HLXHEE 7.5mg
IR & #

FEMICEEH S N-FRICHEDEFI R VAR
DVTHORERFIRERERAIMICHY FTT,
LERHEMOBEEFEAICHAIT SUNOEFBEH
ICREMZHRRI LI LFTEFEA,

RNFHERA R4




HLRANE 7.5 mg

F18 (E2>a—IL1)
(REEFTHERE VR XXEIZET 51EH)
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1.5 ERXFIEROFERUFAREDERE
151 EEXEIRROERE

1.5.1.1 FL®HIZ

MVART BT, RFEESER ALY AR B R D BN 4 10 R 72 7K D 20 2 HEit 3 2 Rl IR
K, Wbz KFIRIE oB%% BE LT I FEcam LT F vy F Lo vy
BIR (LT, Vo-ZH/IR) PR Tch D, v LAADEE 15mg X, 2 - 2% [ — T FIRES Ofth
DOFRIETEHRAF 7372 0 RRITIRIT 2RI, L - & TEE, AT han7r s
ELTI15mg% 1 H1EREROKSES TS, 1 &L T20104F 10 A 27 BIZELER T KR Z BTG L T
% (LLF, #FIEEGR) o 2 0tk, [REIGEICK T 2FBL8MEE & LT A X B EE 7.5 mg 23 2013
2 KRB ST, WA TIE, BAROZNRE - 2R &38R 2R 503, KENZIRBWT 2009 4 5 12 MK
F MU U LMSE] OBIE CER S, TORIMNES (EU) Z2ETe MR 40 » E - il T&FR
ERAL TS (2013 451 ARER)

A, HATHER L7231 2 AT 2504 & LTBRIRERIBRIC I W T, AR O
BMENHER SN2 LD, B OREE - 2R L OHE - HEZBINT 50 LA B EE 7.5 mg DR
ERFEARFH - HEEKRPHE LTI DO THD (R 1.5-1 2H) , o, R#EVEE 72D T
I T D IKRATE ) 11X, BEFOFREOEISE ChH D THEFE] LRFETH L, [Ha
A FIEE 15 mg) TOYIEIKFRBRFORIEE « R & FITERE LT,

A A CHARGE T OMOBEEICIE, B KK Tl B % i 7- I
[ e [EeUNGENESEIESN EH DRNEESESN ES BNt

70, ZRENEERTHY, BT LERBHEOER I THS Qo e AR |

= 1.51 BABRVOSEOREOHE
ARG O
WRies (—We4) | M AABEE1S5mg (M A"THL)
e « SR Jb—TRIRIEE DM OFPRFE THRA 53 70 DA BT T D IR ITH
Wik - & W, RASIE AT HZ L LT 15mg & 1 B 1 ERAKRGT D,
FIBGE AR O E
e (—#x4) | VL ABEETSmg (MART X Y)
e - A Jb—TRIRIEZE DM OFPRFE TR+ DA BT T D IR AT
ik - H&E WE, RAIZ AT HZ L T15mgZa 1 B 1 EROEET S,
A8l B FE DOBEE
e (—#x4) | VL ABEETSmg (MART H )
H & X5y R ESR S 1= (4) BahRelER M, 1- (6) B H &EIEM,
Zhie - iR J— T RIPRIEFE DA ORI PR FE TERRA 43 70 DARUITI T 2 IR AT
Jb— 7 PR FEZE DAt O F| PR FE TR A3 IR ZR I 36 1T 2 IR HR TR
Mk - A& @ LR EIZBT B IRIEITHE OBE
W, RANIE AT EZ L LT 15mg A 1 B 1 ERAKGT S,
@ T IZ BT B IRIEITE OB A
W, WRACIEMAATHZ L L CT75mgAa 1 H IARAHREGS5,

THER - AEIOREEIC K 2 BMERT
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1.5.1.2  FFEZICH T 2 RKRETE ORRKAIE

HERRE N I XN NEAE AL D EEER 2 /0 70 < L, TEALE DIEBhZ [T 5 72 DI BEOFHE B FIE L
TWD A, EFRMIRR % 2 CIIENIC IR LA & A & W (RGBT RO —>Th 5,
ZOENOEEREITR L LT, FRIZESCHANE CDBANH D%, b OERIEIFRI IS
FFRIE, IFRBOBEICHEEICFEECRET S, IFEEE, Ly A LR, Tra—L, AL
s, MBI ORI Z D PTIFORIERIENS R L, RUE T b 5 ARSI X 0 /eSS
URSNDICESTRETh S, NI, B2l L & bICIFREOFARSEIKR L 7T
FFEEDRAE Th 5, ORI & AT RO E, MIRETEESER L2,
ix OIFAEOHENES 5, JFEIZEOBRENEE, FFRZEORE % b, R MDA M
SACGEME () L IEMEME GH) LT B, FEMBERE () (CITAFHERE R A8EAT L C ¥,
K, EkbEE, MR AR,

FFEEZS 120 D IRIRATRICPE D BT R A 152 IR Lz, ZRbDH b, JEKITFHEEIC
B BIREIFRE OEZDFRTH Y, LRETHIBEFERITRVD, KEICHFET 5 & I
RSCRBEMAE TS, ZOIEMNCh, BEADOKREICE > CTRIET, PR, FEig R
A7), PEURIREERG 72 SR 20 BEIER A L B,

= 1.5-2 FFREZEICE TSR RTBICHSELGAR
P k!
K ZEFRAPR IR 2 8 2 CIEREPI BN HITRR Uik | MR LTV BIERE,

REC72 % & FREERANE & A CHAE L, (MBS TIHAIEE 3 e L bW 2 IEIE R %
2L, VTR FET S,

v TR T A xR AET S, ORI, K7 L7 2 MEICRRT S, &
B ORERN & B3 U C 85 IO A B D, RESEI S AL, BT
RLTEY, HZOLTRMTX5 5,

it 7K. AR IR I AL T D RN T L —T O ZERN G, BEEDMENIZAE KRN TEA L TAE
U508 HHaEECRRT25E61M% <, Al 70%, 0 15%, Wil 15%0E & T
FEU, BRI S 2K & 1 D BE D 5%ICF AT 5 2,

1.5.1.3 FFEZRICE TS ERTEDORERF

P2 361 2 IR FR DR RE DO b & 723 b oiE, @ @ MIRETTHEREIC X 0 4 U 2 Bt m g
OIEIE, @ : ODFEEE L 2BIRITEOE T, @ : RS L DET LT L UV IED D]
BEBEDETIC L 5Ky OMEN~DRETHD, T2, BMBMFEORKLIET LT I 2 MIE
12 & 2 MED MAF S ~ORHIT LV RIEE RO MFIFE F L, BlEAEF, L=y 7o oF
FUvy TV RAT RIS SN, SRS TOF b Y AR T, AR
MAHRE S,

PRS2 3515 2 (RIERTHE O F 72 T G d 2 K O RRIRNC IE Z > OARGEEAET B

—> B Under filling 3. CH 2°, T4, FFBEZEOEST L & bICHFFIRE:, FPRPIIRE D8
MH I, IR EESE 2 0, BRNEKED ER, JFY L ERosmEEhl, U
PERREN Y L SERA~OWARE LFD &, RES MK L LCHRT 5, - ORE, G

1.5 IR CILTE L ook B ONBRFE D iR Af:
4




BRI R N80 L, 2 AU (RIEHEIR 7 2 A L RS T T R U o B R OUKEFREICI <, &
TERTHD,

“ o HIE Overflow #°°C, BTOF kU v A KEWRIL A TTHE U CHEBR IR HIIN L, JFRR
Wb S L E o TR L MER K E LChENIS E LTEY, FRED EFRF R
2 AKEWRITTHEDORIIZ 72 D & STV D,

= A ORMMEEER T, RRLEIEIC LY, MEERMIEE & 2 o MR L o R
B U, AEE I BRI L, AL, Bk, SEBINRE, A
Bk & OESAR AR L, HRAREER T ORERIE (BToF MY v LA KOIFR) &5
T5HELTWD,

WPROEHTH, TR UL KERESE COPRRES EE S & EARBICORNS LS
nT0a E7z, Y UL KEERRESE LOBARIET LT LV EO 720 I B RE
JEMNEW L CWAEAIS, FRIRIICIT SN D RIEER A RHT 5 S,

1.5.1.4 HEZICET5ARRITEICT HIZEMEELMER

AFEZEBIHEN A R T A BN T, AT 2R, 26 L EAHIRO 5 212 s
ZERFEAITTH D, MK E LT BRI BT A RIS R A E IR L LT, E
BT, IR SUIARHIRCIAT 258 bH 228, W ITRIRENEH Shd, FIRE
%, FFERZE IS0 B IR AR 5 1 DR b AR CTh ), BB LTHT L

R2AT v 3, BILV—7FRENEHI N TS,

ZOMOIYIEEL LT, TAT I VAN SN S, RRZE BRI L < AES
NAEIICH D 2, D OFWTEE T2 ENRD DRV, A ZERPHGE,
REL /A RS T A P T & W S R BT, MRS - SRR ¥ > b, RSN PR e B
¥ ¥ Mir7e E OSVBIHITRE DN IR S 5,

FFRIZS I 3503 2 ARIRETRRICIE BRR o L B FIRERBEA SN TV DR, ZhEnMES L H 5,
L7y RAT7a U3KE, FIRERIEZSS S, MOFRECTAELC LW Leh VU LAOHFEICITEL
TV HEOOMFEF F U 7 ADETFEMEIT2 2 &IXREECH 5, HOEHREFRE C b 51—
THRIRIEIE, ~> UAREE FATIICER L, Na'/K'/2C1 ik A fRET 5 2 & T, b DOFRIT
EANHI L, BIEETASM AT B U Y ARIRER 27T, JRAOF R U T ARH Y Y A0
WAEIEHET D 2 L2 X O FIRIER 2539720, ZOHRERICIE, € h Y w7 AME, K5 Y A
MIER EOBMERF 2E -T2 R’ D, B Y T AMIEIXH Y 7 LA8EA], HLT7 LV RATE Y
HOPIC L VBFIETE 228, & F U w7 AMEEE T, wEEicREEch2 > Y £, m A
BON—TFIREOH AL, BERECEMETIXR-ITIYAZETFLOWELH S, T, L
— ZFIRHI LM (1 & A5 A U CESAC BT 57200, FZ CHRT BT L7 L i
SETIHRRE~ORIENZ LS, BAROFRELEL L THH0RERNEONRNEARDH
D, BSOS EEZ BN,

1.5.1.5 HEZEICIET5EREFEIIHT HEFEDOREE

RANT S NE, VB BIR~OREG & BRI OB AN BLET 2T F FED V-5 A
FEPIHC, BIIEAE O Vo2 BIRICHHI L, H Bk O BRI A HE 3 2 KFRECH V| T
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ZRT BT 2 IRURIT R OV I B W U= T 2 A3 2 FIRETH 5,

MR T 2 2 OHEBER G, BEAFORREDORIEM TH 2 EMERHE (KT U v AMIE)
R DB EN OBFOFRENERETERWEE TS, BIFORIREIENMF G T2 Z L2k,
BAFEIRZ NS ¥ 5 2 &, KRITEIRNEBAZUEET 5 Z L lifs s D, BRE~ D%
bR, BEEDE(MIMZ S EE ZTIBRED DB FONREDOHEEN TE RV EIZE N TS,
BN X0 [FRRICERIRATRE IR 2 ST 2 Z e lifF S,

F7o, BEFOFIREEAEAETFRRR D Z b, K7 AT I VIER EIZED, &HEOF
PREEZ G L THRIRITR IR T D8RP AT 07235810, RRICUERR BB S N D,

Z T, MAANTZ L OIFRZEZ R D AR TR TR 2 BSR4 3L 52 L7z, ABHIEFHEIC
BT, AR (156-JJ-002) 2 20 = | 1 25 20l 4= I 7 @, AR R (156 J005)
ool E= 20 0 EQ A C, BUHRERE LTI3RER [ (FI7ERE 0 EERLERR

(156-Jfoo1) , 7 pRIZEz s 5RE (156Jfoo2) | EkIEmRER (156 Jf004) 1 % 20|}
el anrs o= A, snEhBEATEELE,

152 BRORERE

1.5.2.1 m B DFIFDRERE

AKHEEILY L X HEE 7.5 mg (2T D EBMHEFETH 5,

B RBRIZEE A L7 T X COSERNIBERGRRIAF T 5 A A B §E 7.5 mg L O A A 1 8E 15 mg
ERICHEYEZHNTERY, Z2H TR0,

1AL O I RS (156002 claemamREmsfR ST s 8 mm &0
15 mg $£ & 30 mg $E %61 L 7=, 4 AR szt (156 J005) i, 15 2 lficmz, 8 mm
B 75mg $EABIM L 72, FHIFHFRBR CTIE 8 mm D 7.5 mg S22 L, %D 5 bk KR

(156-J-004) 1213 6 mm £ 3.75 mg $£ LA L7-, 2 D 8 mm AP 7.5 mg §E & 6 mm £ED 3.75 mg
BEIER—RRAY L Th B 720, & BB 2% 1 ERA O B F RSB 4 K427 iz
2= TIERLH O AW R SR A Vs HHERBRIC X 0 feRB L 7=,

A SRR (156 J004) 12k, MEBRARAID 8 mm D 7.5 mg bE L FEFSHITIK
TEE 272 6 mm ED 7.5 mg FED LW PR M2 MR LT, A AU EE 7.5 mg IXBEARERLA] D
Y AATEE 1S mg LR —EtbE 72D L9, BEFPUHITIIRTEZ 272 6 mm 2D 7.5 mg $EICH
oEe# % oL, E-BRBRBICE T 2B R ORIEN 2 28 L Tk BRE F K
ELEREBMAT, 2O X512 6 mm £ 7.5 mg §EH D DL EORE I F 06K % Jerm L
DL EBREEOLTH Y, #0ERA DN L E O AW FRRSIERBR T A FT 427 12
X AKMEIHY L, £IT, YHA R 74 028> T o6mm £ 7.5 mg $E & HFOOERES
TED 7.5 mg §&D AW 7[R ZPE 2 P HRRBRIC L 0 fERR LT,

E7-, B LA BEET.S me (FEEERRFIOF AR HEE 15mg L RO THY, GENRRD
9 11 [ B O AWy 0 R St RBR A R T A 7 ISt > C I 0 £ 1 O [R5 R B
2R R LT,

A AT EE 7.5 mg IZOWTHIE R ORI IELZRE L, £z, DEERBRO S 6, EWIRAT
REBUIAGEH TH DD, FFLTRELMIETRDO LN TE LT, BERTEMMRETHD Z &1
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E Sz,

*1 B RPN R DR 0 ERRA O RSB T A RTA4 CEALI8H 11 A 24 HER
FAIEH 1124004 5 [1RFEEHEL OEWFHIREERBRT A T A L EO—HLIEIZDWT] )
*2 ¢ % OB BA DT E O AW SRS RBR T A KT 4 CER 18411 H24 B ¥R
WIS 1124004 7[RI EHE OEWFHIREMERBRT A T A L EO—HLIEIZDWT] )

1.5.22 JEERERDRAFEDRZRE

FERE IR AR DB ORI, FIEIAGEHFERFEEHI R L T D,

RHFEDRIHE - NRACHE L T DT VB % T2 SN SRBR AR BR A X, HI[E] RS R HR
HDI=, PR A R T D 2 L & L, FEERRIEMBY SRR K OV BR O BT IE, YA A
71 8E 15 mg OFIEIHFERFICIEH L, BRICHES T\ D, £72, AEIOHRFEICRT D EARHES A
& (7.5 mg/H) 1E, PIEEGEOEFHE (15 mg/H) K0IEWZ s, FIEAGRREO 4R
DA TED LB XTI, 7P, HAREITEISIEN 72 2 KE R ORKMNIZIBWNT, M ZEge L
T B RRER DN G S 727 O3 LT, ShE®Ea VW cdmEaBRopdgix, 283 &k e LT
CTD2.6.6 }2 X CTD2.6.7 {27k L7z,

—45, wanzzow, IR scErmRgsE sh o s, I
My [ME |
NESIbR b [ ISR T AU 00 BMTERE SN Tre
IR Sy r =g Do Tz,

1.5.23 EREKROEAFRDORE
1.5.2.3.1 BRIZCBITAFEZIZE T 5ARRETEICx T HERKFARDREE
(1) RERMEER

FFREZS\Z 3500 2 (NIRRT R S50 2 Bk B 2 = 5 1o b= v, 20 42 1 A | P i
BEM L, SREEEREA O EOZ YW THER L=, i, 20l =I5 e
(A E 2 I L, o7 n—T v T 20 E
1R e 2o, 2010 B 0o mERRIcs T 2 5 MEEE, 28
#, ROwWE AT 2 I 5 -, R, o =100
MilL7 (EEICED83) .

