and (S)-(-)-OPC-41061 in

male rats and female rats after a single oral administration of (R)-(+)-OPC-
4.2.2.7-04 017584 141061 or (S)-(-)-OPC-41061.

ripgged I (s, 20
Anp i 20lE ~2o0llERA

Serum concentration of (R)-(+)-OPC-41061 and (S)-(-)-OPC-41061 in

dogs after a single oral administration of (R)-(+)-OPC-41061 or (S)-(-)-
4.2.2.7-05 017361 [OPC-41061.
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4.2.3.1-01 009853
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4232 REBRGEMHER

4.2.3.2-01 011647

OPC-156: 26 week oral (gavage administration) toxicity study in the rat
followed by a 5 week treatment-free period.

(Europe) [N, 19.]
AR S ] 19‘%}% ~EI

4.2.3.2-02

g | 0102

OPC-41061 D7 v MBI H4BMER D& 5 HmERR (2)
rEEmASd T e E ol

4.2.3.2-03 011975

Toxicokinetic study for 26-week repeated oral toxicity study of OPC-
41061 in rats.
et el ECRETES T )|
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4.2.3.2-04 013774

Re-analysis of toxicokinetics for 26-week oral toxicity study of OPC-
41061 in rats.
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4.2.3.2-07 012707

OPC-156: 52 week oral (capsule administration) toxicity study in the dog
followed by a 5 week treatment-free period.
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Toxicokinetic study for 52-week repeated oral toxicity study of OPC-
41061 in Dog.
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OPC-41061 DM X H1E IR il
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4.2.3.3.1-02 010135

OPC-156: Mutation at the thymidine kinase (tk) locus of mouse lymphoma

L5178Y cells using the Microtitre” fluctuation technique.
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A carcinogenicity study of OPC-156 in mice.
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4.2.3.4.1-02 014253

A carcinogenicity study of OPC-156 in rats.
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Toxicokinetic study for thirteen-week repeated oral toxicity study of OPC-
4.2.3.4.3-03 ..
(B 2EE) 011974  [41061 in mice.
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Re-analysis of toxicokinetics for 13-week oral range-finding study of OPC-
4.2.3.4.3-04 o
(BELED 013773  [41061 in mice.
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Fertility study of B* OPC-41061 administered orally to rats.
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4252 0% - fRIRREAEICEHT HER

Embryo-fetal development study of B* OPC-41061 administered
orally to rats.

e rewseskotat I Uk g, 20l
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423.52-00 Preliminary embryo-fetal development study of B* OPC-41061
) 012780  |administered orally to rats.
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Toxicokinetics study of B* OPC-41061 administered orally to
B pregnant rats.
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Embryo-fetal development study of OPC-41061 administered orally to
) rabbits (II).
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423.52-10 Preliminary embryo-fetal development study of OPC-41061 administered
(B2EE 012759  |orally to rabbits (IT).
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Toxicokinetic study of OPC-41061 administered orally to pregnant rabbits.
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Prenatal and postnatal development study of OPC-41061 administered
orally to rats.
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4.2.3.6 RFTRIAESER
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Acute dermal irritation study of OPC-41061 in the New Zealand White

(BEwpy | 124 [rabbit
AUkt B (s 20l
4.2.3:6—02 013326 Acute eye irritation study of OPC-41061 in the New Zealand White rabbit.
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4.2.3.7 T DO EEHER
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Antigenicity study of OPC-156 in guinea pigs.
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42372 REEItaER
Four-week repeated oral immune function study of OPC-41061 in rats.
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42373 FURBEDODEFIZET HHR
4.2.3.7.3-01 012249 Effect of OPC-41061 on PT and APTT in male rats.
(BEERD KAt N nadsd 198)
4237300 Effect of OPC-41061 on prolonged PT and APTT induced by warfarin in
(B2 011861  |male rats.
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42373-03 Effect of OPC-41061 on plasma vasopressin, adrenocorticotropic hormone,
(B2 Gk 013282  [serum cortisol and urinary 17-hydroxycorticoid levels in beagle dogs.

