Y LRXAEE 7.5 mg

H L X AEE 15 mg

B L XA EE 30 mg
ICEET28H

REMICRB SNFRICERLSIENR VAR
DVWTHORERBFIRERERAIMICHY FTT,
HEAMOBEERICHAT S LNOEFEH
ICREBEMZRRI LA ELEFTEFEAS

REFRERAIHH




HLRAALE 7.5 mg
HLAAEE 15 mg
B LRABDE 30 mg

ET18 (E2a—IL1)
HEEFTHEREVARMNXEICEAT H18H
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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 (LUF, V-2 848) i cd s, [HLAADEE 15mg) X, 6 - 25 [v— 7R R3S
DADOFIRIE TR RAA 5372 OARRUITIIT 2 WIRITE ) , HE - A& TEF, A b
AL T15mgZx 1 B1ERAOKESGT S, | &1L T2010 410 A 27 BIZBERTEARZ B L
(CLF, #IEAGR) , T A AUEE 7.5 mgl 23F UHHEE - 20 C 2013 452 H 4 BB IR TE AR
ARG LTz, £, THAABEETS mgl X, #hAE - W3R [ —TFIRIEE DM OFIJRIETEHE
AA-Gr 7o PR\ 35 T D IRATRE ), i - HE T, A M7 2 L LT 75mg &
1 H 1 EREO#SETS, | L L T201349 H 13 BICHESEBMOEREZ I Lz, W Cix, B
AROBNEE « FE L ITE2 D2, KEICBWT 2009 4 5 A1 MEF b U 7 AMUE] O IEE THERE
i, ZO%MKINES (EU) & & Tetitf 40 » [ - Mk CARRZ IS LT\ 5 (2013 45 1 A KRR o
Alal, RIEOFRER &38R 2B TOY A 27U v AMP (BLF, cAMP) FEARNH
TERNZ L D B RFEMKIEIER 23 M2 2 L 2 B & L Ra e w2 mag (LUT,
ADPKD) 4% x4 & Uiz IAERIERES (156251, LUF TEMPO &) 1ck0 T, k
WRT R D 3 EMOEMBEGICE 28R OZEENHER SN2 Enb, F#EGEICBY
T, WR5ek T L ABEE30 mg) ORERGEARHFFE &, AR DEETS mgl KON TH LD
BE 15 mg) OWEIEBMBFEEZITO DO Th D, 7035, ADPKD 1L, HHAEVERESURIFEFE (K
TEIR BB E) OREIEBRTHY, FLATZ 112006458 A 11 Bz [SRMEEREO
ETHH]) (IS THRDEIFHERLOIEEEZZ T TS f5EEFS (1838) # 193 5] .

1.5.1.2  ADPKD DEgFRHIEIE

ADPKD %, PKD Bz FARIZLY, WHIEHKICZHEOERPETHICIREA - T 2B 0%
BHRTHDH, ADPKD HHETIE, ERIBEMO LT TITERESATHD bR TS, i
N & HTHER L, BRERRITEITIEICIR N T 5, SRERIRIEE & (LLF, GFR) 3B
2725 F TR 7 U REDOTDIER TH D0, 40 BE LT LD, 70 % £ TIOR RO &
FHDPRWE AR 2ICE S, ADPKD EHF TOZERIEKIC X 2B AROBKITHEE 72 <k L, BH
EORMERK X VBREITE EBBEDE TR RN L ARESL TN,

PKD #{x7& LTPKDI & PKD2 VI TER Y, BED 85%7° PKDI1, 15%7 PKD2 DiE{x
FTOERLINTWD, £, BEHEOKTOMETIX, —i%IZ PKD1 ZROBFH LY PKD2 25
DBEDOITTNEETHDH, —J7T, PKDI, PKD2 DB TNTIIES Tld/el, MELELRTZ
Wr 7RIS STV R 28, —f%AIC ADPKD Oz A & LIz@ i HEidfrbhTn
7200

ADPKD 8 1% 30~40 5% AN E CHIER Tl 29, B RAIRPIFAER & LTE, WIRMMKR, 18
A - R, R ERH Y, SELHFEITRE L THETHD, BERE LTL, &
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PESOTBMEO IR UM (Bl , IREFES L ADND, AMEOEREIE, FEREGEOR
FEA~ORY, FlaHim, REEAPEREE 2D, BEOKFEIIEL Y BERPET LZEEICE
<, BEEDOMESCE M ROFEGNIRK & 725, £z, REFIZARMMIRD 35%~50%
DERFETHOOLND,