2 =zrwxz izl 5~20 =15

2wl = A NPl FIEERE A S L U BRI 247 5 B Bs st o Il
#xd, Agicso T [
. O s E RS, &
c, I - - - LA, DAk B 0 RSB B R A A
T2 EE B G L L ERABIDEN CIIEM SN TO RN -7 2 LD, BATE, £ Wi
EICE BT A v L, RERRBR (56JJoo2) #FMi L, 2ok, MEREAR

(156 J005) % %=HE L=,
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@) AEZFRER Cl=l A~20l= 5. 156 002)

7t F& 40 mg/BUL B LT FEIRE TG KD FED AL D IFREZE B 18 il 2 %t
Gl L, MANRTZUAEFAREEREE (15mg, 30 mg, 60 mg %43 HIE) 2LV Bm&ES L,
B B OV A % ZRIRIOIT R L7z,

FOFER, SAART Z AL DKFRIEA L OMEEOWD, THRIFMEOUE, RGO
RHLNT-, EAERES 3 FILLE) X, 1, HR, FIRERCMPREBENC, F5%F
LD AIAREROIPEA TR B S LOTH Y, Wit 5% IRBEEI S0 KT
LT bR oTT D, BAMIIRICRERMEIT2VWEBZ b,

b) AExcER ClfjE=] R~ 7. 156005

BEFORRIE OL—TFRIE BTV K27 0 VIO, DUFRE) 285 L THIE
IKIFRD BN DI BE /502, FAARTH 2 75mg, 15mg, 30 mg, XIX77kR%E 7
AFLEMER G L, REEGEROERE (X=X 74 0008 E) (233 2 H &S E RE
L7,

Z ORGSR, 7.5 mg~30 mg O H &P TH LR HERIGHEITRO bR hoTob DD, ~r
INT B DOKFIRVER, BRWER DD MR I N7, FFIZ, 7.5 mg BEIE 15 mg BES° 30 mg
LS MANRTZ COKFRIERICGERT 2 &£ B 2 b5 A FEFLORBAFENEL, Z48
HEOHR TENTND EB 2 LT,

maEsEsssTE, o) E 0 B pexEns () 2T, %
oft%, I . N -2 58 50N, xS ToR

REIIT, 3AOHEMARERZFE L, FiLT,

@) zumEsiz o=l s~ =15

@) FstRen—sumtEiin £ 8~20l =] 8. 156001

BEAF OFIREE A4 5 L Th, AR DN BHAFEAERE Z/RI, FA AT H 2 7.5mg X

X778 R%E 7 ARBIEREG L, LT OfEm 2 15 7,

s EEIHMEIEHE THAHEEILX, T EARRICHKR L TIS5mg B THRICHAD Lz, 7.5 mg #f
DRI, $#5 1 HHPBRED L, RERIET B H £ THkE L7,

o JEKEIEL, T BARBECHEEL T 75 mg TRV ENRE o7, o, B 7.5 mg #
THOBNKRE o7, 7.5 mg BET, MEH= =2 —I2 L B MAKIFRIRIEOZ L, FRIRIE,
EAICRE S BRHER (EERIAR, SLRiER &) OWERRD b,

* 75mgHET, RENTHENGTHHEETHER L CHEMML, BWINEIXT 7 BRREE AT
KR&moto, £72, 7.5 mg BEOKDINZIL T 7 B RN TRE 2ADMER LT,

o REVHIKRE R T,

b) 7EmMzEzsB5HE COEA~20 = 5. 156002
BEAEORIREA B LCh, BANRD bNDIFEERE LRSI, MATHY 15 mg

1.5 R38R O R K OB %8 O
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Z 7 AMBIN&E %, I 7.5 mg UIERR DA+ 7235513 15 mg (& LT 7 A MBS

L, LUT O a7,

*  75mg/H 14 ARk S, KON 7.5mg/H 7 BIfE5% 15mg/H 7 HRE&GIE, Lic 14 A
OB NARETH Y, HRMICHERREEL RIS ehol,

* 7.5 mg/H®D 14 ARG, 7 BREEG CHREZBD S, 8 HHURBOMMKGER S CTH
WCHREZD S, BRZS50Z0IE0OENEOFMEE T, &5 8 HHLKICE
72 B3R AT R DOHEFF N RO BTz,

*  15mg/H~DOHENRITHEZE TEX o7 b DD, 15 mg ~OHERITREI P L 795
HH 13 B2 BRED T,

¢ mEEERR Clfj=] R~ 7. 156004
BEfFORRE L LT, EARDRD LN DEEEE 2RI, AT H L 375 mg

XX 7.5mg & 7 HRELEME G- L, LT O @mEST,

. %Eﬁ@i,ﬁﬁﬁ_lﬁaﬁgﬁﬁéﬂtomngﬁfm7ﬁﬁif%ﬁbfﬁ9b
375 mg BETIE 4 A HODIFIE EDWA & 7n o 7=, BEKE K OWE Pl RS ) 2 iR
S,

o REIXTSmgBELON375mg BEC 1 HEMNSIN L7, 7.5 mg BETIX L ERRIFIRIE
AW 2 EpRENTZ, AWK OEREIE, WTFHORETH 1 BB 4~8 B Tk b K
ERADME TR Ui, WRERIZBETHRGZRIIETL, KFRIEA RS, R
i b U o ABEIEE, 7.5 mg BER Y375 mg BEILIS, EHBICKRE B L Lotz

*  75mg BEKL TN 3.75 mg BEILIZZ MR KR E RREIT e o Tz,

4) swEHzcEYsERE COll=]A~200 =17
(a) TERFERH 7.5 mg SO EMFHRSHERR (156-Jf004)

fERERR N B A K512 7.5 mg $ED 8 mm FROIRERHA & 6 mm O TR T ERAl & DLW
PRIV 2 RET LTz, ZORER, TRBREA L Tk E /A & O &Y PRSI MR S L,

VST B DRFEZSZ 31T 2 REHTREIZ5 9 2 BJE DR 2 X 1.5-1 1R LTz,
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1.5-1 MILINT AU DIFREZEICE TR RETEBIZHT 2HEDERER

15232  BNIETHIHFEEICE T HERITEICHT HERKRMAZEDRERE

FETIE, TEENRFER S U TIFEZICET D IREITE 287 5 B 2 /%R 15 mg T30
mg AR L Lo iaaEss (56Jsos-on) 2320l #7005 20 i, 15 mg DI BIHE
#Er (156-J806-01) 23 20 iz H SIS N, £ D%, 15mg RONT.5 mg AR E LTS
ARG EE RS (156 J805-01) | BHERAE XS L L 7.5 mg OERFRIKIE - SmBEi
B (156 Js07-01, 156 J808-01) %M L T2 2%, AShAEH FEIHCIZ MR ITHT D G
GRS TUVZuy,

—05, BOKRTIE, IMEEICRT 2 EREITE 20T 2 BFE 2L & LRI FEm ST
R,

153 ARHRFBICAVEFEZRICE T HFERTEICHT SBRHART —2/\v 75—

FFREZE I 354 2 (RIHTRE 2 A3 % BB & B b Lz Bk, 5 #8k (156002, 156005,
156-Joo1, 156002, 156004 L AARTEM L, MAT, FFEIZEICBIT B IR %
AT 2B TOHRHE L 70D M NT Z 7.5 mg OIRBREA & il T E 54 & oA 7r0 [R5
v (156 J004) % RATEM Lz, S bIZ TN TRHERE & Lz,

WA TR S NIRRT, =T RIRIEFE DM OFRIE TRRA A4 70D A EITE T DK
WRETEE ) TOMGHRICKT L [BHREREES 2 x5 & Lk seffes) . &
o, EgERRR (156002 ZEET2IcH 0 BB L IFEBICHES KT B Y ¥ AffE
BE LR Lo EggRR 15eJf03) 1 2, rhensBEmp L LCERRBRT -4y
=V E DT, HETER S NIZBRRBROT — 4 /8 r— D%, ARIREHRERIC I E 2 AGR
SHTOARNLA, RGIRIEAAEN L A TH S 7 DL ARV TR E BB Rk & L
TRLTc, £7z, #goh CRER L) THEE LT M) v AMEREZMRE LT T B AR
TR E MR 2 3R (SALT-1: 156235, SALT-2 : 156 J238) oRFEL & ARIA &K
7 b U U AMSERE OZEVEREOBIIEZ S ZEE L LTUR LT

B ;5 e Uk, I ~ - ) >, KT — %
V=V E ORI T,

1.5 BRSSO K OB S O
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AGRHGEICH WP B T 2RI kT DR RER T — 2 Ry r— U %2 1.5-3 1R
L7,

x 153 FEECHSIT5RBREBIIHT SEBERABRT —2/\vr—o
RER O FEE RO B P 511 B
BRI 4 H& JiRE AN
AR [FEhE]
EMERIFRER
FE WA TR R AW R A 4 TR T 1 H[E#% 5 FTAMG & Ak
156004 [FA] 7.5 mg
B PR M BN AR BR
EREREERET A L | BMEREN LT | BE O R 5 BEEE | HERE SEGE
U 7= B R SRR TR it A 60 mg

156282 K]

AR UVRENHR

JH R E R FELOGE, 24 | BEFORRE L S5 | 7 HRH FEAT &R
156-J005 i LCh, EANZEDS | 7.5mg , 15mg, 30mg
[AA] B FEE BE 77 R
TIEREDOZEHERL | BRMEORGE, & | BEFEORIRIEEZ S | 7 B FAM
BB 4ol LTh, BARREDE | 7.5mg 7IER
156001 [rA] N2 PR B
i R SR SR 375 mg & 7.5 mg | BEFOFRE A K E | 7 HH FEATG & R
156004 [ FA] DINFHER, | LTh, BEASEDS |3.75mg , 7.5mg
SEyEhig, AR, | LD ITEEZE B
gl
THHAZHBEZ %GR |7 A28 2% | BMFEOFRELHRE | 7 AHXIE 14 A R E
156-J002 [HA] YRS mg~ | LTH, EASRDE | 7.5mg 27 HE#EL L, #
DR PRV R T e BEOREIIGTT, 1) #

HA&T,2) 7.5 mg X% 15 mg
|7 B E

JHEPRIRER HERR, 28t |BEFORMREL &L | KHE3 AMTORE 9 A | fMEER
156-J002 [HA] LCh, RIERTREAER | [

Lol oY AWV I RT N  E y 15 mg 2> B BAA L, FEdK D3
KB PTLEMEITEEN 2
Loplr & A 30 mg, 60

mg ~
JFREICHE DR MU » | HERRSR, A2, | IFREICHES KT | 13 A BEERL
LMJERE ISR L Uiz | et EpEine | Vo AiEERE 5mg, 10 mg, 15 mg, 30 mg,
P EPR AR AR 60mg, 77N

156203 K]
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154 FILNTE2OOBEERVUERG

1.5.41  FEERIREABREUED o A-HEBRUARMK

MR T 2 TR NG THNIRIENT T RO V- KRIRFEHTEHETH 5, B FOFRHE & 5
Y, EREYRM ORI Z D2 VKSR OBINER OKRIR) 2R,

(1) AEMRARERZELTELY, V- RREICRVERERZTY,

t hARY Py Vo BAR A SE S 72 HeLa Mz W2 B IEEARBRICBWNT, b
NT L ATV ZFRRITEOBIEEZ R L, ZOREEH (Kiff) X043 +£0.06 nmol/L &, /3
VTV DD L VK 18 N7, £72, B b V- FIAFEEL HeLa MIIIZH\V T, Bl
TITHIEP cAMP BZ2 BN EHS, XY T LIz X 0 EASN DN cAMP &% 2 k7
BB L, V- BRI TER 2R L (WIEARE CTD 55 1356, 1.53.1 (1) F48) .

(2) FRERIZEYBEKITBERET 5,

DAFN=ba VT R UERIFEAEEKET VT v MIBWT, MR T X U OF|RIERH D%
BUCEEVS, BEKETREOFRIE L L CHWRE LB L= (CTD %62 i, 2.62 M) |

R 5 RI{E (cm) 20 B E5RIE ()
269+0.5 268+£04 266+04 264+03 487 +23 486+ 18 482 +23 475+ 14
I_T_l Al 0
o000 ‘ ‘ ‘ .-gJ-v L l.é
, ” B 20
W _ -1.0 N
S & S =0
®S ?é( -40
£ 20 =
ih
ﬂ; $?_< -60
3.0 g0l
3k
-4.0 % EBRE 1 3 30 -100 Fopiick i 1 3 30
RILINT A J0+€3K RILINT A J0+3F
(mg/kg) (mg/kg )
1.5-2 FREEBKETILSY MIEITD MLATE2ET7OES FOE

ERUREICHT SR RSN LDEL)

PRERIRIE a1 & 3 24 R OMEFH R MK E D02 R LT,

P £ YRS, n=8, "p<0.05, *p<0.01 GFREEELE DOLEED)

FE : Dunnett i (WfH] : " ARTZ ) RONt-FE (W : 7aek I R)
<CTD % 1 &, 1.13.1 BEAGERFE R (1.13.1-03) , CTD2.6.2 (IX]2.6.2-26) >

1.5 RO 3E RO R K OB %8 O
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(3) EFEBEMBRIREELRLGY, KIRERETT,

B~ A, v, UPEROA X, MATH U EROEELE LA, HEEFER
JREDOHN & JRIZETEDIKR TR OH B, BHEAKZ VT Z AR, £, TELAR
ETN (A X) IZBWTHIEFREY & RERICKFRIERANRD biviz, RPEFEYRCS T2
TER ZBEFEORRIE L e+ 5 &, HIEA X TlE7nk 2 RERARVITE A CRPERE Y Z
BT, 7y MIBWTIRERINSE7=0NZ20EMAIT 7 vk 2 izt LTI 5025
S7 (PIEAGE CTD %5 1 56, 1.5.3.1 (2) ) .

80 1000

~ 60 H ?0800
. H g

= ¥ & 600
ugl = 40 Y 2
E; ma

B % ¥ & 400

o
=]

=

8 « 60 -
&
1 T 40 7
4E &
BN % E = ok
L4 =20 o
£z X2
P @ O R
0l = | 20
*EE 03 1 310 03 1 3 »EE 031 3 10 03 1 3
RILINT 52 J0+3R RILINTBY J0+3R
(H:g\/kg) o (mg/kg) (mg/kg) (mg/kg)
X 1.5-3 REEA XICHTHRE, RiREE, RPEHZFHMRVEBHKS

D75 VAT HER (I51& 6 FrfE T D)

PR £ YRS, n=6, *p<0.05, **p<0.01 GHHEREE O LiER)
RE : BLBLEEZ W e B AT,  sHBREEIC ) L C Dunnett /€ (i 41)
<MEAGFE CTD 85 156, 1.5.3.1, ¥ 1.5-3 F#5>

(4) BFrUDLMEZHRET B,

RV T B AT, KA ET AT T LY O TR G L 0 ERL L 72K R Y v A e
EFIL (Tv b)) IZBWT, ERIKFELTIET U v AEEAZSE L (WEEER CTD
H1E, 1.5.3.1 (6) i) .

(6) REH/RSHEPICEEL TFRERZTY .

WHEZ v M MW ART X o ARMNEROERE L& 24, BEHIRM 28 T EDOF|RIE
FMRHER Sz, ZOF, FTEEOAY T Ly o EBEOEIRICET D V-5 BRI BB T
SN do7- (PIEVEER CTD & 186, 1.53.1 (3) H48) .

(6) EIEHHBFRELOHATHLKFRERZTT,

HHET v NROA X AT HZ o Tav REEAEET L L, 7ot 3 REME SR
WL C, JRELBHBEAKZ VT I ANEM LT, £7-, RELOARETT IV (£ X) ITBWTH,

*HHBHAZ VT I UALE, WEEEERVWKOPEEETHY, UTOXTHEHEIND, BHAKZ VT TR
= JREEIGEE x  (M{HFREE - RIZSBE) + MiFRETE

1.5 RO 3E RO R K OB %8 O
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MR TFarT7av ROEHIZCEY, 7abv I FEMBGERCHE LT, JRELHHEAKZ Y
T UANEEM LT (WIEKEE CTD 45 1 86, 1.5.3.1 (4) H48) .

(7) #EAERRF BHERVESMNTHEICEZEZSZIEL,

HBLREET L (L R) IZB0OT, MATH L OFIRIERIOREIU ST, mghsy 7
LI VRED ERBB NN, VEUEEROA T 2T I VIREICIIRE L o T, £,
RURIERIC - COMOTER (BIREAIE, A ARS8, ZOMo 25 MiTH
e GRFE, ARG, IR , B CEMFTR, RERAEEEE) 1O LTIEsA
LB Lot (MEVKR CTD 4 1#, 1531 (5) 8 . HEEH A XITBNTH b
74 ORIRMERIL, PRI T, BHHE R OVl mATBIE A L TR B % 5 2720 7= (§)
[A7&G8 CTD %5 4 &6, 4.2.1.1-22 f548) .