— KR N (s E 20[)

Embryo-fetal development study of OPC-41061 administered orally to
) rabbits at various periods of organogenesis.
el B Kot I s, 20f])
e 1ol ~20l A
Embryo-fetal development study of OPC-41061 administered orally to
) rabbits on three consecutive days in organogenesis.
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423.73-06 Effects of orally administered OPC-41061 on body fluid balance and blood|
(B2 Gk 015016  |acid-base balance in pregnant rabbits.
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4937307 Effects of orally administered OPC-41061 on plasma antidiuretic hormone
(B2 Gk 015018  |concentration in pregnant rabbits.
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423.73-08 Effects of water-restriction on OPC-41061-induced fetal anomalies in
(B2 Gk 015558  |rabbits.
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Effects of water-restriction on OPC-41061-induced fetal anomalies in
4.2.3.7.3-09 .
(B2 Gk 015706  |rabbits-supplementary study. .
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Effects of orally administered OPC-41061 on biotin status in pregnant
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T BAVESS i = =)
Toxicokinetic study of OPC-41061 administered orally to pregnant rabbits
10).
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Toxicokinetic study of OPC-41061 administered orally to pregnant rabbits
4237312 017895 (110): Transfir of+(k)PC-‘41061 and its metabolites into embryos.
rgpiuggAat: Il (drsgsE, 20f])
s - 20 Ml ~ 20l
42373-13 Serum level of DM-4103 in rabbits: After 3-day repeated subcutaneous
( 2%%@ 1) 017040  |administration of DM-4103 to female rabbits.
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4237314 Serum level of DM-4103 in rabbits: After 3-day repeated subcutaneous
( %%{g ) 017547  |administration of DM-4103 to female rabbits -supplementary study-
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4.2.3.7.5 REYOEMHHER
4.2.3.7.5-01 013078 Determination of crystallization for DM-4103 in rat serum.
(BEERD Kkttt I (i 19l
42375-00 Determination of crystals in the lung after single intravenous
( %%%ﬂt}) 013192 |administration of DM-4103 in male rats.
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Single subcutaneous dose toxicity study of DM-4103 in male rats.
423.7.503 | 013283 KpmggAss N Cingse, 20
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i Investigation of dose-exposure relationship after single subcutaneous
4.2.3.7.5-04 S .
(B2 Gk 013284  |administration of DM-4103 in rats.
_ Kttt I (v, 20l
DM-4103: Reverse mutation test in Salmonella typhimurium using male
4237505 017945 |rat liver S9 by plate incorporation method.
KAt . (s, 201
s - 20l ~20lE]
DM-4103: Forward mutation test at the thymidine kinase locus of mouse
423.7.5-06 017979 lymphomaHLSl78Y c;lls using 96-well-plate fluctuation method.
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Phototoxicity test of DM-4103 using BALB/3T3 cells.
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Single subcutaneous dose toxicity study of DM-4107 in male rats.
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DM-4107: Reverse mutation test in salmonella typhimurium using male rat
liver S9 by plate incorporation method.
4.2.3.7.5-09 017946
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EUesruiey s Eied B2 i
DM-4107: Forward mutation test at the thymidine kinase locus of mouse
lymphoma L5178Y cells using 96-well-plate ﬂuctuation method.
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Phototoxicity test of DM-4107 using BALB/3T3 cells.
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4.2.3.7.7-01
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Phototoxicity test of OPC-156 using BALB/3T3 cells.
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4.2.3.7.7-02

018410

Phototoxicity study of OPC-41061 in the female guinea pigs after repeated
peroral administration.
IN TS | A )
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4.2.3.7.7-03

018497

OPC-41061: Phototoxicity study by repeated peroral administration to
female rabbits.
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Single oral dose toxicity study of (R)-(+)-OPC-41061 in rats.
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017647

(R)-(+)-OPC-41061: Reverse mutation test in Salmonella typhimurium
using male rat liver S9 by plate incorporation method.
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4.2.3.7.7-06

017826

(R)-(+)-OPC-41061: Forward mutation test at the thymidine kinase locus
of mouse lymphoma L5178Y cells using 96-well-plate fluctuation method.
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4.2.3.7.7-07

017327

Single oral dose toxicity study of (S)-(-)-OPC-41061 in rats.
PN By ey ey, 20
atip i - 20 WA ~20lERA