ADPKD 3 D 50%~80% ClL @ ME % &0 25, @£ OFIEF I IR R ILEEE LD b
<, /R ADPKD 3 DK 35% CTEilEZ A0F L T 5, IFFEI K 80% D BFH TEPFT 573,
JFHSRE R E 20k 0 Z L1372, BRI L 725 2 L1322 < vy, M TE PR RS (4
iR, < B NHMm, BEEZE, BMNMmERS) 250 2 BEORG bREBEALY &V, Ei
B 30%~50%D BE THRO HIL, HHEMELE 20 BRREZEVIRTZ b h D, TOfl, i
L, JREFEA, PO &b APHEL LThIT b’

[ElPN > ADPKD BE R4 A L= W ClL, 1994 4E 104522 LRI 14594 A (N 4594
MNTBHTEEE) T, ADIED 2 BEEROEEIIH 1: 8570 Th o7, FRuBISHLE & B Rk
bt a2 T HRER AL, BERREEZZZ2 L WA EBEREMA % & 31000 A&7, A
M2 D DEIAIIR 12 4000 & HER X 47z,

1.5.1.3 ADPKD DHEHER

ADPKD T, Bl CTOBIEMRZIZLDOL L OAIHENN LN TWDR, FOIREMFIIAR
7 b2, LLTFIZ, ADPKD TOREROHEKICE L T, BIEBZ LN TV AHF 2504 L
77,

(1) EEEFHEREREF

ADPKD @ 2 DD EMEE D 9 6, PKDI B 1I1E5 16 FYLaREpilZ, PKD2 Bis 1115
4 FYfRER LICFE/E L, ADPKD B#FIX, A OX BRI AEMRE R A Z TS, £
DI, A TFHEHICT TIC PKD BaFid 1 DORRER (1 v b)) 2% T05H208 (AFEi
R b9~ ORIEIETITAFIET D PKD BiG TIXIER TH 5, Z OIEF 7 PKD #im 112,
PRABE FRCARIZ 3V T R (RHIIRZE ) M2 2 5 2 £ 12 X 0 PKD 5 - I3HEREIERICE D,
ERRARY P 2AF EA (PKD @5 1PEW, LLF PC) DEAINRL< 725 Z L 7%, ADPKD &
FCTORRBIEOF & &b EEZ LTS (Y—t v hil) . ZOHHIL, ADPKD ©%
< BRANITIL DIZON T2 IZFRAFA L TL 5 &0 ) BRI BICHL AT 5,

(2) WETORYSRFUBERS

PKD1 #&fn1- & PKD2 B - DBIEFHEY TH S PCl L PC2 1%, WTHud B IRME R
e oD JRABE B AU DI E LIRS Do ZOREIL, ROWN A BT 59— & LT
TWLEEZLNTEY, RMEEPEMOWRE (R) MEZI T2y, #E B EEHEREIE
B X720 32 LRI LS T ARER LR 5 2 EAMESATVWSY, PC2 I1E, ATy
LF % U RXIEOIER Z D2 ENE L OWENLRE SN, PCLIXK, ZOF v 2 RO
IG5 L E AN TWD, ADPKD O ZEN EZHROMIL L, [F T ADPKD & O IEH IR
AL 2 WX IEF B O JRME ERRSROMBBORBAN I V> o MREZJIE L& 25,
ADPKD OB FEa bRz I IZ 3\ N T, FER DAAS O H I ST IEH B B sk 0 B R & bt
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LT, DALY AL A VBEREEICEETH -7,
(3) ZERaHERIDIEN

1E 7 B SR D RS RS AE> ADPKD & DO IEE I ERALA 54 %Lt@ﬂﬁﬁﬁﬁw@ﬁm
RS2 SR SN E B2 RETHEI L FA v Py —ThD cAMP OH#IINIC
ST, HIFEHEETEITIR T35 23, AmmD@%@L&m%%%:Ayfvyy&8®ﬁwmmmm
PEAEAREE A AE S5 &, BT ERT 2%, £, S OMlad cAMP 125 5K
IED AL, AN O DN T AA T BREOKRTICL VSR IND Z ERMEIN TV
28
(4) BRILEEER

FENL BRI 5 B2 X, cAMP 12 X VU iEM{E S 4D CFTR (cystic fibrosis transmembrane
conductance regulator) EFREND 7 0T 4 RF v U FANFEL, FEa EEilacorues 4 R