1.5 R ST RO R & OBR R D %4
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1.5.42 BREKRABRRENOA-FEEVCERN%

BEfFOFIRIEZFEH LT, RKIFREDRD DD FEERFICX LT, MAT X E2H Il
HOK T TG L7oRER, DUT QR OVF A EGR ST,

(1) RERVEKEZELSE, KRETBIZHESERTEREZHET S,

A G REOERE D= F A 0D OE b CEXE £ FERZE) X, "MAATH 2 7.5mg
B-195+1.77kg, 77 EREE-044+£193kg ThHoTz, "MATHZ 75mg HOKEIZT 7k
R AAFEIZHEA L (p < 0.0001, thE) , FEMEZEOSHEEMIT-1.51 kg (95%(EHEX ]
—2.08 kg~—0.93kg) Th o7, KEHMINE M ATZ B EOFANS L BN, B Z®EL
Tk L7z (X 1.5-4 2/0) , B, JEKEE, 77 2R L TR AT X 7.5 mg BT
BN KE DTz, £z, BES ML AT X 75 mg BTV ENKE o7z, M7 H
> 75mg BT, T 2 —IZ XD MKEDOUE, TRIFEOUGE, (KREATREICHE O BRER (E
R, SRR OENRD LN (F 154 KOE 1.5-5 5H)

p <0.0001

REDOEAL B (kg)

-2
3+
-4 ,\_I_ = 1 I I I I I I E.ff&
4. IHE  20F  3HA  4HA  SHA 6AH  7AA o
#l % A
MR THETS5mg (82) (82) (81) (81) (78) (76) (75) (75) (82)
7' TER (80) (78) (79 74 (73) (71 (70) (71) (80)
—O— AT H T Smg  —O— T TR
B 1.5-4 REDR—ZRFAUNLDELLEDHERE (T3 RED_EFTE

L 3REAER)

EEME + EREREE, O Bl
p fE : Student D t BRAE, ALK G T OREMI LI,
<ERE 273 [K2.733-1>

1.5 RO 3E RO R K OB %8 O
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x 1.5-4 BREBEEEOEKE, BEEOR—XS5A4 U LNELERUVREK
IFRRERER (TS5 EREND_EERLEERR)
HH MR T B 77N p &

7.5 mg FRE 1k

fEkEZ bR (mL) -492.4+7603 | -191.8 +690.8 p=10.0093
(B%ER) (82) (80) Student ® t i TE

fEPAZE L& (cm) -3.38 +3.56 111 £3.67 p=10.0001
(B%ER) (81) (79) Student D t A TE

MK R IR e R (%) 56.3 25.6 p=0.0001
(e 45 /et G0 5%0) (45/80) (20/78) Fisher O [E =R 15

a: VHE + fRVERE
b : JEHm = —THE -

(g + R /EFt x 100

<EREF 273 27334, F2.733-6, 2.7.3.3-5 X0 1ER>

= 1.5-5 R EFOTHRZEERVARITBICESBKERREER (73
tHREDZEERLEFER)
HH MR T 77k R p fiE

7.5 mg e 7 ik

TG ESGER Y (%) 54.8 28.3 p=0.0168
(Sl 55/ 5ef G %) (23/42) (13/46) Fisher O [ 2R 15

iR S | i 62.5 37.3 p = 0.0090
BRAER SR | (SeEBIBUs G150 (35/56) (22/59) Fisher O [E #EfE 1L

(%) S EpIRTE © 71.0 48.5 p=0.0090
(B 55 /%8 S 511550 (49/69) (33/68) Fisher O [H #2315

a: CEUIEE + 8% IN—RAT A U bEEEGRFE TRERDZ2WVERE 2R < * 100

b (E + WK #lET THo) x100

o PEBRFE RN (L + W) BEHTHT OO BRIERY [HY ) OfiEk x 100
<EREF 273 27337, #£2.73.3-8, 2.7.3.39 LV {EH>

(2) RE~NOEREOHMZEMSET, BHKOHMZEMSED KFIR)

MNNRTZ I, JREIZTBELGEML, RFBETEIXET Lz, £, RIZHETEIX
MFRIBEDN—2 T A AMEXVIRVMEZ R L, KFREARRO N, 1| BRFPF MY T A
PR EIX, 1L HE KON T HHOWT NS RN—RA T 1 o LR TERGHBICKRESE LU h o7 (6
2%82.7.23.2.1 58)

(B) EFFUIDLKEZEILSETIC, RERVEKEZRLSE S,

MART 275 mg/BIE, RP~OEBMEOIM A NS o7, TOFRE, MiF) k
VU AREZRTIELZ LiTnrole (F28272321 2) . £z, HHRIOMIET RV
T LPRFEA 135mEq/L R OBERE T, M ASTH OGRS, miES R U v ARES R
HRIOMEZ TEIS Z En/a, KF M) v NREZELIE RN LRI G 2 &
2.7.42.1.52)c), 2742157 K1V 2742158 W) , —J, HERIOMET NV 7 LRE
25 135 mEq/L A 2 OV 135 mEq/L LA LD W o5 7 7 /0 — 71280 T b IR E D & ONE K &
DRRD BN (GF 2 M5 2.7.3.3-10 (K 2.733-11 2) . b0 s, MR TH

1.5 RO 3E RO R K OB %8 O
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AAHET P Y U LAREEAE LSS, REMOMEKEZRD SEDL 2 LRSI,
(4) BHEBETHTY KERUVEKEZBRLESES,

BB GO REZ LR CEE) 3G 27 LT F= (RN—R T A Al FYEE ERE~2.0
mg/dL DHERE T-1.66 kg, FEUEE BIRVLT OHERFE T-2.17 kg, k&R GRFOIEKZE R (K
i) XME7 VT F=2 (N—=RT A Ml) FEVEE ERE~2.0 mg/dL O#ERHE T-534.4 mL, £
Y LFREL T OFERFE T-459.6 mL T > 7=, KHFED O DK TIL, 7 LT F =78 2.0
mg/dL UL FOBEE G E LTEMLTEY, ZOHEANTIIME Y LT F= 0 NEETH, K
BNOEKREZRD SEL 2 LvRahiz,  (F28#2.733-10 KUK 2.7.33-11 ) .

(5) HERIVRUVEKERDIE MBE7ILT I EICHESNGL,

PR B RO REZV R CEHE) 1ZMiE T A7 2 (=25 A AH) 2.5 g/dL Al O #E R
FHT-2.19 kg, 2.5 g/dL DL EOWERE T-1.85 kg, Ki&EGROMKEIE CEYME) (XmiE 7
NWT I U(R—=RT A M) 2.5 g/dL Kl OHEERF T-440.8 mL, 2.5 g/dL LI EO#EERF T-513.8 mL
&, MET VT I EICEIS N otz (B 2 #3K 2.7.3.3-10 VK 2.7.3.3-11 &)

(6) HERLREUVBKERDIE HRATIEBFOFREDIRSEICHEING,

B G REOREZ bR CEME) 1, W—T7FIREK 80mg/BLL EXiTAE " /T 7 ki 100
mg/ H UL EO#EERE T-2.09 kg, /L —7FIJR3IK 80 mg/ H Kfifin>A 1w /7 7 k1 100 mg/ H A
DHERAE T-1.85 kg, HfE G RO R CEHME) 1%, A—7FIRHE 80 mg/H LI E XA
v'wa /727 k100 mg/ H UL EOWERE T 576.3 mL, /L— 7 FIJR3K 80 mg/H Kiifin>A ' rm /
7 27 b2 100 mg/ H R OBERAE T-438.8 mL &, (AT 2BEFOFIREDOK G BICHBEIN
Motz (52 #3 2.7.3.3-10 KT 2.7.3.3-11 )

(7) EBHEEICEZEESZTL,

S RERE ISR T D A EERORBRIUL, 75mg L T I AR L TREETH - 72, B
REPEEICEIE T S ERMAIER (Z L7 F =, RFEEHE) Tb, 75mgHETT T B REEL i
LU CRAICHER TREEWIE R o7 [ 272.7.42.1.518) k127432 ] |
(8) MERVLAMICEEESZ 4L,

INA BN A OFXTEB WAFEEI0E, JEEME, UREED KOV OV T, 7.5 mg B
T I BAREEE I U CHHCIER TR E5EWVI o 72 (2 82.7.4.4.1 ) (X2.7.442 ) .
1.5.4.3 RILINT B U DBREEDRE T
(1) ABEXZR

FFREZS 1235 1) D IR BT RE 3 D AEYERTE R & L COL—TRIRIE KR OPLT7 v K27 1 V3R
BHENTWD, L—TFIREIZIRA~DFT NV 7 200 Y U AOPEEAE#ET 2 Z LI X D FIR
VER Z T 72, KT U o AMAE, K8V 7 AMER EOBEMEREE2ET-T1nb5, £
7=, ERAEON—THREOMHEITBEEOEAZ S| X ZTIRENH 5, L7V FAT 1 3K

1.5 RO 3E RO R K OB %8 O
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i, FRERET L, MOFRETETC LW L=A ) 7 AOMIEIZITHE L TV Db ODIMmIE)
N D LAORT AT 2 Z L IEREETH D, LLED X 51, BWERUITE ORRED HEBEFEOF
JRIELHETE T RDENEONRVGER S D, —F, KT VT IV EDEH 72 &6
HEDOFIREZ G L THH0R2RB3HEONRWGED & 5, MARIEN KR S 72 D1E 1965
ETHY, TO% 1968 FEITRBEFRE (2 VLB R) NEBSHTLIRE, AFEEZE O
Boxtd 2iaE B E Lo HiBUWERRT 28 3 2% D FRIET 40 FLLE B & T 5T,
IS DRFRRORIED N TV D,

NVIST B NE, Vo2 AR DOFES 2 38R OB A I LE T 29T F RO V-2 B IK
FEHEET, BIREAE O Vo2 RIKICHEH L, BEAKOERINZIE T2 KFRETHD 1,

MANRTZ DT TR ERRE L —EE BB (156 JJo001) 1%, BEAFORIR LN
TILEBMRE R 2 EORERXIXZ 0BRSS OBEFOFREAHE T TEADPEO LN LA
F, IR OFIRIE TIEA0 R 35 S T REK D358 B AL 2 B A U8R L FE i S h
Too TOFER, "ANTHZ 75 mg & 1 H 1A 7 HEBEMES 3252 & T 7RI L
FEFME A Th 2 REIAEISHED L, BIRAFEHEE B2V CH K EDORD, BEHE OB,
REKETF IR BE ek, TROEEOUE, RKITHICHE D BRER (I, S5k ok
ENRO BN, £, WEATOMIGET F U U MELMIIET V7 I E, HEH L TODFRIRFED
b, BHEREIK TS0 d b TIRERAD K UMK R 23380 i, 187~ U 7 SREEA YL
THZ Lot

WIS, AAEORAMRITRE IRV T, REIE, BARRKOEHEOZE, WONRRITEIRE
DAL Z KL TWD Z &R E T,

UUEDZ &G, MARTZ L, BRFERE L ORWER XLZE DRRED b BEF ORI JRIEZ
HETERWGECEARELEE LT HaRIENTELNRWESR E, BEFORIRIE TR
RA-3 72 FHEZE I Z 31T BRI 2 9 2 B 1ot L CHME 2 R T 3-AITH 5,

(2) w®ERTHRH

FFREZS I B DIRBHT R 2 BT D BEIC MANT X B LA OB G TR, (KK
HPRRRB OB &) 9 BLIE D BT, BRI ODARIZIT 2 IRIRATHE 2 S & LB T O
L AROEBWRE N BLETH D, BATORMCEICIE, TEHIR (BG4 TR 2B+ 51E
HEWAE L LT, BT 3EHAN THE - HECBEES M LoEE] ISieficshTns,

*  KKITHEFT R E LZBRICI3REEFIET 2 2 & (U, FriiERIC L 5% E591E)

*  RIEETRMREEUGE LW alE, BARLRG 2kt L2 & (LU, HERFoiE R
5-piik)

o HMEARE (REITERENBRIFICaY hr— L &N TW5D L EORE) TR ZHAIE,
BN G a2t L2 & (BUF, s oEARER G IL)

G HIRNEE OMEATRARIBICIS U TEBICHIBr <& TH Y, B—mICHET D 2 LT
SRVD, INHOEEMEZRIT S Z LT, B8 Z L OREIFRREOUGE G Uz i@t ek
R TREOHMW 32 SND D LB XD, AR T 2 EIrE 2 A+ 2 BE T4 5 %5
TR O EWEIE, BATORMNICEICRIT 2 3 HA OEEWE 2 I, IFHERE 25 L

1.5 R38R O R K OB %8 O
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L7z R A E 2, TN ENLLTD LB & LT,

(TR RIC K D28k ] (ICoW T, PRI T DRI IRE A AT 5 & T H
BRI, WIS OMERHCBT 2 AR HER S TRV e, BUTORM CEOREEZ O F F
WL CHEERES S 2 &L L,

MG DV IR Gy 1k ) I2OWT, BUTOIRMCETIT (BRRRD OHAZRIE, (KE
DEEERLTCHEET A EICED, NATH N L DS IR T X Ao B 2 R
HEEDB B2 D LI LTV, IFREICE T DEEITRE 26T 2 BE IOV TH RIS (B
KRR oEEzREEE, FECY IR0 mEhkii (5e oo okEZLEE
T L L Uiz, eB, REITES 1 BELSEA L, 7 HHE Tkl L7zl 03@@ H i
TW5,

g% DBIRE Gy 1) (IO W T, BUTOWM CETIIARAEREICRD Z &% bANT Z
DEHHTRIOBZ E LT 5, 2L, BIEODARIRRT A K7 A VR EOE A AT
HOEELE L CTHRESN TR Y, RIRIFEIERO I— L OMIE L LT TEIEKRE] 2% ET D2
LWNHEYITHD BRI TH D, —J7, BATONEEZIREITA R4 2013 THIEKRE] &
WOBEERIIFIE L7220, L L, REZEREIIEERITFRREZ R AICIEET 5 5 2 TlHE 2K
THHEA SN TV OHIETH Y, IMEEICB T 2 REITE 2 AT 2BFE BV THEER LD T
b5, FFEEICRT 2 REEEE AT HEEICONTIE, REOEELT TR, BT
VRN & OUIRITE A 5 BE OREA O THIZET 2 2 & C, (RikirE O SeERE & 18 4 (24
Wrd Dl EREETHD BT, —77, FHEAICET SEEITRE AT 2BE BN T A
TR AKX DITHEREEE S RBL LI5S, BURBOER DB ERS AR H 2 2 L b EET
DMEIND D, £ T, FHEEICR T 2RI E 2 A3 2 BFICEIT 5 THER @R G0k
(ZOWTIE, Fic TRFIOKREIZL Y, EERIFEERE SO DN Z ERHDH L, EN
BEARRBR IS W C 2 MM 2B 2 2 ARBRIT RV LD, (KE, G, THRER EoBED
IRREZ B L, IEITR N L6, @R G ek, LERE/NROBIFOMEMIC
LEDHT L, | EWOBEELME - HEICEET 2 EoERICRIT L2 LT, BRE bL
NT 2 DGR SN K I, EEMREATT) & & L,

(B) BREHNBEEE

HFREZE\Z 36 2 IR EHTEE 22 4 2 BB (T4 2 e G-I ORI F I, (RN 2 A4 2 KA
9D MANTZ DKM OV 27 OBLENG, DRSBTS IRRITE 26T 588 %
MR E LIEBITOM LHFEICB T 2REFHEEANCF L THS (1.8 2) . KHTIE, T
BB T D RBITR 2 AT 2 BFE 2GR L LIl B EFH %2, BUTORMNCEIIKT 58
FEFFHE LTUFIIR LT,

(a) (EALDEE] £F (ROBHFIZFRELAGWNIE)

15, G A A RS A AFERMAE O S8 (BB 70 Kk 5y e S B 20, B LIE R
WS L ES Y Y AUEROBADB TS S5, ] 1 &,

1.5 R38R O R K OB %8 O
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(b) [(FERALDEE] 1. BERS (ROBEICKEEIZKRETSHE)

[(5) HFIEMMIE 2 BA 3 20 DBHED 5 5 BE [E#k L~V MET Lica, W87k o0
WIS E 2Rk TBTNR DD, ]

(c) (FEARAEDIEE] 2 EEGERMIE 0. HFEEICETHIHRRITBOSE

MI-(1) AFOEGAC &) EEARIFHIERE S H bbh D Z L i b b, FFIABE T, FFh
e LV ELSEIBTNNHD 2 L, FOFHEBOEL & AHNC X 2 IFHIERE O 581 & DX
BINKEETH L Z EICTHE LT, AFOBEGICHIZ->TE, VAT ERXRT v hEEZBEL, K
A G- DWW THEICHE S5 2 & 1 ZiE0,

MM-9) IFREZEEEH TIE, ARIOBGIC X MEEHILD Y 27 BNEE2BZNNH D120,
BH OREE 3 ICBE LILE HI OGS & & DN HE I3 G 2 Rk L, b @z

N o = i

\

I
DY

(d (FEALDOIFE] 4. BIERA () EXLGEIEA

[7) FFPERMIE (0.1~5%A0M) : FFEZERE OGS, EikbE®E 2 0L 5 FEMER H 5 bh b
BENWHRHLOT, BELETSIITY, BRESEO ORISR E2FILL, @R 0E
EATH L, Ted, HFERGEIX, FICHFMERERE BV THE SN TVWDEDOT, ZnHDOMR
BB ET 5581, EREESORKIEREZ +oIcBlEd52 8, | ZiBR,

(4) F&O

JFREZSIZ 30T D RHRET R et U CHILOSEBER OKFIRIE) 2B 2 T2 0%, v
— T RIRIEEDIEAFDOFIRIEZ 15 L T HRIRA 3 I BE 1T LT, I REREE D U X
7 H W E 2 AFIE G- OBEEIOWTEEIHIE L, LER/NNEOHMOMEHIZE EH D2 LIcH
B L7 BT, IFHERE, TS ISR 2+ B R OBUTORM CEIC K DIEERED b
ETCEMEET A EIZE Y, iR OBIRE AR T 2 A Th 5,

1.5 RO 3E RO R K OB %8 O
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

samsca® (tolvaptan) tablets for 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.

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

e  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.

RECENT MAJOR CHANGES
Warnings and Precautions
Hepatotoxicity (5.2) 04/2013

--------------------------- 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 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)

———————————————————————— DOSAGE AND ADMINISTRATION----------------m-mo--

. 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. (2.1)

—————————————————————— DOSAGE FORMS AND STRENGTHS---------------------

e  Tablets: 15 mg and 30 mg (3)

CONTRAINDICATIONS

Need to raise serum sodium acutely (4.1)

Patients who are unable respond appropriately to thirst (4.2)

Hypovolemic hyponatremia (4.3)

Concomitant use of strong CYP 3A inhibitors (4.4)

Anuria (4.5)

WARNINGS/PRECAUTIONS--------m-nmmmmmemeaee
. Liver injury: Limit treatment duration to 30 days. If hepatic injury is
suspected, discontinue SAMSCA. Avoid use in patients with underlying
liver disease (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)

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

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

e 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: 04/2013
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FULL PRESCRIBING INFORMATION

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., >12 mEQq/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.

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 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.

Page 2 of 27
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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. Do not administer SAMSCA for more
than 30 days to minimize the risk of liver injury [see Warnings and Precautions (5.2)].

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 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
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)].
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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 tolvaptan-treated subjects with
a serum sodium <130 mEqg/L had an increase in serum sodium greater than 8§ mEq/L at
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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.
Osmotic demyelination syndrome has been reported in association with SAMSCA therapy [See
Adverse Reactions (6.2)]. 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 Liver Injury

SAMSCA can cause serious and potentially fatal liver injury. In a placebo-controlled and open
label extension study of chronically administered tolvaptan in patients with autosomal dominant
polycystic kidney disease, cases of serious liver injury attributed to tolvaptan were observed. An
increased incidence of ALT greater than three times the upper limit of normal was associated
with tolvaptan (42/958 or 4.4%) compared to placebo (5/484 or 1.0%). Cases of serious liver
injury were generally observed starting 3 months after initiation of tolvaptan although elevations
of ALT occurred prior to 3 months.

Patients with symptoms that may indicate liver injury, including fatigue, anorexia, right upper
abdominal discomfort, dark urine or jaundice should discontinue treatment with SAMSCA.