4.2.3.7.7-08
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Toxicokinetics of OPC-41061 optical isomers in rats by single oral
administration.
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017648

(S)-(-)-OPC-41061: Reverse mutation test in Salmonella typhimurium
using male rat liver S9 by plate incorporation method.
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(S)-(-)-OPC-41061: Forward mutation test at the thymidine kinase locus of]
423.77-10 017944 |mouse lymphoma L5178Y cells using 96-well-plate fluctuation method.
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42377-11 Single intravenous dose toxicity study of OPC-41061 solution for injection
(BEZEED 017265  |in rats.
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42377-12 Single intravenous dose toxicity study of OPC-156 solution for injection in
(B2 Gk 017580  |cynomolgus monkeys.
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4.2.3.7.7—13 017291 Hemolysis test of OPC-41061 solution for injection.
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An open-label, sequential study to determine the absolute bioavailability of]
tolvaptan following administration as 30-mg oral tolvaptan tablets in

normal, healthy subjects.
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5.3.1.1-04

156-J-242

An open-label, randomized, three-period crossover study of the
pharmacokinetics and pharmacodynamics of oral tolvaptan tablets under
fasting and non-fasting conditions in subjects of Caucasian and Japanese

descent.

ey |
Cetnaas i 20
st 20l ~20lE=RA

5.3.1.1-05
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156-Jf-303

A study to investigate the pharmacokinetics of single doses of OPC-41061
under fasting and non-fasting conditions in healthy male Caucasian

subjects.
U  ENGEETETTRC
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Open-label, randomized, crossover study to assess dose strength
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) i N equivalence among 15. 30. and 60 mg strength oral tablets of tolvaptan.
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531202 A study to investigate the relative bioavailability of three formulations of
(B2 Gk 156-.-301 OPC-41061 in healthy male Caucasian subjects.
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5.3.1.4-01

Analytical validation for determination of OPC-156 and its metabolites
concentrations in human plasma.
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5.3.1.4-02

Analytical validation for determination of OPC-156 and its metabolites

concentrations in human urine.
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Stability of OPC-156 and its metabolites in human plasma and urine.
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Analytical method validation and determination of OPC-41061 and its
metabolites in human plasma.
31407 | I | W (v, o)
kg i - 19 [E ~ 19997
LC/MS/MS method validation for the determination of OPC-41061 anc
DM-4103 in human plasma.
sa1408 | T [yt 2, 20 )
Al fE R 20ERH ~20 EA
The determination of OPC-41061, DM-4103, and DM-4107 by
LC/MS/MS, and rifampin by HPLC UV in human plasma.
53.14-00 | R o :
[t 20 ]
g 20lE ~20ME] A
Analytical method for the HPLC analysis of OPC-41061 in human serum.
|
s31400 | I [y, 198
Asp s - 1omE]A
LC/MS/MS method validation for the determination of OPC-41061 and
5.3.14-11 DM-4103 in human plasma.
(ZEEED .
GRAE =0 )
LC/MS/MS method validation for the determination of OPC-41061, DM-
5.3.1.4-12 4103, and DM-4107 in human plasma.
(ZEEEL L
[t 5, 20 )
531413 Analytical method for the HPLC analysis of OPC-41061 in human urine.
(ZA5ED [¢LpvHids &, 198
Validation of an HPLC-MS/MS assay method for the determination of
5.3.1.4-14 I OPC-41061 and metabolites (DM-4103, DM-4104, DM-4105, DM-4107
(ZEEEH and DM-4111) in human plasma.
I D (. 20
Validation of an LC-MS/MS assay method using HPLC chiral separation
5.3.1.4-15 - for the determination of R(+) and S(-) enantiomers of OPC-41061 in
(ZEEED human serum.
I N (e, 19
53.1.4-16 Analytical method validation and determination of OPC-41061 and its
(BEEED _ metabolites in human urine.