A FURKDOEEICEE L TWAZ ERNMHENTWSD, 2@ CFTR 2% ADPKD TOZEMIPNIKITHE
ICEEARE R L TWA L EZLNTNA,

INEBDOZ LD, ADPKD HBE TIE, NV F L SO cAMP FEAEEEYEIZ X - T,
FERHIR OBEHE & FERIN~DIRIKERENTTHE L, RN KT EE2 N5,

1.5.1.4  ADPKD [Zx 9 HRZEREE & R

ENTIX, AT EE AT IR B E AR SCEEAY ADPKD (233 2 22845 E# (2010 4% 8 H MR
RAERR LTS 2, LanL7eddh, BITE, ADPKD OFERINEKHEFIC 5k L CIEA 2 385 if£<
BRSO (BlER) CmiLEZR EOSIHEDIRIRZIT > TV D DONRERTH H, B2
IR IRIEA T oA RRMAERE T, BMERT7T O T v % ﬁ%ﬁ#iﬂi?//i
T U EMIERILEIE TR STV D,

WAL CIEBI R e IR S HI S ST ey, BN & RIBRIS, BERSUIMIIER (Bhm) <
L EZR EDOBBHEIKTT D XHERIEN T L TH D,

ZD XD, EAN &S IZ ADPKD OEIEO FERE R DOJRKN 2 BERRE 2 HiEER <, &
OHEICT T 2 xHERIER O Lo T D,

1.5.1.5  ADPKD IZxt9 5 ERRBF

RIVIRTF B ANL, Vo2 BARSDNRY T Ly v DfEE HET D Z LT, XY T L U iNgEd
LHBENTE S KAy —Thd cAMP OFEAELET S, b b Vo-Z B IRE B S H7
HeLa Mz W2 EBR T, MR TH AT T LU Rl X 0 B L7 N cAMP % 2
EAFHNAR F S 8720 202 2905, cAMP O ERBSBRMOMKICHEE LT\ 5 L Shbh T
% ADPKD ## To, meowtmaEmRsgsane, [ R vezansmiskcsd
» I . <D =7 L EYTHD PCK T vk TE OIEIAEK 2 iS5
Zepvran!!, ERNAOESHMZER B K THA ST D ADPKD BE KD 5 0 FEEGK
BRRBAEDEE L H Y, M7 X % ADPKD ORI & U TR 5 720 DR R %2 Bl
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L7z,
152 BRORERE
1.5.2.1 m B DFIFDREE
(1) REICEHY 5HER
(a) =AIKE

B A 8E 30 mg (FBEAGRO Y L 2 4 §E 7.5 mg F OV 15 mg & [A] UHIAIRRGHC L v f S -8
FTHY, HHLUZEIMANC B EF LR, YA A2 B EE 30 mg 1X1RER ARA] 30 mg SEICHF QD
#Htakx eorm Ui-Bsech 5, BMAROY LR EEE OFAWED T, FEFIORZ U
L, &OICHEIBICRT AREMEEZE L CEBRLINZ I,

(b) CRERARE L DEMFHIRFL

15 mg $E & 30 mg §& 2 TRBRASA & UCRREH L, BRRRBRZ M L TN b ORIFI 2 L7z,
Z D 15 mg $E & 30 mg FEIFKENZ I8 T HE R S Av7z A7 R EMERERIZ X > TEYFRIICIE
EThDHI L EMERL,

TRERH A 30 mg BE & B A A B EE 30 mg D ULITZE T OFREE 134% O B RA DAL ST AT DO EY
LIRS A R T A2 CEA24 42 A 29 B SEEHARE 0229 45 10 5 [HIEEIRM
DEMZRIREERR T A R T4 U FEO—HWIEIZ DWW T BIHE3) ([ZBWT A KEIZHY L
Too ZOT®, Y AATEE30 mg O LOGRER 1L E U CRE Lok 2 B C il A
DR R LT, ZORER, mMEANIAM FRICRE L Bl Sz,

(c) HAIDKREM

LA T EE 30 mg DLEEMRERD 5 B EMRFRBRIZOW Ikt TH o5, EHRGR
B (25°C/60% RH, 24 6 H) K ONNERER (40°C/75% RH, 6 f6H) ICB W THVEICEEL 5 2
HENITEO bNT, BRTRMMLZETHD Z ERHEE T,