Limit duration of therapy with SAMSCA to 30 days. Avoid use in patients with underlying liver
disease, including cirrhosis, because the ability to recover from liver injury may be impaired.
[see Adverse Reactions (6.1)].

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.
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5.4 Co-administration with Hypertonic Saline

Concomitant use with hypertonic saline is not recommended.

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 (2.3), 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 decreased effectiveness of SAMSCA treatment. If co-
administered with CYP 3A inducers, the dose of SAMSCA may need to be increased [see
Dosage and Administration (2.3), Drug Interactions (7.1)].

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 (2.3), 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
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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
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% more than placebo) in Tolvaptan-Treated Patients in
Double-Blind, Placebo-Controlled Hyponatremia Trials

System Organ Class Tolvaptan Placebo
MedDRA Preferred Term 15 mg/day-60 mg/day
(N =223) (N = 220)
n (%) n (%)

Gastrointestinal Disorders

Dry mouth 28 (13) 9(4)
Constipation 16 (7) 4(2)
General Disorders and Administration Site Conditions

Thirst* 35(16) 11.(5)
Asthenia 19(9) 94

Reference ID: 3293928
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Pyrexia 9(4) 2(D)
Metabolism and Nutrition Disorders

Hyperglycemia® 14 (6) 2(D
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).

Gastrointestinal bleeding in patients with cirrhosis

In patients with cirrhosis treated with tolvaptan in the hyponatremia trials, gastrointestinal
bleeding was reported in 6 out of 63 (10%) tolvaptan-treated patients and 1 out of 57 (2%)
placebo treated patients.

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.

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

Musculoskeletal 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
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Vascular disorder: Deep vein thrombosis
6.2 Postmarketing Experience

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

exposure.
Neurologic: Osmotic demyelination syndrome
Investigations: Hypernatremia

Removal of excess free body water increases serum osmolality and serum sodium
concentrations. All patients treated with tolvaptan, especially those whose serum sodium levels
become normal, should continue to be monitored to ensure serum sodium remains within normal
limits. If hypernatremia is observed, management may include dose decreases or interruption of
tolvaptan treatment, combined with modification of free-water intake or infusion. During
clinical trials of hyponatremic patients, hypernatremia was reported as an adverse event in
0.7% of patients receiving tolvaptan vs. 0.6% of patients receiving placebo; analysis of
laboratory values demonstrated an incidence of hypernatremia of 1.7% in patients receiving
tolvaptan vs. 0.8% in patients receiving placebo.

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 3A inhibitors should not be co-administered [see Dosage and Administration (2.3) and
Contraindications (4.4)].

Moderate CYP 3A Inhibitors

Page 9 of 27

Reference ID: 3293928



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-
administered with moderate CYP 3A inhibitors. Co-administration of SAMSCA with moderate
CYP3A inhibitors should therefore generally be avoided [see Dosage and Administration (2.3)
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 (2.3) 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
(2.3) 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 (2.3) and
Warnings and Precautions (5.5)].

Lovastatin, 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. Co-administration of SAMSCA with digoxin increased digoxin
AUC by 20% and Cmax by 30%.

Warfarin, Amiodarone, Furosemide, and Hydrochlorothiazide
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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-p hydroxyacid by factors
of 1.4 and 1.3, respectively. This is not a clinically relevant change.

Pharmacodynamic Interactions

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.

As a V; receptor antagonist, tolvaptan may interfere with the V, agonist activity of desmopressin
(dDAVP). In a male subject with mild Von Willebrand (vW) disease, intravenous infusion of
dDAVP 2 hours after administration of oral tolvaptan did not produce the expected increases in
vW Factor Antigen or Factor VIII activity. It is not recommended to administer SAMSCA with a
V; agonist.

8 USE IN SPECIFIC POPULATIONS

There is no need to adjust dose based on age, gender, race, or cardiac function [see Clinical
Pharmacology (12.3)].

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
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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)
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.
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8.6 Use in Patients with Hepatic Impairment

Moderate and severe hepatic impairment do not affect exposure to tolvaptan to a clinically
relevant extent. Avoid use of tolvaptan in patients with underlying liver disease.

8.7 Use in Patients with Renal Impairment

No dose adjustment is necessary based on renal function. There are no clinical trial data in
patients with CrCl <10 mL/min, and, because drug effects on serum sodium levels are likely lost
at very low levels of renal function, use in patients with a CrCl <10 mL/min is not
recommended. No benefit can be expected in patients who are anuric [see Contraindications
(4.5) and Clinical Pharmacology (12.3)].

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
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affinity for human plasma protein (>99%). Close medical supervision and monitoring should
continue until the patient recovers.

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 CycHsCIN,O3. Molecular weight is 448.94. The
chemical structure is:

HO

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
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%.
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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.

In a study in patients with creatinine clearances ranging from 10-124 mL/min administered a
single dose of 60 mg tolvaptan, AUC and Cmax of plasma tolvaptan were less than doubled in
patients with severe renal impairment relative to the controls. The peak increase in serum sodium
was 5-6 mEq/L, regardless of renal function, but the onset and offset of tolvaptan’s effect on
serum sodium were slower in patients with severe renal impairment [See Use in Special
Populations (8.7)].

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
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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 mEqg/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, SIADH/other).
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Table 2. Effects of Treatment with Tolvaptan 15 mg/day to 60 mg/day

Tolvaptan .
15 mg/%ay— Placebo Estlgggchlﬁect
60 mg/day (95% CI)
Subjects with 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% 0 <0.01
Fluid Restriction* 30/215 51/206 )
Subgroup with Serum Sodium <130 mEq/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% 0 <001
Fluid Restriction* 21/110 38/106 )
Subgroup with Serum Sodium <125 mEqg/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: Analysis of Mean Serum Sodium (£ SD, mEg/L) by Visit -
Patients with Baseline Serum Sodium <135 mEq/L
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Figure 2: Pooled SALT Studies: Analysis of Mean Serum Sodium (£ SD, mEg/L) by Visit -
Patients with Baseline Serum Sodium <130 mEq/L
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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.
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Figure 3: SALTWATER: Analysis of 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)].

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

SAMSCADP (tolvaptan) tablets are available in the following strengths and packages.
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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 inhibitors and 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, fluconazol) or P-gp inhibitors
(e.g., cyclosporine) [see Dosage and Administration (2.3), 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 America Pharmaceutical, Inc., Rockville, MD 20850
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SAMSCA is a registered trademark of Otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535
Japan

,OTsuka

Otsuka America Pharmaceutical, Inc.
© 2013 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 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?

1. 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:

J trouble speaking

o swallowing trouble or feeling like food or liquid gets stuck while swallowing
. drowsiness

o confusion

o mood changes

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:
e liver disease
¢ not eaten enough for a long period of time (malnourished)
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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 re-start 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 provider while taking SAMSCA
and follow their instructions.

2.) Samsca may cause liver problems, including life-threatening liver failure. Samsca

should not be taken for more than 30 days. Tell your doctor right away if you develop or
have worsening of any of these signs and symptoms of liver problems:

Loss of appetite, nausea, vomiting

Fever, feeling unwell, unusual tiredness

Itching

Yellowing of the skin or the whites of the eyes (jaundice)

Unusual darkening of the urine

Right upper stomach area pain or discomfort

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:

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.
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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.

have liver problems

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.

are taking desmopressin (dIDAVP).

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

e Take SAMSCA exactly as prescribed by your healthcare provider.

e Take SAMSCA one time each day.

¢ You can take SAMSCA with or without food.

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

e (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.

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 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.

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?

SAMSCA can cause serious side effects including:
e See “What is the most important information | should know about SAMSCA?”
e 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.

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.
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How should | 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 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 information 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 registered trademark of Otsuka Pharmaceutical Co., Ltd., Tokyo, 101-8535
Japan

,OTsuka

Otsuka America Pharmaceutical, Inc. 07US13L- Rev. 04, 2013

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

© 2013 Otsuka Pharmaceutical 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., >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 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

21 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. Do not administer SAMSCA for more than
30 days to minimize the risk of liver injury /see Warnings
and Precautions (5.2)].

During initiation and titration, frequently monitor for
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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

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

be advised to resume fluid restriction and

2.3 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
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
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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
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. Osmotic demyelination syndrome
has been reported in association with SAMSCA therapy /see
Adverse Reactions (6.2)] 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
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correction of serum sodium. In patients receiving SAMSCA
who develop too rapid a rise in serum sodium, discontinue or
with  SAMSCA
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

interrupt  treatment and  consider

should generally be avoided.

5.2 Liver Injury

SAMSCA can cause serious and potentially fatal liver injury.
In a placebo-controlled and open label extension study of
with
autosomal dominant polycystic kidney disease, cases of

chronically administered tolvaptan in patients
serious liver injury attributed to tolvaptan were observed. An
increased incidence of ALT greater than three times the
upper limit of normal was associated with tolvaptan (42/958
or 4.4%) compared to placebo (5/484 or 1.0%). Cases of
serious liver injury were generally observed starting 3
months after initiation of tolvaptan although elevations of
ALT occurred prior to 3 months.

Patients with symptoms that may indicate liver injury,
upper
discomfort, dark urine or jaundice should discontinue
treatment with SAMSCA.

Limit duration of therapy with SAMSCA to 30 days. Avoid

use in patients with underlying liver disease, including

including fatigue, anorexia, right abdominal

cirrhosis, because the ability to recover from liver injury
may be impaired./see Adverse Reactions (6.1)].

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

Concomitant use with hypertonic saline is not recommended.
5.5 Drug Interactions

Other Drugs Affecting Exposure to Tolvaptan

CYP 3A Inhibitors
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Tolvaptan is a substrate of CYP 3A. CYP 3A inhibitors can
lead to a marked increase in tolvaptan concentrations /see
Dosage and Administration (2.3), 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 (2.3), 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 (2.3), 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
62 years; 70% of patients were male and 82% were

In  multiple-dose,  placebo-controlled trials,

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
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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

trials
6%

resulting in these were
and

patients.

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

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).

Gastrointestinal bleeding in patients with cirrhosis

In patients with cirrhosis treated with tolvaptan in the
hyponatremia trials, gastrointestinal bleeding was reported in
6 out of 63 (10%) tolvaptan-treated patients and 1 out of 57
(2%) placebo treated patients.

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
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(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.

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
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

6.2 Postmarketing Experience

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

Neurologic: Osmotic demyelination syndrome
Investigations: Hypernatremia

Removal of excess free body water increases serum
osmolality and serum sodium concentrations. All patients
treated with tolvaptan, especially those whose serum sodium
levels become normal, should continue to be monitored to
ensure serum sodium remains within normal limits. If
hypernatremia is observed, management may include dose

decreases or interruption of tolvaptan treatment, combined
with modification of free-water intake or infusion. During
clinical trials of hyponatremic patients, hypernatremia was
reported as an adverse event in 0.7% of patients receiving
tolvaptan vs. 0.6% of patients receiving placebo; analysis of
laboratory  values demonstrated an incidence of
hypernatremia of 1.7% in patients receiving tolvaptan vs.

0.8% in patients receiving placebo.
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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 3A inhibitors should not be co-administered /see
Dosage and Administration (2.3) and Contraindications

(4.4)].

Moderate CYP 3A Inhibitors

The
erythromycin,

of moderate CYP 3A
fluconazole,

impact inhibitors (e.g.,

aprepitant, diltiazem and
verapamil) on the exposure to co-administered tolvaptan has
not been assessed. A substantial increase in the exposure to
SAMSCA s
co-administered with moderate CYP 3A inhibitors.
Co-administration of SAMSCA with moderate CYP3A

inhibitors should therefore generally be avoided /see Dosage

tolvaptan would be expected when

and Administration (2.3) 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 (2.3) 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 (2.3) 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
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Administration (2.3) 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. Co-administration of SAMSCA
digoxin increased digoxin AUC by 20% and Cmax by 30%.

‘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
not a clinically relevant change.

Pharmacodynamic Interactions

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

does furosemide or

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.

As a V, receptor antagonist, tolvaptan may interfere with the
V, agonist activity of desmopressin (dDAVP). In a male
subject with mild Von Willebrand (vW) disease, intravenous
infusion of dDAVP 2 hours after administration of oral
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tolvaptan did not produce the expected increases in VW
Factor Antigen or Factor VIII activity. It is not recommended
to administer SAMSCA with a V, agonist.

USE IN SPECIFIC POPULATIONS

There is no need to adjust dose based on age, gender, race, or
cardiac function [see Clinical Pharmacology (12.3)].

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
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
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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. Avoid
use of tolvaptan in patients with underlying liver disease.

8.7 Use in Patients with Renal Impairment

No dose adjustment is necessary based on renal function.
There are no clinical trial data in patients with CrCl < 10
mL/min, and, because drug effects on serum sodium levels
are likely lost at very low levels of renal function, use in
patients with a CrCL <10 mL/min is not recommended. No

benefit can be expected in patients who are anuric [see
Contraindications (4.5) and Clinical Pharmacology (12.3)].

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 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

11

[,\7'5:[,\0

8.5 EEEA~DFEMA

B FBRIZ I\ T SAMSCA % 4% 5 L 72K Na MUESH
DHH, 42%F 65 mLlE, 17%I% 75 U ETh o7,
%%%k#%ﬁ%k@ﬁ:£¢kbfﬁé%&wﬁ%
PR 2 ZITE8 D Hiv TV Ruy,

O RS B b il & IER i O M T ERA BOR
PRI 22 2= BITER O S TR WS, REZIER E O E
W D3N D ATREMEIL TR E TE 220,

FEO FRITEED R AT H O mET R~ D
1T7eu,

7
R

8.6 EEBE~DER

[=R{53

¥

== =N

¢%E~§§ﬁﬁﬁ*’iébwﬂf&y®ggim
DGR BTV RO SRR A AT D

%%‘f\@$§ﬂ@ﬁfﬁ TS 2 L,

8.7 BEEEEE~DER
BHSREIIS U ARG 21T O KRBT W, 7 LT T =

v o7 VT Z > A 10 mL/min ARl O BEITKT B AR
B — &3\, £, BRI RS TRV IRIETIX
MyEF N U o AMEOFHIEICKHT 5 H %X FFCcE 2
Wiz, 7 LT F =227 VT F A 10 mL/min A¥ii D
B COM AR S0,

M PRIE D BE TOMRITIFFTEZ 200 (

==
ZISI

145 TH K

DSy ERE (12.3) TEHZBH),

8.8 SoMmELDFEEE~DER
aomﬁuTAﬁﬁfmhwﬂ7&/®%§%ﬁ%%
MINCEBERBEE CERTHZ Lidni-o, HERE

DLEEIETR 0,

Ex

10 BERS

fERERR A Z 515 & L7 BRIZEB\ T, 480 mg £ TOH
[EIRE O #E5- %300 mg =T 1 B 1A 5 BREEERD
BHEIZBWTY, BEMERIGTHoTo, MAART H
PRI D R RAY AT eV BRI R 5
FEIT B e R OYE IR & U CIRSREE H o83 S 23
THREND (G NaBE B, 2R, 0|, Wik, &

R o

T FPEROA RIZBITD MAARTZ o OROEEIC X
% LDsy 1% 2000 mg/kg ZH 2%, 7 v h XA XIZ hv
NT L2000 mgkg (F5-ATRERCN ) & HLEIRE O
HLIEBAEDOETITRD SN TWARY, R T X
2000 mg/kg DHEIREOFG1E, =7 RITE - THEE
ThHY, FEFTITARERORT, LADEHT, R
W&U’T—E&ﬁ:{ﬁfi k 0)133:r§5r’|j<75‘ mLMy) %hf_o

HWEREG LSS, ETPROBREL /RMH5 2 LRE
HThHD, WERGOFEMRREMELFLVANAEZATF
L, BEFimEL T 5 2 L,



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
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
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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
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

13

fEHERAIC BT SAMSCAG0 mg % Bila| 5. 2~4 B
%, KFREANREB L, M Naj2EN L& L,
5 4~8 W% 2 MiE Na BE I3/ K 6 mEq £ T, R
PEMOEE I 9 mL/min £ TLHF L7z,

MmAEED ER%, B CREEANKB L TW5,
e 5.1% 24 BRI OKR AT, ME Na IR REE DK
60%F5 FE DS HERE S 7228, PRYEIGEREE O s iRk L 7e
Moz,

60 mg DL ED kv ST H L OF 5 CRRRRCMTE Na
FERTIZEING 5 Z L3l ino iz,
ARFNOHESZEGIR A B 15~60 mg 1 H 1 B 54 13KF
PRIEH] & FHUI# < 75 Na i LR 2SR S5,

RV RTHZ D QTe BIME~DOEEE BG4 D WITH

M, 778K - B, “EERRRICBVT, 172
NDOBEREPEBRE IR L, FA 374 2 30 KT 300 mg,
EXF 7RIV 400mg IET T ERE 1 H 1REIK
BEREG LIz, FANTZ 30 KON 300 mg BE5-1%, #5
IHAREWQS HEIZBWT MAARTZ U EIZES QTc

MR ~DOH BB I LN o T,
300 mg B G- ORI EIL 30 mg & 5-RFOH 4
fETho7,

EXvTuXdYrroofh 1 HEORE 2 Rk 12
ms, 55 HHOHEE 1 FFE%ZIZ 17 ms @ QT MIkEA
R LTe 2 &S, AR M ST Z D QT [
WE~DFBEERFHTT 5 L CllcT A v, Ehig ST

W Z LR ST,

o
[F]

EEaE

12.3

R AICKTT D, AT H D 480 mg £ TOHIA]
5 EXUN300mg £TO1H 1 RIKERSICEIT 2 EY
BEEAMFI SN TWD, AUC (i fEms i dh#r T
R 1T EICHA L THEINT 5, L2 L7225, 60 mg
PL b oD F s T die i IS 8 VA o LR A 2 B D A&
TEIZ, hANT H o QIR EIRERE XL R T H
D, EFEAREBIZB T D AHFRMEMER Sk E RH)-ED T
KT3I 1 THD, MATH ORI S A AT X
ATZEV T IFAHTH D, HE5ED 40%LL EHRYLIY
ENFANRTE o TZFORE & LTHEET D,
514 2~4 R Chem AT IR EIZ T 5,

NUVNRT B DNAFTT XA T EY T 2 IZHTHRF
DEEITIR N In vitro RERDOFERNS FANRT Z 8 P
BEAOKEROHERTHD Z ERbhros TS, b
NNTH v DEABERTELS (99%), R3O0
KEITKH 3 Likg THDH, SANRNTH ORI ITBHE
LIS DR HEA L, EIZ CYP3AIZ XL Y (R#E &
5, OG5 %DO I )T T A% 4 mLimin/kg, A
DI APINTH 12 BEFTH D,

1 H 1 [E&RSEOREREN 1.3 T, b7 7EOmbE
JEME—JBED 16%LL FTHDH I &, FEde
Wi ML VEVWEEZLNS,

NIV T B oD E— 7 B Jy ONER5 0D i, 7 3 B oo (] (A 55
ERE L, BEMREIL 30~60%Th 5,



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.