I B (v 20l

LI2 IRFTER—&
26



55580 ERPREAER

¥ S| L ==3
BUEH b/ EE B LR L
5.3.1.4-17 I HPLC analysis of Ketoconazole in human plasma.
(ZEEED [ B ERGREST R )
A study to determine the effects of single dose administration of OPC-
5.3.1.4-18 - 41061 on the single dose pharmacokinetic profile of Lovastatin in healthy
(BB EHE male and female subiects.
| EGREETN )
Validation of a high performance liquid chromatographic method using
5.3.1.4-19 _ tandem mass spectrometry detection for the determination of amiodarone
(EEE and desethylaminodarone in human heparin plasma.
[ [t s, 20
531420 Determination of R- and S-Warfarin in human plasma samples by HPLC
(BEEED B (ith MS/MS detection for Otsuka Protocol 156-J-225.
~ I d [Py, 2000)
53141 Validation of a method for the determination of 7-hydroxy and 10-
(BEBE) - hydroxywarfarin in human plasma by LC/MS/MS
~ W ENGREEE N )
531422 Determination of Digoxin in human serum and urine samples for Otsuka
G ) B o000l 156-01-234.
~ I |y, 20
5.3.1.4-23 - The method validation of furosemide in human plasma.
(BEEHD LW @200 EGRESENC )
5.3.1.4-24 - The method validation of furosemide in human urine.
(BEEHD [ N 2 EGRSIEENC )
5.3.1.4-25 - The method validation of hydrochlorothiazide in human plasma
(ZEEHD I B (s, 19l
5.3.1.4-26 - The method validation summary of hydrochlorothiazide in human urine
(BEERD I R [ 1M

532 £ FEARREMEZRV-EYEE

DHBR|EE

5321 MEEARESHRBES

5.3.2.1-01

009473

b LTI A [Cl-OPC-41061 D FIfS &
KfgpgAad (H35E, 9M)
A - 1 oMERS

5.3.2.1-02

017335

Interaction of protein binding in human plasma between OPC-41061
metabolites and concomitant drugs in vitro: method validation and protein

binding measurement.
i E— 20
g - 20MEE ~20 $ i

5.3.2.1-03

015892

KRG A
Effects of OPC-41061 and DM-4103 on human plasma protein binding of
concomitant drugs (in vitro).

IN VB fﬁ:m%&ma, 20M]
gy 2ol ~2o0lE s

5322 FRBEMAUVEDHEERRBRRSE

Study of metabolism of OPC-41061 using microsomes derived
from human liver.

[, 191

5.3.2.2-01 011240
Rt (-
A - omeE] ~omEs
Reduction of MOP-21826 by human liver cytosol.
5.3.2.2-02 011691 g ad R

[%I:Wi&l:l =) 19.’
e - olEp ~olE]
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5.3.2.2-03

016298

In vitro metabolism of MOP-21816, DM-4104, DM-4105 and DM-4107
using human liver supernatant fraction (S9).
rggEg s I s, 20l
sp i 20l ~2oma] s

5.3.2.2-04

017665

In vitro metabolism of DM-4103 using human liver supernatant fraction
(S9).
Rgogsaad I s, 20f)
Aepzhnig  20ME]] ~2o0lsE]A

5.3.2.2-05

012343

In vitro study of metabolism of OPC-41061 enantiomers using microsomeg
derived from human livers.
x| EhasE, ol
gy e ~ oMl

5.3.2.2-06

010760

b FF h 7 m—AP450%81 2t NAHH-1 TK+/-fildI 7 vy — A%
JAUN/ZOPC-41061Din vitrof Gt akER
Kk ad I (dhadE s
Ay - ollE] ~ ollsE]s

5.3.2.2-07
(ZE5EFH

014276

Involvement of cytochrome P450 in the formation of DM-4128 from OPC-
41061.

ket I GermsE 20l

5.3.2.2-08

017950

Effects of OPC-41061, DM-4103 and DM-4107 on cytochrome P450
mediated reactions in human liver microsomes.
KgisEpece - rE, 20M)
FAsp i 20lE] ~2ollEJ A

5.3.2.2-09

016560

Involvement of MDR1 in membrane permeation of OPC-156 and
inhibitory effect of OPC-156 on digoxin transport mediated by MDRI1.
B (s s, 20

A e 20l ~20lE]A

5323MDE FEKRRHMERAWERBEE LU TOMEERL
5.3.3 BRRENHE (PK) HERHBEE
5.3.3.1 BERHBEBREICE T HPKRUMPZEMABRBES

OPC-41061 D Hi[ml#% 1 #2 5-7X5R
i NS T2 kt5: L L, OPC-41061D15~120 mgHi[al#% 14 5-12
B HEyEhRE, EIER, ZeMROARBREORFEBNE T D

533.1-01 | 156001 |5 matn
I
(s, 20[)
Hepia R - 20lE]s ~20lE]s

OPC-410617 [ A8 H 452 5-7XR

&R ANT 72 x5 E L, OPC-41061 30 mgh (V60 mgoD Hilal#% [ #

H4%, THMRER DGR 5 3EmERe, JEEER K OVt
533.1-02 | 1560003 |2tpari 5, 7T LARRR, WATREE, —EERAR

[
tEpsss, 20
RSl G R Es )
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REH [am/gse S BEE RS
OPC-41061 D [ % #5348 (2)
fERERR N 7 & x5 & LOPC-41061 90 mg, 120 mg X7 7R %7
533105 | 156001 | P BB N ST 57 T LR, HERILEHS
I
Uik, 20
s 2ol ER A ~2o0 =R
A single center, placebo controlled, double-blind, crossover, randomized
ascending single dose study to determine the pharmacokinetics,
533.1-04 15 6—.—21 0 pharmacodynamics, safety and tolerability of orally administered OPC-
41061 tablets in healthy male and female adult volunteers.
I i )
AsEiieg - 1A ~ ol
A single center, placebo-controlled, double-blind, randomized, ascending
single dose study to determine the pharmacokinetics, pharmacodynamics,
533.1-05 15 6—.—229 safety and tolerability of orally administered tolvaptan (OPC-41061) tabletg
in healthy male and female adult volunteers.
I F Citpogis 2, 20l
s - 2ol ER ~ 2ol
A study of the absorption, distribution, metabolism, and excretion of “C-
533.1-06 15 6-.-202 OPC-41061 following oral administration in healthy volunteers.
I E Uity s, 20
AR M 1R - 19 ~ Il
533.1-07 A study to investigate the safety, tolerance and pharmacok.inetics of single
(B2 ph) 156—.—302 rising doses of OPC-41061 in healthy male Caucasian subjects.
. L e HGREGTNU )
A pilot study to investigate the safety, tolerability, and pharmacokinetics
5.3.3: 1-08 15 6-.—3 04 following multiple doses of OPC-41061 in healthy male Caucasian
(ZEBEHE subjects.
I < N (s ol
53.3.1-09 A study to investigate the safety and tolerability of OPC-41061,
(B2EE) 156-.—305 administered once daily for 28 days in healthy male Caucasian subjects.

UK T s, 9l

5332 BEICHEITAPKERUVHHEARHHABRERESE
5.3.3.3 NAMERZ K5t L -PKFHERBEE

EETOMEERL

5.3.3.3-01

156202

An open-label, single/multiple-dose study of the safety, pharmacokinetics
and pharmacodynamics of orally administered OPC-41061 tablets in

healthy adult and elderly male and female subjects.
I o, 2ol

~ 190l

AR S ft 11T ¢ 19

5.3.3.4 AR ER Z 5T L 1-PKFRERBES

5.3.3.4-01

156-J-201

A randomized double-blind study to assess the safety and pharmacokinetics
of concomitant administration of orally administered OPC-41061 tablets

and ketoconazole in healthy adult male and female volunteers.
I M
19 H ~

BRI & E
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5.3.3.4-02

156240

An open-label, randomized, two-period crossover study of the
pharmacokinetic interaction between tolvaptan and grapefruit juice
following single oral dose administration of 60-mg tolvaptan tablets to
healthy men and women.

]
[#Epss 2, 20 )
Fsp i 20l E] ~2o0lERH

5.3.3.4-03

156-Jf239

An open-label, sequential study of the effects of rifampin administration on
tolvaptan pharmacokinetics and pharmacodynamics in normal, healthy
volunteers.

I | fpnt, 20|
A H e - 20 ~20lkER

5.3.3.4-04

156223

A study to determine the effects of single dose administration of OPC-
41061 on the single dose pharmacokinetic profile of lovastatin in healthy

male and female subjects.
|
[rEpa &, 201
i - 2oME]H ~ 20l

5.3.3.4-05

156226

An open-label, single arm, sequential design study to evaluate the effects of
tolvaptan (OPC-41061) on the pharmacokinetics of oral maintenance
amiodarone therapy in patients with cardiac arrhythmias.