In a study in patients with creatinine clearances ranging from
10-124 mL/min administered a single dose of 60 mg
tolvaptan, AUC and Cmax of plasma tolvaptan were less
than doubled in patients with severe renal impairment
relative to the controls. The peak increase in serum sodium
was 5-6 mEq/L, regardless of renal function, but the onset
and offset of tolvaptan’s effect on serum sodium were slower
in patients with severe renal impairment [see Use in Special
Populations (8.7)].

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),
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increased incidences of death, fetal

microphthalmia, open eyelids, cleft palate, brachymelia and

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 mEqg/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, SIADH/other).

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

16 HOW
HANDLING

SUPPLIED/STORAGE AND

2]

X Na MfE £ (MIF Na B 135 mEq/L K4 12380
T, MV NaBEEIX hAART X2 UFETT T B REE L ik
L TG BLAE 8 B ORI, &5 30 HA
TR L7,

ARAHIE GRERWI Z@ L 1 L/ AR 2084 5H
#Y, 7T EREE (51206 1, 25%) LbELT, kL
N7 HURE (30215 B, 14%) THEIZ D eho7z
(p<0.0017),

1 12 M3E Na 2 135 mEq/L AT 0 BE D& KFekfiC
BIFHMIE Na BEOR—ZXF7 4 U608 LERL
T2 W HH T 7 HUNIZ FAART 2 BRI A MG
Na REIL 7 7 AR ERIREE TR T L,

[[X 1. SALT FEROFEARAE : X— R T A BT A1l
1% Na M 135 mEq/L A0l 0 5835 D4 SRz o0 S,
1% Na J# £ (+SD,mEq/L) ]

[X 2. SALT-2 HEROBMARAE : X— AT A BT D
M9 Na 223 130 mEq/L i 0 B O - eBehs O 15
Mm% Na J& £ (+SD,mEq/L) ]

FEEMABRD SALTWATER Tid, JATHBRT b
NI T TR ERE LW 1L B0 5 5 94 Flo
5 Na MfEERE (MIE Na & 135 mEq Adili) (XL, 7
HRILL EAEETRIRIZ IR L T2 1% C, N T X o % i i
H (1B 1E15~60mg #&5) Lz, ZOKRET, Mg
Na BEDR—R T A EIE, TOX—RAT7A fEE T
TEREEHOEOME TR T LTV,

5%, FHME Na BE X, DRl T4 %
BHLUZEBOELITIERSE THNL, 1 0L EfER S
ni-.

3 |2 SALTWATER fRERIZ&N L7= 111 FloHBETO
AR & T,

-
[

[X] 3 : SALTWATER 3B : 45 SB2HE 0 SE¥I M % Na
J% (+SD,mEq/L) ]
142 DFL
EIAH 77 & A xR E 5Bk (EVEREST) T, 4133
Bl DA Z A S BEITK L, EEEREICN X hv
NT R I T T REHE Lz,
FWHR S (P 0.75 ) I L TR [~V — R (95%
1EHEIXTED) £ 0.98 (0.9, 1.1) ], DM/ RI% B RS
RITEHT B A, UL OAREDEALITLE 5 AR ~D
R [T — R (95% FEXME) 1.0 (09, 1.1)]
DY T2 B ITBEE LA bR o Tz,

/B
HHaREE

16 HRFERUEY K

16



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.

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 (2.3),
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
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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]

©2013 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
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?

1) 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:
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* 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

provider while taking SAMSCA and follow their
instructions.
2) Samsca may cause liver problems, including

life-threatening liver failure. Samsca should not be taken
for more than 30 days. Tell your doctor right away if you
develop or have worsening of any of these signs and
symptoms of liver problems:

* Loss of appetite, nausea, vomiting

* Fever, feeling unwell, unusual tiredness

« Itching

* Yellowing of the skin or the whites of the eyes (jaundice)

* Unusual darkening of the urine

* Right upper stomach area pain or discomfort

What is SAMSCA?

SAMSCA is a prescription medicine used to help increase
low sodium level in the blood, in adults with condition such
as heart failure 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
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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.

- have liver problems

- 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.

- are taking desmopressin (dDAVP).

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 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,
problems, call your healthcare provider right away.

such as vomiting or diarrhea. If you have these

* 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
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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?”
e 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.

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 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
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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 low-substituted  hydroxypropyl
cellulose, magnesium stearate and microcrystalline cellulose,
and FD&C Blue No. 2 Aluminum Lake as colorant.

monohydrate,

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

[Company logo]
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This Medication Guide has been approved by the U.S. Food
and Drug Administration.
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ANNEXI

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
(see section 4.4), 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

Fluid and electrolyte status should be monitored in all patients and particularly in those with renal and
hepatic impairment. Administration of tolvaptan may cause too rapid increases in serum sodium

(= 12 mmol/l per 24 hours, please see below); therefore, monitoring of serum sodium in all patients
should start no later than 4-6 hours after treatment initiation. During the first 1-2 days and until the
tolvaptan dose is stabilised serum sodium and volume status should be monitored at least every

6 hours.



Too rapid correction of serum sodium

Patients with very low baseline serum sodium concentrations may be at greater risk for too rapid
correction of serum sodium.

Too rapid correction of hyponatraemia (increase > 12 mmol/l/24 hours) can cause osmotic
demyelination resulting in dysarthria, mutism, dysphagia, lethargy, affective changes, spastic
quadriparesis, seizures, coma or death. Therefore after initiation of treatment, patients should be
closely monitored for serum sodium and volume status (see above).

In order to minimise the risk of too rapid correction of hyponatraemia the increase of serum sodium
should be less than 10-12 mmol/l/24 hours and less than 18 mmol/1/48 hours. Therefore, more
precautionary limits apply during the early treatment phase.

If sodium correction exceeds 6 mmol/l during the first 6 hours of administration or § mmol/l during
the first 6-12 hours, respectively, the possibility that serum sodium correction may be overly rapid
should be considered. These patients should be monitored more frequently regarding their serum
sodium and administration of hypotonic fluid is recommended. In case serum sodium increases

> 12 mmol/l within 24 hours or > 18 mmol/l within 48 hours, tolvaptan treatment is to be interrupted
or discontinued followed by administration of hypotonic fluid.

In patients at higher risk of demyelination syndromes, for example those with hypoxia, alcoholism or
malnutrition, the appropriate rate of sodium correction may be lower than that in patients without risk
factors; these patients should be very carefully managed.

Patients who received other treatment for hyponatraemia or medicinal products which increase serum
sodium concentration (see section 4.5) prior to initiation of treatment with Samsca should be managed
very cautiously. These patients may be at higher risk for developing rapid correction of serum sodium
during the first 1-2 days of treatment due to potential additive effects.

Co-administration of Samsca with other treatments for hyponatraemia, and medications that increase
serum sodium concentration, is not recommended (see section 4.5).

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 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.

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 8§7% (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 [Cy,.] 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 other treatments for hyponatraemia and medicinal products that increase
serum sodium concentration

There is no experience from controlled clinical trials with concomitant use of Samsca and other
treatments for hyponatraemia such as hypertonic saline, oral sodium formulations, and medicinal
products that increase serum sodium concentration. Medicinal products with high sodium content such
as effervescent analgesic preparations and certain sodium containing treatments for dyspepsia may
also increase serum sodium concentration. Concomitant use of Samsca with other treatments for
hyponatraemia or other medicinal products that increase serum sodium concentration may result in a
higher risk for developing rapid correction of serum sodium (see section 4.4) and is therefore not
recommended.

Co-administration with vasopressin analogues

In addition to its renal aquaretic effect, tolvaptan is capable of blocking vascular vasopressin V2
receptors involved in the release of coagulation factors (e.g., von Willebrand factor) from endothelial
cells. Therefore, the effect of vasopressin analogues such as desmopressin may be attenuated in
patients using such analogues to prevent or control bleeding when co-administered with tolvaptan.

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 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

Surgical and medical procedures Common: rapid correction of hyponatraemia, sometimes

leading to neurological symptoms

In clinical trials investigating other indications the following undesirable effects have been observed:
Common: hypernatraemia, hypoglycaemia, hyperuricaemia, syncope, dizziness, headache, malaise,
diarrhoea, blood urine present.

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 (LDsg) 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 C03XAO01

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 mEq/1) 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/1 (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/1)
and mild (serum sodium: 130 - < 135 mEq/1) 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
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 a population pharmacokinetic analysis in patients with hepatic edema, AUC of tolvaptan in severely
(Child-Pugh class C) and mildly or moderately (Child-Pugh classes A and B) hepatic impaired patients
were 3.1 and 2.3 times higher than that in healthy subjects.

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 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.

7. MARKETING AUTHORISATION HOLDER
Otsuka Pharmaceutical Europe Ltd

Hunton House

Highbridge Business Park

Oxford Road

Uxbridge

Middlesex, UB8 1LX

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/09/539/001-002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 03/08/2009

10. DATE OF REVISION OF THE TEXT
(MM/YYYY}

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



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
(see section 4.4), 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

Fluid and electrolyte status should be monitored in all patients and particularly in those with renal and
hepatic impairment. Administration of tolvaptan may cause too rapid increases in serum sodium

(= 12 mmol/l per 24 hours, please see below); therefore, monitoring of serum sodium in all patients
should start no later than 4-6 hours after treatment initiation. During the first 1-2 days and until the
tolvaptan dose is stabilised serum sodium and volume status should be monitored at least every

6 hours.
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Too rapid correction of serum sodium

Patients with very low baseline serum sodium concentrations may be at greater risk for too rapid
correction of serum sodium.

Too rapid correction of hyponatraemia (increase > 12 mmol/l/24 hours) can cause osmotic
demyelination resulting in dysarthria, mutism, dysphagia, lethargy, affective changes, spastic
quadriparesis, seizures, coma or death. Therefore after initiation of treatment, patients should be
closely monitored for serum sodium and volume status (see above).

In order to minimise the risk of too rapid correction of hyponatraemia the increase of serum sodium
should be less than 10-12 mmol/l/24 hours and less than 18 mmol/1/48 hours. Therefore, more
precautionary limits apply during the early treatment phase.

If sodium correction exceeds 6 mmol/l during the first 6 hours of administration or § mmol/l during
the first 6-12 hours, respectively, the possibility that serum sodium correction may be overly rapid
should be considered. These patients should be monitored more frequently regarding their serum
sodium and administration of hypotonic fluid is recommended. In case serum sodium increases

> 12 mmol/l within 24 hours or > 18 mmol/l within 48 hours, tolvaptan treatment is to be interrupted
or discontinued followed by administration of hypotonic fluid.

In patients at higher risk of demyelination syndromes, for example those with hypoxia, alcoholism or
malnutrition, the appropriate rate of sodium correction may be lower than that in patients without risk
factors; these patients should be very carefully managed.

Patients who received other treatment for hyponatraemia or medicinal products which increase serum
sodium concentration (see section 4.5) prior to initiation of treatment with Samsca should be managed
very cautiously. These patients may be at higher risk for developing rapid correction of serum sodium
during the first 1-2 days of treatment due to potential additive effects.

Co-administration of Samsca with other treatments for hyponatraemia, and medications that increase
serum sodium concentration, is not recommended (see section 4.5).

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 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.

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 8§7% (AUC) after the administration of
CYP3A4 inducers. Caution should be exercised in co-administering CYP3A4 inducers (e.g.
rifampicin, barbiturates) with tolvaptan.
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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 [Cy,.] 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 other treatments for hyponatraemia and medicinal products that increase
serum sodium concentration

There is no experience from controlled clinical trials with concomitant use of Samsca and other
treatments for hyponatraemia such as hypertonic saline, oral sodium formulations, and medicinal
products that increase serum sodium concentration. Medicinal products with high sodium content such
as effervescent analgesic preparations and certain sodium containing treatments for dyspepsia may
also increase serum sodium concentration. Concomitant use of Samsca with other treatments for
hyponatraemia or other medicinal products that increase serum sodium concentration may result in a
higher risk for developing rapid correction of serum sodium (see section 4.4) and is therefore not
recommended.

Co-administration with vasopressin analogues

In addition to its renal aquaretic effect, tolvaptan is capable of blocking vascular vasopressin V2
receptors involved in the release of coagulation factors (e.g., von Willebrand factor) from endothelial
cells. Therefore, the effect of vasopressin analogues such as desmopressin may be attenuated in
patients using such analogues to prevent or control bleeding when co-administered with tolvaptan.

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.
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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 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

Surgical and medical procedures Common: rapid correction of hyponatraemia, sometimes

leading to neurological symptoms

In clinical trials investigating other indications the following undesirable effects have been observed:
Common: hypernatraemia, hypoglycaemia, hyperuricaemia, syncope, dizziness, headache, malaise,
diarrhoea, blood urine present.

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 (LDsg) 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 C03XAO01

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.
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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 mEq/1) 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/1 (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/1)
and mild (serum sodium: 130 - < 135 mEq/1) 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
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.
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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 a population pharmacokinetic analysis in patients with hepatic edema, AUC of tolvaptan in severely
(Child-Pugh class C) and mildly or moderately (Child-Pugh classes A and B) hepatic impaired patients
were 3.1 and 2.3 times higher than that in healthy subjects.

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
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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.

7. MARKETING AUTHORISATION HOLDER
Otsuka Pharmaceutical Europe Ltd

Hunton House

Highbridge Business Park

Oxford Road

Uxbridge

Middlesex, UB8 1LX

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/09/539/003-004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 03/08/2009

10. DATE OF REVISION OF THE TEXT
(MM/YYYY}

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

A. MANUFACTURING AUTHORISATION HOLDER
RESPONSIBLE FOR BATCH RELEASE

B. CONDITIONS OF THE MARKETING AUTHORISATION
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A.  MANUFACTURING AUTHORISATION HOLDER RESPONSIBLE FOR BATCH
RELEASE

Name and address of the manufacturer responsible for batch release

Brecon Pharmaceuticals Ltd.
Wye Valley Business Park
Brecon Road

Hay-on-Wye

Hereford, HR3 5PG

United Kingdom

B. CONDITIONS OF THE MARKETING AUTHORISATION

e CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON
THE MARKETING AUTHORISATION HOLDER

Medicinal product subject to medical prescription.

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

Not applicable
e OTHER CONDITIONS

Pharmacovigilance system
The MAH must ensure that the system of pharmacovigilance, as presented in Module 1.8.1. of the
Marketing Authorisation, is in place and functioning before and whilst the product is on the market.

Risk Management Plan

The MAH commits to performing the studies and additional pharmacovigilance activities detailed in
the Pharmacovigilance Plan, as agreed in version 4 of the Risk Management Plan (RMP) presented in
Module 1.8.2. of the Marketing Authorisation Application and any subsequent updates of the RMP
agreed by the CHMP.

As per the CHMP Guideline on Risk Management Systems for medicinal products for human use, the
updated RMP should be submitted at the same time as the next Periodic Safety Update Report
(PSUR).

In addition, an updated RMP should be submitted
e When new information is received that may impact on the current Safety Specification,
Pharmacovigilance Plan or risk minimisation activities
e Within 60 days of an important (pharmacovigilance or risk minimisation) milestone being
reached
o At the request of the EMEA
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ANNEX III

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

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Samsca 15 mg tablets
tolvaptan

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 15 mg tolvaptan.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

10 tablets
30 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For oral use.

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

Keep out of the reach and sight of children.

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

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original package in order to protect from light and moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Otsuka Pharmaceutical Europe Ltd.
Hunton House

Highbridge Business Park

Oxford Road

Uxbridge

Middlesex, UB8 1LX

UK

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/09/539/001 10 tablets
EU/1/09/539/002 30 tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Samsca 15 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

| 1. NAME OF THE MEDICINAL PRODUCT

Samsca 15 mg tablets
tolvaptan

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Otsuka

| 3. EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

|5.  OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Samsca 30 mg tablets
tolvaptan

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 30 mg tolvaptan.

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

10 tablets
30 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For oral use.

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

Keep out of the reach and sight of children.

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

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original package in order to protect from light and moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Otsuka Pharmaceutical Europe Ltd.
Hunton House

Highbridge Business Park

Oxford Road

Uxbridge

Middlesex, UB8 1LX

UK

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/09/539/003 10 tablets
EU/1/09/539/004 30 tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Samsca 30 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

| 1. NAME OF THE MEDICINAL PRODUCT

Samsca 30 mg tablets
tolvaptan

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Otsuka

| 3. EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

|5.  OTHER

27



B. PACKAGE LEAFLET
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PACKAGE LEAFLET: INFORMATION FOR THE USER

Samsca 15 mg tablets
Samsca 30 mg tablets
tolvaptan

Read all of this leaflet carefully before you start taking this medicine.

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

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

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

If any of the side effects get serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor or pharmacist.

In this leaflet:

1. What Samsca is and what it is used for
2. Before you take Samsca

3. How to take Samsca

4, Possible side effects

5. How to store Samsca

6. Further information

1.

WHAT SAMSCA IS AND WHAT IT IS USED FOR

Samsca, which contains the active substance tolvaptan, belongs to a group of medicines called
vasopressin antagonists. This means that it prevents vasopressin having its effect on water retention.
This leads to a reduction in the amount of water in the body by increasing urine production and as a
result it increases the level of sodium in your blood.

You have been prescribed Samsca because you have a disease called “syndrome of inappropriate
antidiuretic hormone secretion” (STADH). This disease causes an inappropriate production of the
hormone vasopressin which has caused the sodium levels in your blood to get too low
(hyponatraemia). That can lead to difficulties in concentration and memory, or in keeping your
balance.

2. BEFORE YOU TAKE SAMSCA
Do not take Samsca

if you are allergic to tolvaptan or any of the other ingredients of Samsca (see section 6)
if your kidneys do not work (no urine production)

if you have a condition which increases the salt in your blood (“hypernatraemia’)

if you have a condition which is associated with a very low blood volume

if you do not realise when you are thirsty

if you are pregnant

if you are breastfeeding.

Take special care with Samsca

Before taking Samsca tell your doctor:

o if you cannot drink enough water or if you are fluid restricted
o if you have difficulties in urination or have an enlarged prostate
. if you suffer from liver disease
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o if you have diabetes.

Drinking enough water

Samsca causes water loss because it increases your urine production. This water loss may result in side
effects such as dry mouth and thirst (see section 4). It is therefore important that you have access to
water and that you are able to drink sufficient amounts when you feel thirsty.

Children
Samsca is not suitable for children and adolescents (under age 18).

Taking other medicines

Please tell your doctor or pharmacist if you are taking or have recently taken any other medicines,
including medicines obtained without a prescription.

Products containing ketoconazole (against fungal infections), macrolide antibiotics, or diltiazem
(treatment for high blood pressure and chest pain) may increase the effects of Samsca. Samsca may
increase the effect of digoxin (used for treatment of irregularities of heart beat and heart failure).
Barbiturates (used to treat epilepsy/seizures and some sleep disorders) or rifampicin (against
tuberculosis) may decrease the effects of Samsca.

Other products which increase the salt in your blood or which contain large amounts of salt may
increase the effects of Samsca. Therefore, please tell your doctor about all medicines you are receiving
or have recently received, including medicines obtained without a prescription.

Samsca may reduce the effect of desmopressin (used to increase blood clotting factors).

It may still be alright for you to take these medicines and Samsca together. Your doctor will be able to
decide what is suitable for you.

Taking Samsca with food and drink

o Samsca tablets can be taken with or without food.
. Avoid drinking grapefruit juice when taking Samsca.

Pregnancy and breastfeeding

Pregnant women must not take this medicine.

Before taking Samsca you must tell your doctor if you are pregnant, if you think you are pregnant, or
if you intend to become pregnant.

Breastfeeding women must not take this medicine.

Ask your doctor or pharmacist for advice before taking any medicine.

Driving and using machines

Samsca may occasionally make you feel dizzy or weak or you may faint for a short period.

Important information about some of the ingredients of Samsca

This medicine contains lactose. If you have been told by your doctor that you have an intolerance to
some sugars, contact your doctor before taking this medicinal product.
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3. HOW TO TAKE SAMSCA

o Treatment with Samsca will be initiated in hospital

o Always take Samsca exactly as your doctor has told you. You should check with your doctor or
pharmacist if you are not sure.

. For treatment of your low sodium (hyponatraemia), the dose can be from 15 mg to 60 mg once a

day. Your doctor will start with a dose of 15 mg and may then increase it to a maximum of
60 mg to achieve the desired level of serum sodium. To monitor the effects of Samsca your
doctor will do regular blood tests.

o Swallow the tablet without chewing, with a glass of water.

o Take the tablets once a day preferably in the morning with or without food.

If you take more Samsca than you should

If you have taken more tablets than your prescribed dose, drink plenty of water and contact your
doctor or your local hospital immediately. Remember to take the medicine pack with you so that it
is clear what you have taken.

If you forget to take Samsca

If you forget to take your medicine you should take the dose as soon as you remember on the same
day. If you do not take your tablet on one day, take your normal dose on the next day. DO NOT take
a double dose to make up for forgotten individual doses.

If you stop taking Samsca

If you stop taking Samsca this may lead to reoccurrence of your low sodium. Therefore, you should
only stop taking Samsca if you notice side effects requiring urgent medical attention (see section 4) or
if your doctor tells you to.

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

4.  POSSIBLE SIDE EFFECTS
Like all medicines, Samsca can cause side effects, although not everybody gets them.

These side effects may occur with certain frequencies, which are defined as follows:
very common: affects more than 1 user in 10

common: affects 1 to 10 users in 100

uncommon: affects 1 to 10 users in 1,000

rare: affects 1 to 10 users in 10,000

very rare: affects less than 1 user in 10,000

not known: frequency cannot be estimated from the available data.

If you notice any of the following side effects, you may need urgent medical attention. Stop
taking Samsca and immediately contact a doctor or go to the nearest hospital if you:

o find it difficult to urinate
o find a swelling of the face, lips or tongue, itching, generalised rash, or severe wheezing or
breathlessness.
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Side effects reported in clinical studies with Samsca were:

Very common
o thirst
J nausea

Common

dry mouth

excessive drinking of water
increased need to urinate, or to urinate more frequently
water loss

tiredness, general weakness
decreased appetite

constipation

dizziness

low blood pressure when standing up
fainting

patchy bleeding in the skin

itching

fever

high levels of sodium, potassium, creatinine, uric acid and blood sugar
rapid rise in level of sodium
decrease in level of blood sugar
headache

general feeling of being unwell
diarrhoea

blood in urine

Uncommon
) sense of taste altered
o itchy rash

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, please
tell your doctor or pharmacist.

5.  HOW TO STORE SAMSCA

Keep out of the reach and sight of children.

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

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

Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist how to
dispose of medicines no longer required. These measures will help to protect the environment.

6. FURTHER INFORMATION

What Samsca contains

The active substance is tolvaptan.
Each Samsca 15 mg tablet contains 15 mg tolvaptan.
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Each Samsca 30 mg tablet contains 30 mg tolvaptan.

The other ingredients are lactose monohydrate, maize starch, microcrystalline cellulose,
hydroxypropylcellulose, magnesium stearate, indigo carmine (E 132) aluminium lake.

What Samsca looks like and contents of the pack

Samsca 15 mg is a blue, triangular, convex tablet, with “OTSUKA” and “15” on one side.
Samsca 30 mg is a blue, round, convex tablet, with “OTSUKA” and “30” on one side.

Your medicine is supplied in perforated unit dose blisters of 10 x 1 tablets. One pack with 10 Samsca
tablets contains one blister of 10 tablets and one pack with 30 Samsca tablets contains three blisters of

10 tablets.
Not all pack sizes may be marketed.
Marketing Authorisation Holder

Otsuka Pharmaceutical Europe Ltd
Hunton House

Highbridge Business Park

Oxford Road

Uxbridge

Middlesex, UB8 1LX

United Kingdom

Manufacturer

Brecon Pharmaceuticals Ltd.
Wye Valley Business Park
Brecon Road

Hay-on-Wye

Hereford, HR3 5PG

United Kingdom

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
Otsuka Pharmaceutical Europe Ltd
Tél/Tel: +441895 207 100

Bbarapus
Otsuka Pharmaceutical Europe Ltd
Ten: +441895 207 100

Ceska republika
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100

Danmark
Otsuka Pharma Scandinavia AB
TIf: +46854 528 660
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Luxembourg/Luxemburg
Otsuka Pharmaceutical Europe Ltd
Tel/ Tél: +441895 207 100

Magyarorszag
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100

Malta
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100

Nederland
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100



Deutschland
Otsuka Pharma GmbH
Tel: +49691 700 860

Eesti
Otsuka Pharmaceutical Europe Ltd
Tel: + 441895 207 100

EAllada
Otsuka Pharmaceutical Europe Ltd
ThA: +441895 207 100

Espaiia
Otsuka Pharmaceutical S.A
Tel: +3493 2081 020

France
Otsuka Pharmaceutical France SAS
Tél: +33147 080 000

Ireland
Otsuka Pharmaceuticals (UK) Ltd
Tel: +442087563100

Island
Otsuka Pharma Scandinavia AB
TIf: +46854 528 660

Italia
Otsuka Pharmaceutical Italy S.r.1.
Tel: +39 02 00 63 27 10

Kvmpog
Otsuka Pharmaceutical Europe Ltd
Th: +441895 207 100

Latvija
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100

Lietuva
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100

This leaflet was last revised in {(MM/YYYY}.

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.
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Norge
Otsuka Pharma Scandinavia AB
TIf: +46854 528 660

Osterreich
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100

Polska
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100

Portugal
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100

Romainia
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100

Slovenija
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100

Slovenska republika
Otsuka Pharmaceutical Europe Ltd
Tel: +441895 207 100

Suomi/Finland
Otsuka Pharma Scandinavia AB
Tel/ Puh: +46854 528 660

Sverige
Otsuka Pharma Scandinavia AB
Tel: +46854 528 660

United Kingdom
Otsuka Pharmaceuticals (UK) Ltd
Tel: +442087563100
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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 (see section
4.4), 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
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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

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

e Anuria

e Volume depletion

e Hypovolaemic hyponatraemia

e Hypernatraemia

e Patients who cannot perceive thirst
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e Pregnancy (see section 4.6)

e 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

Fluid and electrolyte status should be monitored in all
patients and particularly in those with renal and hepatic
impairment. Administration of tolvaptan may cause too rapid
increases in serum sodium (> 12 mmol/l per 24 hours, please
see below); therefore, monitoring of serum sodium in all
patients should start no later than 4-6 hours after treatment
initiation. During the first 1-2 days and until the tolvaptan
dose is stabilised serum sodium and volume status should be
monitored at least every 6 hours.

Too rapid correction of serum sodium

Patients with very low baseline serum sodium concentrations
may be at greater risk for too rapid correction of serum
sodium.

Too rapid correction of hyponatraemia (increase > 12
mmol/1/24 hours) can cause osmotic demyelination resulting
in dysarthria, mutism, dysphagia, lethargy, affective changes,
spastic quadriparesis, seizures, coma or death. Therefore
after initiation of treatment, patients should be closely
monitored for serum sodium and volume status (see above).
In order to minimise the risk of too rapid correction of
hyponatraemia the increase of serum sodium should be less
than 10-12 mmol/l/24 hours and less than 18 mmol/1/48
hours. Therefore, more precautionary limits apply during the
early treatment phase.

If sodium correction exceeds 6 mmol/l during the first 6
hours of administration or 8§ mmol/l during the first 6-12
hours, respectively, the possibility that serum sodium
correction may be overly rapid should be considered. These
patients should be monitored more frequently regarding their
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serum sodium and administration of hypotonic fluid is
recommended. In case serum sodium increases > 12 mmol/l
within 24 hours or > 18 mmol/l within 48 hours, tolvaptan
treatment is to be interrupted or discontinued followed by
administration of hypotonic fluid.

In patients at higher risk of demyelination syndromes, for
example those with hypoxia, alcoholism or malnutrition, the
appropriate rate of sodium correction may be lower than that
in patients without risk factors; these patients should be very
carefully managed.

Patients who received other treatment for hyponatraemia or
which
concentration (see section 4.5) prior to initiation of treatment

medicinal  products increase  serum  sodium
with Samsca should be managed very cautiously. These
patients may be at higher risk for developing rapid correction
of serum sodium during the first 1-2 days of treatment due to
potential additive effects.

Co-administration of Samsca with other treatments for
hyponatraemia, and medications that increase serum sodium

concentration, is not recommended (See section 4.5).

Diabetes mellitus

Diabetic patients with an elevated glucose concentration
(e.g. in 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 II diabetes.

€XCcess

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.

CYP3A44 inducers
Tolvaptan plasma concentrations have been decreased by up
to 87% (AUC) after the administration of CYP3A4 inducers.
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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
[AUCr]) 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 other treatments for hyponatraemia
and medicinal products that increase serum sodium
concentration

There is no experience from controlled clinical trials with
concomitant use of Samsca and other treatments for
hyponatraemia such as hypertonic saline, oral sodium
formulations, and medicinal products that increase serum
sodium concentration. Medicinal products with high sodium
content such as effervescent analgesic preparations and
certain sodium containing treatments for dyspepsia may also
increase serum sodium concentration. Concomitant use of
Samsca with other treatments for hyponatraemia or other
medicinal products that increase serum sodium concentration
may result in a higher risk for developing rapid correction of
serum sodium (see section 4.4) and is therefore not
recommended.

Co-administration with vasopressin analogues

In addition to its renal aquaretic effect, tolvaptan is capable
of blocking vascular vasopressin V, receptors involved in the
release of coagulation factors (e.g., von Willebrand factor)
from endothelial cells. Therefore, the effect of vasopressin
analogues such as desmopressin may be attenuated in
patients using such analogues to prevent or control bleeding
when co-administered with tolvaptan.
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4.6 Pregnancy and lactation

Pregnancy

There are no adequate data from the use of tolvaptan in
have shown
reproductive toxicity (see section 5.3). The potential risk for

pregnant women. Studies in animals
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 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 patients with hyponatraemia

The pharmacodynamically predictable and most commonly
reported adverse reactions are thirst, dry mouth and
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creatinine

Common: rapid correction of
hyponatraemia, sometimes
leading to neurological symptoms

Surgical and medical
procedures

In clinical trials investigating other indications the following
effects
hypernatraemia, hypoglycaemia, hyperuricaemia, syncope,

undesirable have been observed: Common:
dizziness, headache, malaise, diarrhoea, blood urine present.
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(LDsg) 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 CO3XA01

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
affecting the magnitude of

responses

excretion, as active
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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 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 aectiology 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
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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
tolvaptan + SC with placebo + SC on the time to all-cause
the to first
cardiovascular (CV) mortality or hospitalisation for HF.
had no
favourable or unfavourable effects on overall survival or the

mortality and on time occurrence of

Tolvaptan treatment statistically significant
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 a population pharmacokinetic analysis in patients with
hepatic edema, AUC of tolvaptan in severely (Child-Pugh
class C) and mildly or moderately (Child-Pugh classes A and
B) hepatic impaired patients were 3.1 and 2.3 times higher
than that in healthy subjects.
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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 PVC/aluminium perforated unit dose blister.
30 x 1 tablets in PVC/aluminium perforated unit dose blister.
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Not all pack sizes may be marketed.

6.6 Special precautions for disposal

No special requirements.
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Otsuka Pharmaceutical Europe Ltd
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1.8 Tahee-2R1, THE-RE] RU TERLDEE] RERL

MR T 20, BREICHRTES T AR IEE 15 mg) , ZhEE « ZhR [— 7 HIRIEZE DM OF| R
HKTHRAF7RO0ARRITIBIT DI E) , L - F&E &, JAE T2 L LT
15mg 4 1 A 1ERAKEGT S, | &L T20104 10 H 27 BICRERTEARZIIGF L T\ 5, £
D%, [FEIEIZ BT AAELEMMS B & UL TY A ADEE 7.5 mg 28 2013 4F 2 HITAKGR STV 5,

ARHFEE [ AADEETS mgl (X LT, H-Rwhke - 2R L OHE - AEZENT 2 L%
AL LTEY, BUTORMNCEICARGEICE T NRZBML, F—0ORMCE (8B) 275
HDThH D,

AT [1.8.1 2hE « B R EMRIM) KO 11.82 L - FHEHERIL) ([ZBWTARPFFIZET
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1.81.2 ZEIRH

REWENIZIX IR AL OB 2 D72 < L, THALE OS2 [T 5 72 DI BOSHRDFE L
TWDA, AR A2 CHEENICERICETE LRI ZIEK & v, IFEEIC BT 2 IR
IFRBITRO—>Th D, ZOENOERIKITEFTR E LT, TRIFESCRAREL 5560830 5,
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FIRETH D, BEAFOHEPTIRRIELH TV FAT v VL IMEREF N R0, RPER
BB A 52 5 2 E R FIRIERZ TR T, OB PHREN G,  [BEFOFRIRE TR
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O EEMREEGBRTIX CT IR 2MAKEEZRHITHET 2L & L, ks, §XTOFEI
FARBR ClX, ARHFEOESRIG L R 2 BENBEUNEAAN O D LI, @RENEL LT 18R
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B B R 77 R & O EE R

RRE 5 (156-J-005) (56 Jloo)
%i; o JEHDOR—RFTALINSDOLEE | CT ICLBEKEDR—RF (b DE
EIR/ER -

FiEE | PEGEESGER L&

* Mg T o —I|Z X D EKEFEIREE O YR

* JEHOR=ZAT A b OEE

* TR SEER

*  IREREFRRICAE O BRIRIER (MG, &
HIRREZ &) OUrER

Yo FAYE4Amg AL + A¥E 57 hr2smg/ AL, T, a3 RS E 20 mg/H L +
Avnm /77 b 50mg/HLLE

TR E O ZEEMRIEGBRTIE, BAFEOFRELZEE L THIEKRED b DA RE
BRI, MAARTH L T75mg IE778R%E 1 H 1Al 7 ARGEINEO&RS L, A20MEOREER
W EVEDOMER AT > T2 BIWEMNT RIS, "AARTH 2 75mg BE 82 5], 77 & AREE 80 T
HoT,

FEFMEE CTh HREEGREOEREDO =T b OE bE CEYE + ¥R 11,
NV ART & 75mg BE-1.95+1.77kg, 77 BREE044+£193kg Tholz, MARTH L 75mg
FEDOKREILT 7 v REC AT EIZHED L (p<0.0001, t FR7E) , BERIZE O SHEEIT-1.51 kg (95%
EHEIXH : —2.08 kg~—0.93 kg) Th-o7= (F 1.82&M]) . FIZ, BIRATHMEERICB W, E
KEOWD, BEOBA, EATRRIREOSE, THRIFMOSE, REIFRE I BAER (8
IR, EEIRRE) OWENEO LN (F 1.8-3 LUFE 1.8-4 )