[t 2, 20l]
FAmp s 20lE ~20 QA

5.3.3.4-06

156- 225

An open label, randomized, placebo controlled and cross over study of the
potential drug interaction between tolvaptan (OPC-41061) and warfarin in

healthy male and female subjects.
. O ——

i 20l ~ 20l A

5.3.3.4-07

156-Jf234

An open-label study of the pharmacokinetic interaction between tolvaptan
and digoxin following multiple oral doses to healthy men and women.

I
[P, 201
EU eIl L LRl K: b

5.3.3.4-08

156-Jf-205

Single center, randomized, open-label, safety, study to assess potential
pharmacodynamic and pharmacokinetic interactions between OPC-41061
and the diuretics furosemide and hydrochlorothiazide in normal male
volunteers.

I (s E, 19l

5335KREaL— 3P

e EEL G LRt & b
KERHEE

DVETEIE R % 75 & U 1= REAE S B REARAT.
st o I Geasss, 20l

TR 2t 5 & L 72 BRI S B RE AR AT

533.5-01 | 156003 |smmmhne st .
533.5-02 | 156004 |BRmmhesnir s =,

KipfgpgAar: I (dhssE 20l]
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534 BRRENZFE =
5.3.4.1 BEHEBREIZH (T SHPDRE R UPK/PDHEBRESE

(PD)

HEBRHREE

5.3.4.1-01

156245

A parallel-arm, double-blind, placebo-controlled, multiple dose
administration study of tolvaptan oral tablets and moxifloxacin oral tablets
on ECG QTc interval in healthy men and women.

I [y, 20
e - 20ME]) ~2o0llEs

5.3.4.2 BEICH 1T HPDFHER KR UPK/PDIREBRIEE

A multicenter, randomized, double-blind, parallel group, study to compare

5.3.4.2-01 15 6—.—231 the effects of 30 mg QD versus 15 mg BID oral administration of tolvaptan,
(ZEBEHE (OPC-41061) in patients with congestive heart failure.
[t iE 3, 20M)
An open-label, randomized, placebo-controlled, crossover study to assess
the effects of tolvaptan (OPC-41061) oral tablets and furosemide (Lasix®)
oral tablets on renal function and renal hemodynamics in patients with mild
5.3.4.2-02 156'.‘221 to moderate congestive heart failure.
I e
[t:REE, 20H]
ek - 20 MEERA ~comee] s
A multicenter, randomized, double-blind, placebo-controlled study to
evaluate the effect of single oral tolvaptan tablets on hemodynamic
5.3.4.2-03 156—.—247 . . . .
(BEEED parameters in subjects with heart failure.

(et i, 20M]

535 AR UL EMHBRREE
BEISEICRE Y 5 LB IR ER R S &

5.3.5.1 BIEE
OPC-41061 D LEFENE (5 > PR OAA) 1SR9 5 H B s sl
000000000 ---
53.5.1-01 | 156001 I
Crtpysss #, 20 ]
BRI 20l$|ﬂ ~20lE]A
OPC-41061 D LEFEE (D SR OAE) IS 577 izt
& L7 ZHE R B
I
535102 | 156002 | e ——
(rtpys s, 20M]
BRI 20l$|ﬂ ~20 | i &
OPC-41061 D /LEFEE (5 SR LAE) (SR 3 5 BRI R
53.5.1-03 | 156004 (4P, 20M )
R AR - 204 ~20 ]
Multicenter, randomized, double-blind, placebo-controlled, oral, dose-
5.3.5.1-04 15 6—.—2 57 defining, efficacy and safety study of OPC-41061 in patients with
(ZEEED extracellular volume expansion secondary to congestive heart failure
[ttt s, 20M ]
Multicenter, randomized, double-blind, placebo-controlled, parallel group.
53.5.1-05 efficacy and safety study to evaluate the effects of oral administration of
( 7;5 %%‘: 1) 156-.-222 tolvaptan (OPC-41061) when compared to furosemide and the combination|

of tolvaptan and furosemide in patients with congestive heart failure

[t E, 200 )
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5.3.5.2 X RABRKEE