* 1.8-2 BRREEBEOREOR—ZS( Uho>nEtE (156001
FIE_(kg) Stk (k@) © BERED pepnoe ocor i oo
5 v TR PRI R GVE P e b T OTEE el
7.5 mg N—RATA 82 5935 12.69
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Ieiefe 5 80 5871 13.28 80 -0.44 1.93
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HON—=RZT A D OELEIZHT D5 HERICMEZ RET LTz, ARWERNT S RIE v As7 5
7.5 mg £ 25 B, 15 mg B 25 5], 30 mg £ 25 Bl, 77 B AR 26 il ThH o7z, BEEGREORED
NR=2 T A 5O EE, 77 vAREE —0.68+2.50kg (26 1) (2% L, 7.5 mgBE—2.31+2.35
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% 1.85 FEOR—254 v >nELE (156005
HH "LNT %
g 7.5 mg 15 mg 30 mg 77 R
T D FERIME (kg)
N—2ZF A 6193 +10.79 (25) 59.09 11.44 (25) 60.00 12.06  (25) 57.75 +11.63 (26)
NR=2F A UInEOELE (kg)
18 H -0.96 £1.04 (25) -1.14 £0.72 (25) 2138 £0.79  (25) -0.20 £0.52  (26)
20 H 2125 +131  (24) 2159 £1.17  (24) -1.70 £0.94  (24) -0.30 £0.90 (25)
3 H -1.47 £1.80 (24) 2170 £1.68  (24) -1.65 £0.93  (22) -0.30 £1.19 (26)
40 H -1.66 £1.99  (24) 2170 £1.77  (24) -1.64 £1.18  (22) -0.34 £1.33  (25)
SHE -1.85+£2.07 (23) -1.84 £2.00 (24) -1.59 £1.37  (20) 024 £1.77 (25)
6H H 220221 (23) 2178 £2.23  (23) -1.56 £ 1.61  (20) -0.19 £1.87 (24)
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p=10.0108 p=0.0574 p=0.1179
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1.8.2 Ri% - RERERN

1821 H&-HE

W, RAICIE M ARTZ L LT 75mg % 1 B 1 EIROKEEST 5,

1.8.2.2 X EIRHL
(1) HBEHEZEIZIDLT

FEE TS - FEE, A2MERHmHER 4 RO RICE SV CRRE LTz,
gExeasr (156 Jfoos) iz, MATZL D 75 me, 15mg, 30 mg XET T ERE 1 H
1817 B RLEINEES U, AT 6513 b AT % 2 7.5 mg BE 25 6, 15 mg BF 25 451, 30 mg
BE25 01, 77 BREE 265 THST=,

F I B O CTdo D B GREDREDN— R F A inb OEEE e M7 2
VA HERE (7.5 mg, 15mg, 30 mg) OHEIGMETIE, BEMRHZRHECHETEEO T (i
EIENF OB E ORE : p=0.3167) , 7.5 mg #E TR EIFT 5 HESOGCHIBRAGR D Havlz (fbt
DIRGE : p=0.0140) , KB GRFEOERBEON—RAT A N EOEREICBWT, BEREAZ R L
L7 BmairiciisS<, M ATHZ UEHERE T 7R L OXIC KX AL EEZFEL TV
TRVRRE TIL, 7.5 mg BE L 77 B AR BERNCH R A B 7272 (p = 0.0108) 23588 Hivl- (3R 1.8-5
M)

HEFROBBEIGIX, ST H 7.5 mg B 88.0% (22/25 f511) , 15 mg #F 88.0% (22/25 #) ,
30 mg & 100.0% (2525 5l) TH Y, 77 BHREE 84.6% (22/26 ) L [RFEEDOHIEIS TH -T2,
NV ART B U RETR BIBLEIG O ®E D> 72 0381, 7.5 mg #f, 15 mg #, 30 mg #ETENZL 24.0%

(6/25 f5) , 56.0% (14725 f51) , 60.0% (1525 %1) &, MEEKFHIRBIEGNEL voT-, H
ERAEFGL 7.5 mg BETITRELET, 15 mg#, 30 mg HORBRENEGIL, ETNLN 4.0% (1/25
) , 12.0% (325641 THY, WIFNbL T T EREE 19.2% (526 1)) & i L TRA > 72,

EDZ EnD, "ATH 2 75mg/HEL ETHEMENRD Hiv, BEMER ORI KRE R
FEITRD bieholz, LavL, EEFHEEE Ot Th 5 b 5RO EDN—AF 1
23D DOEALETIL 7.5 mg BETEIR T 2 BRI RBD G TR Y, Mo E L O

BHEOREROBET DL, 15mg KO 30mg 2H%5-LTH 7.5mg 2 DH 507227 4 v K
ITRNWEEBR T, 2T, AT Z ORI EIZIL 7.5 mg 23R L, 55 AR 2 5506 L 7,
HIMEORKGERBRE LT, MANRNT XL 75 mg Z#HW=7 TR E O EHERLEGR
(156 J001) ZFfIL, 7.5 mg/HOAMEEMRTEL, LEMEE MR Uiz, A MEMITR 413
ML ST 5 7.5 mg BE 82 5], 77T & AREE 80 il ThH o7,
[1.8.1 ZhEE - ZhRREMRIL) (ZFedk L= BV, FEFMEE Ch 2 k& RO ERED N —
AT A IS DEALEICBWT MANRT Z 2 75 mg BT 7 B RBHCHA_GEICHD L, KRR
AOREAGIE B ISk D08 - dEERGRO b (R 1.8-2, & 1.83 LUK 1.84 M) . IR
BEL D 3% ERBBEIG N E N T2 AEEGL, 0B (7.5 mgfE 13.4% (11/8241) , 77 vXREE
1.3% (1/80 ) 1, #ER [ZNZ7.3% (6/82 1) , 0.0% (0/80 f5) ], FHE [ZI T4 4.9%
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(4/82 5) , 0.0% (0/80 %5) 1 , & HFEIE [ZEd3.7% (3/82 #1) , 0.0% (0/80 %) ] T~
oo TNOHOREFFRZL, WINOBEITEETHoT-, EERAHEFERIL, AT
75mg FHETTH, FT7RARFETI0FICHEE LI, M AT 2 75 mg BETIEIETH 161 (R
REVIZFRO BT, M ANT H 2 75 mg BEOFE TSN O EE A ERGIL, FEFEME M PN EEHE,
JFEEZE, PINRIMARAE, WEJe, MO, ITORMEETEY, IFTHEME, BeekEE, IEREANENn ThH
v, NFEEZE, W%, EHEREMET, NEEPN M MLIIE —ERE TRE L., EERAEFLIL, 75mg
BEDIEL 1 4] (PR AR4) &, WUARAEIC L VIEE A EAEE SUTEE (FERLE) L,
UbDZ &b, "AARTE 15 mg BEOAMEDREES L, et b REREIZ VWS
& A fERd Lz,

7 iz 8585 (156 Jfo02) Tz, FanTr 75 mg & 7 RREREE, BEREO
REEIIECT )7 HETHERT, 2)75mg 4 1 H 1 [REC7 HE&ES, 3)15mga 1 B 1[EE
(27 BR&EE LTz, 7 BB TR T L7egkd (PibflzR<) 133 6, 7.5 mg Zfkfe L7-#%
BRFE 1T 30 1], 15 mg (ZHRE L7-fBE X 13 i CTh o7z,

BRWEEEE Th 5, BKEGROERDOR—2 T A b OB RIE, 7.5 mg Zikii L7
WERE (1.5 mg ke 7 LV—7, LLFREER) ©7 HH-222+1.55kg, 14 HE#H G TR E TORRK
P 5-297+257kg TH Y, BHEEZMT D Z & TEICEREITRED Lz, Biloa—lc k5 EK
HrRIRIE D=L 7 H A 65.5% (19/29 #1) , Fcf&# 505 70.0% (21/30 ) , EHDO~N—RZ
A b O bEIE, 7 HH-3.62+2.01 cm, & GRF-5.07+3.52cm TH Y, EHITHRKG ZHk
foed D2 & THICHED Lz, FTRTREOSLFERIT 7 H H 63.6% (14/22 1)) , ficfk 555 68.2% (15/22
Bl) , ARIRATRRC Y O BEAREIR O 5 BIFEIAM R O SERIL 7 H B 76.0% (1925 ) , H&i&&KE
IKF 76.0% (1925 f5l) , REIRAEDOUGESRIL 7 H H 84.6% (22/26 #) , Fckk 5 76.9% (20/26
Bil) Thoto, BT —IZ X DMEKITEIREE, TR, RO O BRAER D 5 ©IEE
B CIL 7 A2 B X 785 CH IR STz, IRRERTRIL LA EELORBE S
1%, 824% (42/51 ) Thotz, bLBEHABENENE DT AEERIL, OB 23.5% (12/51 ) T
Holz, TOIEMFRIEIEN 10%EB27-H D%, HBE13.7% (7/51 ) LOARHRE 11.8% (6/51
) Tholz, BELHEEELOBHEIEIT 15.7% (8/51 ) T, E1CIE 7.5 mg Mk 7 v— 712
1 Bl Sne (BER R, B5&T%1A) o 7.5 mg k7 L — 7 CTRIALEZ OO
EEDAFEFGUL, FERGE | # (510 B H, BEFU0EHIm S F—gRE) , 881 F (&
H#TH) , BEAK1B (BE54&TH) Tholo, 7.5 mg ke L7-9kBiE <, 7 R &1 Tz
WZHBLLIEAFEFRO O L, 2 FILL LTS ERAFERIL, o (BE 2 f) , TR (R 2
Bl) , mErk (EREC 2 f) , mAEEHS (EREL 2 41) , REdlRmEHm GEEE 1 ED , IFHERE
HEAH, mE1H) Thol,

INHDZ LD, MANTEZ L 75mgiX 7 HEBA TRE LT, ZhE3RIEMk X ITHER S
LRI b RERBEIT RN EE 27,

ke (156 foos) <ix, FANTZ 375 mg UF 7.5 mg & 1 H 1A T F LB
A% 5 Uiz, ARMEMATEE0%, 3.75 mg & 16 1, 7.5 mg B 20 flTH - 7=,

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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BNEFE B T 2 HkR GHEOEREDR— AT 1 )b DL RIE, 3.75 mg BF-1.14 + 0.86
kg CE¥ME + HEREFZE, LUFREE) , 7.5mg #f-137+2.05kg Tho7o, KREEILEOHERE &
Hl, WThoOBRGEETYH, &5 1 HE XV ERERED L7223, 3.75mg #ETid 4 HE» O LR
IIEE IR 7oDIZxt L, 7.5mg #ETIE7 HH E Tl L T L7, £72, 3.75mg BT
1.0kg L EDOARFEO SNTZDIT4 BENDL THo72DIZx L, 7.5mg BETIZ3 BEMS 1.0kg
YL EDRD RS bl (£ 1.8-6 ZH) , HMEK GO CTIZEDEKEDON—ZF A L InbD
ZAv &L, 7.5 mg #ET-514.0+£993.8 mL, 3.75 mg #E CTiX—-407.5+5458mL T&H Y, 7.5 mg FE T
LEI S o T,

AR GO IEI — o — |2 X A E KRR BB Ot E R, 3.75 mg B 37.5% (6/16 f5]) , 7.5 mg
BE 44.4% (8/18 B) , Ik BIRFDREIH DX — R F A 926 OZ L &I, 3.75 mg #£-1.54 £2.20 cm,
7.5 mg #-1.61 £3.75 cm T > 7o, Heft 5-Re D FIIEIE DO YGE=RIT, 3.75 mg # 25.0% (2/8 f1]) ,
7.5 mg #£ 22.2% (2/9 Bil) , WIRHTFREITLE 5 BRATER D 5 B, e IR O BRI O BeE =1,
3.75 mg BER N 7.5 mg BEDOWT IS 46.7% (7/15 ) , REIRAEDSESRIT, 3.75 mg #f 68.8% (11/16
B) , 7.5 mg # 50.0% (8/16 f5l) THY, WI4Lb 3.75 mg #f & 7.5 mg HEOBGERIIFRE ThH
27,

HEBGORBEIGIL, ST 2 3.75mg B 68.4% (13/19 B1]) , 7.5 mg £ 71.4% (15/21 1)
T, FAREOHBAESG ThoTe, WTILORETH HEORBEEFI G &b <, 3.75 mg # 15.8% (3/19
B) , 7.5mg #£ 33.3% (721 ) Th oz, HELAEFFERIE, 3.75mg #£10.5% (/19 %) , 7.5
mg #f 14.3% (3/21 f5l) (ZFHL LT,

lEDZ Enn, MR T X375 mg BECITHEMENTRD DL, ZEMICK X ZefEIE a0
b DD, RO RO 72D K OEAK B DR & 6, 7.5 mg DR T 4w ME 375
mg LV REWEZ X,

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RTRiL
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% 1.8-6 HREDOR—Z54 ohd0EE (156J004)

R—=2AT7 A 6O E LR (kg)

B 5RE IS P E T
3.75 mg N5 AR 16 57.41 10.61
10 H 16 -0.42 0.38
2AH 16 -0.52 0.62
3AH 16 -0.75 0.72
4K H 16 -1.01 0.73
SHH 16 -1.10 0.71
6H H 16 -1.14 0.79
70 H 15 -1.08 0.86
SR B IRg 16 -1.14 0.86
7.5 mg NS5 AR 20 58.85 9.07
1EH 20 -0.74 0.91
20 H 19 -0.78 0.91
30 H 18 -1.02 1.30
4H H 16 -1.08 1.66
SHH 16 -1.15 1.97
6HH 16 -1.39 2.26
7H H 16 -1.57 223
e bRy 20 -1.37 2.05
TS

<EREF 273 3 2.73.2-10>

Uik, HEsERl, 778 RE0 _HEMRERGEER, 7 AMEEx &5 & O R
REBROFERND, "AATH 75 mg 1 B 1 EERGEOFEIMEE ZEMRRBD LN, [1.8.1. £
AE - VR ERIL) TRl L7 L 512, REOE(LEX, MKER EOERERIFRIREBOZEI A K
B 2R ChH DL Z LR INTE T Enh, KREOEEE FEFHMEEE & L TR ONHERE
H o T, =T RIREFEDMOFIREE THRA A3 IR RTFEZENZ I 1T D IR 2 A9 2 A 1t
THRARTZORFEME - HEZ75mgl H1EERGELEZEIIRYTHDLIEEZD, &
ST, APFFEORE - HEIE, [75mgl B 1A N@EYTHD L HWr L=,

(2) BEOEZEIZDILT

BHOZEIISmg LV LEHAETHS 15mg & LTRSS TV, 15mg FETCORFEDE
BB (156—.—002) T, EHERABEIC bAAT 215 mgl B 1 [RIZRXECEY, 2208
TG EOEE (AAEER) #5: L CEpIRE R OSERERICHT 5 BFOREL R LT,
BGEHG LIZGA, 220 TR G Cha X 1.28 %, AUC T 1.09 (ECTH o772, BHICH
T2 Mk - AEOHIBRITZH T 20> 7, LA ->T, 7.5 mg SETH AT D HIRITRZR T 220
b L,

(3) REDIAEIZDOLT

7R o —EEmgRi (56JJoo) cHBHEOISERIC OV TR LR, b
WNT B DFINERIA N 72 DRI 22272 (127333 MAERICEIT 5RO
i) ) o 2oz, AMEOBEND, BEERICKD bAANT O EE T LSBT

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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RN EEZ T,

BUTOWRMCETIE, BMEOLEMIZET 2L - BEOMH EoEE e LT [(4) mig) k
U0 APREEDS 125 mEq/L A O BFE, BB R RO DM F £ L v Ll s 2 B
BT 55681%, & (15 mg) OB TLZEREELY, |, [(5) NBERFHET 5
LA, WEEBETLHZ L, 1, [(6) CYP3A4 HEA] (f FT7atY—n, 77U A~
A V) EOOFRITHEET D Z EREE LV, RTLEETOHT AL, ARIOBED D WIT
BHENLORMGREZZBETHZ L, | EHEL TS, ZNUHOEEFHIE, LARICET
DIREITRE 2 T D REEZHRICRESNIZLDOTH L, @) KO (5) (220 TE, han
75 OKFIRIEMLEOIEEFHTH Y, THEIZB T 2 HREITE 2/ T 2 8F T L THE
RlcEA SN, (6) 1220 T, "R TZUREE L THIHTEESE CYP3A4 12 L - TR
INDHZLICESERESNIALEMETOEBEFHTH Y, MAT X o OEHIZIB TR
SFEREMbTHEASND, Lzd-> T, —TFIRESEDOMOFRIETRREA 0 2 ikl &
AT HNFEEBFICKT D MAATZ o ORFERE - HEIX 17.5mgl1 B 1B &3228, 8
TEDRM SCFEICEHM SN TV D A - HRICET 280 EOEEICH ST 5 L9 iGaE, by
NTH O BEEREEAEN OB T 2 HNERNELLGEERHH LEEZTND, MY
X375 mg DABNEE « BRI TEHIMEICHOWTIE, 7T vRZMBE LIZREETIIT-> T
s, ke (156 J004) (23T, 16 6112 375 mg AL LR, 75 mg BEL Y
b5 Db DD, IKERFD, IREWN, BEAKERD, REIFRMREBOSEN RO 5TV D (R 1.8-7
M), BEMEOEED 3.75mg lZELZELTYH, 7.5mg L D IZH DR, AR TH
YDORRT 4y NRRBOONDBENAET D EBEIND,

Ubo Ly, BUTORMCE THIE - HEICBEET 2680 EoE] 1281) HEOFHEIC
DONTIE, AHFEICBWTHRRICEHAT 2, 7B, LDASICBT 2 REIFE TOHEIX 15mg
ThHI2, FEIXTS5mg LG L TWAR, I A EEIE COMHEIL 7.5 mg TH
L7128, &% 3.75mg & L R L7z,

#* 1.8-7 MILINT B2 375mg 8L 75mg BOAMMED T L& BRKRER
HER, 7 BHE®RE)

ARG IE A 3.75 mg 7.5 mg

I GIREOIREDOR—=2F A b D& vE (kg) -1.14 + 0.86 (16) -1.37 +2.05 (20)
ZH51A HOLARBEDR—=R T A v HbDZE{bE (mL) 485.5 + 408.6 (15) 856.6 + 697.1 (19)
AR GREDOCTIC L D AKREDR—=2F A b D LE (mL) -407.5 + 545.8 (16) -514.0 = 993.8 (20)
SeAe P G- O = 2 —12 L D JKITRIREE O EE (%) 37.5 (6/16) 44.4 (8/18)
KR GREOEFAD =2 F A b OZE k& (ecm) -1.54 +2.20 (16) -1.61 +3.75 (19)

b BOEMIT, FHM + EEFEE (B
<ERERE 273 F2.73.4-1>

1.8.3 MERALEDZFE] RUKEREM

AN OIERGRTAERGE, BARPEBREGR I CHSE, Wl 94 4 A 25 B HIEH 606 5 TEFERHE
AR CE DOFCREE I DOW T RUVERR 9 44 H 25 B 38FEE 607 75 [EEFR RS S OFf
FOREFREERICOWT] IZHERLL, TRO KD ICRE L,

1.8 T#hee - 2R, THE - A8 RO EH LOEE] RERiL
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A LEOER ()

FRIE DR

it

AFNFEIZ LY, QA AKFR S BAERSCE T B Y 7 A
MIE%E KL, BEEICESTEMRRE SN TEY, 2
AMAIEF R Y U APREED AT X DR OB A EEE A
KIBENDDDZ LD, AR T TG %GB ITHERT
L2k, F, BICERGRRGE UIHEEBICIEMES N Y
LREEAZFENCHEST D2 &, (12, BELERNEER - 4),
I-(6)] OHEEWY T4, BMEROEKXZEER HEF M) A
MAE] DIESMHR)

¥ e U OKFIRIERILEDEEFHDIZD)

e (ROBEIITHRG LRI L)

1. ABNORG UL AEY (BY AT & R S) 1Tk
LisguiE OBEEIRE D & 5 B

2. WIROBE [AFIORENHHETE 2RV, ]

3. O¥BEIE U720 XUIK B R 7 B (R MR o
WLV ET MY U AMEROBRKOBZEARH 5, ]

4. @ MY U AIEDEE [RFOKFRERIZELY & b
Vo AMENEST I BZNARDH D, ]

5. JwY)7e Ay filke A3 R 2 AT MERGE O FB A EY) 22 K oy flike

DR 7=, MEERMAEEOWAIZ LY &S b U U AlfSE

KOBADOBZENEH B, ]

HE ST L CW A Rl REE o H A N (6. #Ehw, BE

i, RIEHE~OFEE] OEBMR)

o

1. ZHE7Z2L ((LAMBEAOFEEFHOLD) |

2. BHEAL FIRELHOEEFIED-D) |
3. 4. EHERL OKFRERIGEOEEFED
=) .

5. FFPERMIE o BB 138 U] 72 K 5 il AA 28 S K
XRWEERDDEBZIOND I LD
L7,

6. EHL ({LEWMEAOEEFHDOTD) |

-(\\
iE

Gheg - DRI BHHT A EOER)
AFNIMMOFNRIE OL—TFIRE, VA T A FRFRE,
PL7 v RRAT e o3RE) LOFRLCEMT AL, 2k,
NOESET N Y T ARRASRTF R EOFRABRRRIT R, (T2,
HEREARMEE L (1) I-3)] OEBMH)

ERRL (DRI T D IRIRETE & Rk
ORRIEE P SN DT=0)

(I - AECEEST 2 EoEE)

L DASITET DIREEE OGS

L(1) ARG A L2352 F k452 &,
IR T K1 OHERHIC BT 2 B IMEIEHEGR STy, ]

LQ)BERE (REIFRENRBFIZay br—rERTH
5HEXORE) ICRSTEHEIL, BREEE LR LN
Lo [ERBERRBRICBWT 2 B Z8 2 58 ARBIL
vy, ]

1-3) RIRRATEDIRBEDS B LR VIR G, 185K & 852 ikisi L
mnz b, (KRR oESR)

L(4) &> b U 7 AEEEEDS 125 mEq/L R D B, 247208
RIMEEORDBHE L BTS2 BE IR
DEAE, ERNOEBTIZENEE LY, (1. HE
Beh(), )1 0HEZBH)

L(5) DBENRRT 235610, BEEBETLHZ &, (12
B EARNEE 1-3)) OHESR)

1(6) CYP3A4THEA] (f T atV—n, 7TV Aa~wA v
VE) L OIS B Z EREE LW, eSO
DA, AROBED 5 WVITEAENS OBAR K 2EE
T5Z&, [RAOMPEPREN ERIT2B8EZ03H 5, ]
( 13. MAEMEM) OEEO EEYEhE) OERR)

1(7) K OBERZBET BT, TRIFICRGTHZ ENEE
LV,

I PR Z BT A IR 0% &

I-(1) PRI R AL LB i 52 ik+5 2 &,
RV R 1% OHERHIC BT 2 B IMEIEHER STy, ]

I-2) AFOEFIZL Y, EERFHERENOLDND Z &
NdDZ L, ENBERRBRICRE T 2 Bl &8 2 5 AR

L ODAEICET 2 I 0% 6
BUTOWMN LENODEFERL

I PR IC 36T 2 RiEIT R DB &

I(DAEEZR L (ORI D IRIRETE & Rk
DEGAE T 2 EEFEHPLERTD)
I-Q2) RN RIRIE S st S 7o 1% D MERF I B
55 AR I 81 D IR I C Ik

1.8 T%hie - 2R
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A LEOER ()

R E DARHL

WXenWZ o, (K, IEPH, THYZEZ EOREORES
B2, REIFE N SGE L2563, B L &5 2 ki,
VEE/NEOHMOERIZE DD Z &,

I-3) RIERTRDREED E LRV AT, B L 5kt L
vz b, (R oESR)

I-(4) &S bV o AJRE 125 mEq/L RimDHBE, 2%k
PEERMAE B O B8 E LS 2V S h 5 BFICE S
TH5AME, R 3.75mg) OB TAII ENREE LY,
(M. EEERE0), (2)) OEBR)

II-(5) AEENEFETA AL BEEEETAZ L, (2.
EE AR 1-(5)] OES )

I1-(6) CYP3A4 [HEH] (A +TaF V=), 7TV Aa<wAfY
) L OIS B Z AR E LV, R xS0
DAV, ABNOWEED D WVIHMEHEN L OBRGER E 2 EE
T8, [(AROMPEPREN EHTB8Z1H 5, ]
(3. HAEEH] oBEED CRipEiiE) omsi)

I-(7) KEOPREZMET D720, FHiTICEEST 5 2 ENEE
L,

RENTWRW®, FHERERED Y 27 b
FRHTNCHEE LT,

I-(3) Z£H22 L (LRI DRI & F
OB TICHT IR FERILE R
») .

1-(4) FFEZEIZBIT D IRIRATE O EHS & T
BB T (375mg) | \CEE LIZLISMIZEERL
(IR I RE % £E 9 IR FBRAT 69~ 2 K FI R 1V A 3t
WOEBRFIHEDTZD) |

1-(5) Z®2 L KFREHILEO FEEFHD
=) .

1-(6) ZE7 L (bLEMEAROEEFHED T
») .

I-(NZEE/ L (LRI D IRIETE L Rk
IZ1H1ERGDED) |

1. EERES RoBHFITERICERETSL)

(1) fET B Y 7 ABREE 125 mEq/L A 0 B (A2 g
MU AREO EFICEY, B LDERAEEZ kTR
Thdb b, 1 (12, BEERERNEERIG),1(7)] ©
HZHR)

Q) BEEREHIEEIIMNERBOH 5 BE K NERE
[BHBRIRN S ST 5a, ol e iR M smD,
Mg L, MEEREZHERTIBENAD D, ]
( T4, BWERHOERZEWEAM 2)Mfe2EeiE] OEEW
5. mlE~O®L ] OEBM)

3) mH Y U LAMIEDRE [(AFOKFRIERICEVEI I D
LAMFESHEST D BEZNNH D, 1 (12, HEIERLAN
HEE 1-(6), 11-(8)] DIEZMR)

4) EERBEEO D 2 BE FURICLE S B k&R &
DRBEERENF ICE LT BENRNH D, 1 (T4 BIEA
(MWEXZEER DAL OESMH)

) HERBEZBRAT 202 OBEOH 5 BE [Ei#l L ~UL
KT LESG, @Y Kaomialc XEE2 kTBEhnd
%, ]

(1) ZE7Z2L OKFIREALBEOFERFHO
»)

() ZAHp L FRFEIEDEFHFHDIZD) .

(3), @) EH7eL OKFIRIEHILBEOTEEFIH
DI=8)

(5) FFEZRIC 31T D IRIRAT RIS )T~ 5 HR PR AR
IZBWT, HHEREDRRE ST T 7 REEL
FRRECTH -7, 7T v RENEEKTHIC
FEHLTWBDILH L, "ATH BT
SWMPICHRBE L TCWAZ L2 EE X, Bz

- L

WCRE LT,

2. BEREARNEE

L OAREICB T 2 EWEITE 0% 6

L(1) AFNIRYEIZBMESE 503, F hU o aPEkE RN S
TRWZ Lnh, MOFREEHFH L THERTLZ &,

1) AANOELGHIHNZ, @BRIZRFRIZEEOBA, BT b
LAMER EORIERB S b bdBENRHHDT, 1
BRREOBREOIRELZHLE L, #Y L KOMEEITY,
R, ME, AR, RESZHEENICHIETSZ L,

L3) AFIOFIRERICEE, OB, Bk EomRAH b
NHZERHDHIDT, ZOXHIRIERDD b EE
Wi, Kotk EIT) LofREds2 L, (4. FEHA
(WEKRAFEIWER 3)mF MY U AMGE] OHESH)

1-(4) RAIBEG-BIR% 24 R LANIZKFIIRZ I 0358 < F 819
572, Wi &L BBl 4~6 BRI ONT 8~12 K
MZICImEF N U AREZRET S Z &, REHRHE
Ao 1 EMREIEEREL, Fok b5 2T
HEAEICE, WEAETSZ L, (T4, BHERAQ)EKRA
BIEA 3@ b Y U AIME] OHEZBR)

L DRAICHY B R OB o
LQUSMEBUTOURH BN D DOEER L

1-2) KFREMILBOEZSEE L L TREICH
EENTWAHEBIZEWT, @BRZARFRICHES
BWEHORNEZ BRICGBTE T L L b, E
B ®I9 D iEE i & LT TRk iaa &
151 0o BRI EZ BN LT,

1.8 T%hie - 2R
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A LEOER ()

FRIE DR

L(5) MfiE) b U 7 AP 125 mEq/L Rim O BEICHEE L2
A, AMAMEF N U ARED ERICXY, BB
WREELZ RTBZTNRH D70, 24 FFEUANIC 12
mEq/L 2% % EARNALNIEGAE, #E5ERIET
2k, (M. HELEQ1)) OBESHR)

1(6) RANOKFRIEAIZ L W fERMEEOW D XL, [MiF
VT LAEEAY RS, DEME), DEBENEHEET
LZBENDBDHDOTC, REPEELGFIZMEL Y 7 LREL
WEFTHZ &, (M. EERSE5G)) OERMR)

L(7) AFloORGEONH - EERITFEREEESO DD Z
ERB BT, AAIEGBRERTC S REM A 2 5556 L,
D L H G 2 EMIAEEIC IS RERE 21T O 2
Lo TR0 EST, ok bES kT 25 ECT,
HWHREZITY Z &, (14 BWEAQ) EXZ2EIEM 4) T
BREREE ] KO 110, FOMOEE] OEBH)

LB EVERHLLNDHZ ENHDHOT, HEICEETD
&, Fe, BPTEE, ABEOHERESGRE L O B
EEMET ABICIIEE S L 2 &,

1. HFEEICE T 2 WERIEEOHA

II-(1) AR OHEEGIC L BERIFEERERNO DD Z &
BdD, IHEERHETIE, IFEEYr L ELSE 8%
NRHH L, ROREROEN L AFNC X A IFEERERE
EORBLEDOXJIPKREECTHD Z LICHELT, AAID
BHIZHIZ-oTE, VAT LR T 4 v bEEEL, K
B O FIZOWCEEICHBIT 5 =2 &

11-2) ARFNOE GO EERITFHEERENS b d Z
ERS DD, AANEGBREETICAFHEREMR A 2 SEh L,
D L LGB 2 AR IS RERE 21T O 2
L, FRUEHT, 2o bk 5 ECE,
WEREZITY Z &, (4. BEAQ) ERZFEIEM 4) i
BEpEREE ] oKW [10. ZOMoiEE] OEBHR)

[1-(3) AFNIAPEMZ AN SE A28, 7 b U v APk 280 &
RN LD, MOFRELHFHL THEHTLZ &,

11-(4) ARNOLEEYIAE, @BEZFPRIZEE S Bk, &V
LSEZR EFOEBHERRH L oA BENRHDHDT, O
BREREOBREOIREEZEE L, WYKot airy,
RE, mJE, Ikak, RESEZEEICHETD L&,

II-(5) AFIOFRIERIZFE, OB, Ak EORERSH 5
NAZERHHDOT, ZOLIHIRIERNRSLONTHE
Wi, KOfieEITY LH5EETs 2L, (T4, EIWEA
(WEKABWEA 3)@mT Y U AMfE|] OIESMR)

1-(6) ASAIHE5-BAAGT% 24 BER LN IS AR R 280 e A3 3 < FE B3
Lz, A L LEERE 4~8 FEf%ICmiES Y U
LBEANETD I &, OISR 2 A%IFEONC 3
~5 HRIC1EJGE L, Z 0tk b &5 % ki3 53561213,
BERETSZE, (T4, BUWEH O)EKRZBIEH 3)&
F R U AMAE] OESH)

I1-(7) &7 bV v LERE 125 mEq/L REOBFICHRG L
Bt, BWAEF R ARED EFICEY, B
BEHARIERE 2 R T B ZN B H 572, 24 BiEILINIC 12
mEq/L 2% % EABNAONEHECE, #5ERIET
2k, (N, EHEELHQ)) OBESHR)

H-(8)AFN O ARFPRIEAIC X Y fEER M IE RO 2K L, Mg
AU ULAEEL LR S, LDEME), DEEREEET
2BENDHLOC, AREEELHITMIEL Y 7 LRE S
WEFTAHZ &, (N, EHERE5G) OESR)

11-(9) JFEEZE B Tk, AfloF G L EFE Lo ) 27

I JFEEIZR T 2 HIEIEEOEE
I-(1) FFEEZE & ) BREICEE I P REE = 2
TLREICBWT, AROESICX 2 EER
BERERRE N BB L 72HED Y A 72OV T,
T ERWE T 20BN D D78, BEHERE
ARHEEOGHEICH IR E L,

M-2) ZE2L (DARIZBIT A IRIEITE &R
B (REHT) ORFHREREIC L Y, FFHREREE
DE=HFYV L TNRARETHD EHE LT
») .

I-3) £E72 L (DARIZBIT A IRIEITE &R
FRICMOFIRIEE PR S ND720)

1-(4) AKFRER L EOEEFEE L TRBEICR
FEENTWAHEEIZEWT, BRIZFRIZES
BITER ONE % BAAMICEBRET S L L b, E
B AR & LT HE ARk RiGE
191 &) BRMRNAEZBIN LT,

I-(5) Z®72 L OKFUREAILEOFEREIFHD
=) .

I1-(6) AFRIEALBOEEFIETHL20D
DAREIZEBIT D RERITFEOTHEZER L B
T, IR B RIEATRRIC R 5 R AR
DBREA Y ¥ a— L B OB RS SN
THREL,

-(7)~T-(8) A 72 L UKFIRVEM @ O3 g%
HO-)

1-(9) IFEEZE RS ClE, AFIO&E 512 L v HElk
BHMOY A7 R@ELIBENANRHY, HLE
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A LEOER () FXE DR
PEELBLNBH LD, BEOWREZ THICBEL, | HiZ I L AmezErd e 21?)
LB OKER S SN HEIIFTEGERIEL, | 2200, +RICEETINERH LD

BEARMEZITH 2 &

11-(10) HFWVE

#%Bbﬂé:&ﬁ%é@?,%@

\ZHEET

T L, £, mprEE, BEHEOERS

fElR % f 5 B

WA HRAET B BRIC

HEESELZ &,

E LT,

11-(10) 572 L (TP B D RHRTE 2%
FTAWRRBRICBNTYH, ODFWVREBHE L7~
D) .

3. FfAAEASEM

AENE, F& UTIHGHEESR CYP3A4
Fo, PHERAOKEETHD L L HIT, PHEA~DMHEER
( CGEg@hie) OmESH)
WCHEETHZ L)

2HT 5,
PEREE (BFH

& o THEEh D,

HH4 5

B AR - R
Ttk

BERF « fepRIN T

g@%A@%W%%ﬁ#é%
|

rhary—n (oA
EANRHKTE) , A FT =)
S—)b, 7Y Au~AfT
s

T —F TN —a—RA

RAEEFR O E
2k, KHo
R )
BENLLH B,
A s o i
TAHEAIE, A
Bl OB EDH D\
TEAENS O
BRtb7e &2 &K
THZ L

AFH D R R
T % CYP3A4
ZREL, KA
O M PR EE A
R 3,
( CEm@Ehhe
DIHEBR)

CYP3A4 FHEEHZ AT 538
bal
DA SV
A =72l Sl I v
(St.John’s Wort, &> k3
a—rAXTU—R) EHREM

RGEEFR OB E
zxn, AElo

YER 38539 %
BENALRHDHD
T, AL G
Xz DA
K OVE i & B I
Lpnwz &g
F LU,

AAN O FHBE SR
Th % CYP3A4
EFHEL, KA
O i BE v i %
BTF&E5,

%%EEM%W%%%?%%
|
v aARY Lk

AFNO R 731
b ARy (%N
H%,

é:&w:i
A D HE
#m%énét
& 1 H R 3
rEHRFTDEBEN
Bdd,

RN

71 U 7 AORFREFI RS
2w /)77 b, RUT

AT Ly S

TN RAT o o3

=Ly s

T VkT v AR R

ERE
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