5.3.5.2-01

156006

AEBREELF
OPC-41061D.LHEVEIE (9 - ML LANE) (63 5 5 IAHIE S ek
B —7H & H % 572N R OB0 mg~ DI &0 R ORRGE —
.
I
[, 20H)

iiﬁ%ﬁ?ébm,ﬂ;ﬁﬁ% 20lE L~

5.3.5.3 BHDABRBIEEH & THEM LI-HE

5.3.5.3-01 HIMEDREA AT (lljﬂ)
5.3.5.3-02 — wetEOA ST (EW)

5.3.5.4 Z D DEGER

HEBRHMEE

OPC-41061 D FTEEE x5 2 N 5
I e

5.3.5.4-01
g | oE0 [Py, 20M)
sz - 20l A ~20 A
OPC-41061 OIFVEVZIEIZ &3 2 I
5.3.5.4-02 I
i 156-4-005
sz | 1ol ) i 20M]
g 20l ~20 D
Multicenter, randomized, double-blind, placebo-controlled, oral, dose-
ranging, efficacy, safety, and pharmacokinetic study of OPC-41061 tablets
335403 1156 251 [in patients with tive heart failure with extracellular vol
(B LR in patients with congestive heart failure with extracellular volume
expansion.
(i, 200
Multicenter, randomized, double-blind, placebo-controlled efficacy and
5.3.5.4-04 156 . 220 safety study to evaluate the effects of tolvaptan (OPC-41061) on the
= 7§ N/ n B . . . . .
(ZEEED chronic outcomes of patients with congestive heart failure.
(b, 200
Multicenter, randomized, double-blind, placebo controlled, efficacy study
5.3.5.4-05 156 . 230 |on the effects of oral tolvaptan on left ventricular dilatation and function in
= 7§\ N N B . . . . . .
(ZEBEHE patients with heart failure and left ventrlcular systolic dysfunction.
[kt 200 ]
Multicenter, randomized, double-blind, placebo-controlled study of OPC
5.3.5.4-06 156 . 213 41061 to evaluate the effects of OPC-41061 on the acute and chronic
= ygw n B . . . . . . .
(ZEERD outcomes of hospitalized patients with worsening congestive heart failure
I D (i, 20l
Multicenter, randomized, double-blind, placebo-controlled study to
evaluate the long term efficacy and safety of oral tolvaptan tablets in
5'3'514-9\7 156-.-236 subjects hospitalized with worsening congestive heart failure
(BEER) E—— E—
[*JJ:W$& = EI > 20.]
5.3.5.4-08 B Integrated Summary of Safety of Tolvaptan.
(ZEEED [t =, 20|
5.3.5.4-09 _ Cardiac Safety Data on Tolvaptan Integrated Summary of ECG Safety.
(BEEHR) [t E, 20/
A study to investigate the safety, tolerance, pharmacokinetics anc
pharmacodynamics of tolvaptan under fasting condition in healthy Chinese
5.3.5.4-10 156 . 801-01 . . . .
(BZEED -ll-301-0male subjects (single dose and multiple dose study). Synopsis of tolvaptan

study report.
[itrsisE, 20
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5.3.5.4-11 - HEOBIMENT (EAN)
i | |merEomMRR (69
5.3.6 MIREDFEARZRICEETIHMESE
) Tolvaptan
(;;;@O 134) o Periodic safety update report
(; %éﬂ) Period Covered: - 20l - NG 20.
> = Report date: NN 20l
53602 Tolvaptan
(‘E.jjl.]@ £ o PERIODIC ADVERSE DRUG EXPERIENCE REPORT
(; %éﬂ) Period Covered: _20. to _ 20.

Report date: NG00

537 BFT A3 —ERBRUEHIEEE

5.3.7-01 — A VERTEAT R O JEF]— B3R
5.3.7-02 — RIVERER]— B3k
5.3.7-03 — HERAEFGIEN —ER
5.3.7-04 — g A A A L — TR
5.3.7-05 — B AR A A1 0D AT (X
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42354 HERZAVNHER (ML aXRTOREEMEED)
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