1.5.22 JEERERDRAFEDRZE

A RIOERSEI R EEICHT- 0, FEHRICIBO TR N 2 BT 53R 8R4 B 7256 L=,
LA PESEPRERIER, S BB J O\FE R OO S S fdha X, WA R EERFEEHI R LT D,
Z D%, AARLITHEISIEN B D K E K OB I TR S 7o/ N &b 8 & 9 2 B R BR 0
7o, P2 e mtEalii g 5 L7e (2 0BRICHOWTIE, 2013 4F 9 H 13 BIZAIHE -
R TV— T RIRIEE O OFIRIE TR IRA A0 IR PR ZRIZ 31T 2 IR ) (TR taBINARE
ENTZY LDABEE TS mg OHFERFSEZEE LTI L) 2, AROBISEBINRFEICHY,
B L 7R BRI A,
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(1) HEHER
(@) MHEEMFBHEB

R ST 2 @ ADPKD ikt 220 25T s e L, [ & v 2 msaE o)
WE7 Ve b ADPKD #BFH OB FER B ROEER ML A AWT AT 2 o OFEBER 25
fliL7z, ZOFER, "MATZ AIRKREBR T ORI D 3FEOZHEMEEEET L (PCK 7 >
R, Pkd2V¥ = A RO DBA2FGpey ¥ 7 R) IZBWT, BEEUIBAMEIEL LS
FERIOHRZIH L, ZHEEEE OMAITEZME T 5 2 L 03R" S, £/, N ADPKD £
OB ENHEROREFEMITICB O TINY U VRBRIC & D HIRBFE 2 i L= 2 &, HIiZ,
NY TV AL DERROBAZIHITH 2 ERMEINTNDH I EnD, MATZ T
Vo-Z BREFETERIC X 0 Z2RMERE OETE2MHE T2 b0 B2 b,

(b) TEMEREAR (—REEHARKR)

A PEREERER (AR EERER) (oW TIE, A ADEE 15 mg OWEIRAGERHCIRH L, BE
ICFHMliS AL CH Y, AEIOBRREMBEFEICHTZ Y, izl I LziBRIT 2,

(2) EMEBEFER

IR B REABR O RGEIE, YA A T EE 15 mg OFIEFKFRHAGERHICRZE L, BRIl ST
W5, £z, ARIOZEEEMHAGFICHTZY, FriziZFE i LI BRiT R,

(3) H=iEHAER

BRI G- IR, E R G mtaER, BRErERER, BSARMERER, AR, R
AT B K OV O O Bt BRIC OV U, Y A A B EE 15 mg OFIEFFFERHCIRH L, BEIC
I STV D, 2013 4F 9 13 HIT Ty—TRIREESE DM OFIREE TRIIRA 43 I8 iR 12
T D IRHRETEE ) DRIRE « R CHEIBINAGR S A A D EE 7.5mg OHFERIZIIS B GRS L
THhEEN % O T R ER A 42 H L 72,

A BIONREEMAFEICH =0, HiI i L= B,

1.5.23 EREKRDOBEARDEE

ADPKD (%, JREEHEITRIRCTH Y, EITORSIBEAERH D Z &5, BRHBRICB W T
TRERIE DG NME R WL R REET A 720121, 2HOBEZx5 L Lo RHB OSSNz L
2%, Lo T, ENOHZOEEKRER T ADPKD (Zx519 5 AR et 2 G+ 5 2 &1k
WD CTHEECTH S LB 2 DN &b, Aot & ZaMZREET 5 EEILFETAER (TEMPO 35)
EEETHZEE LT,

VoS RIRFEHIHRIZ L5 ADPKD O{E#H % il SH L7221, V- BIR & keI iE T 2%
TEMMETHLEEZOND, TDIZ EIE, PKDBWET ILIZEBWT, b ART X U OIRAE
HCRD LN EAEMOEKIENER 2, Bl &G TR b n Il Enb bR I
(EHBHE T 4.2.1.1-05) . ADPKD BEFIZKT D MANT H o O NMER VL2 2T 5
TEMPO g % FEfii 4 2 1ZE L, ADPKD BE TO AT Z oo 1) EOZNER, EKiydhhe
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OZedxtk, 2) MEROME, 2R 257201, BA (seJfoor &) kockE (56248
#r, 156249 #B) T ADPKD ##F & 5% & L BRERMR A EBE L. Zhb0RBRO
Mk, HKD ADPKD BFE TO AT X o OFI)FHIEN, HBIiE K O M3 HE L L T
DT &, MANTZURESERER 2 24 R SE D20 T R 1 EREGXV S 1 H 2 F
BHBMES TN D Z EMNMER I Nz, I HIT, KETHHE S Iz iR Ok 535k
b2 AERE - B35 (56250 35 <o T 2o oI HIER (REEED
[EF) LREMOT — 4 2 HKICHE - BEPRESH, wots e odmss (G
s ckERERYS I . a2, TEMPO BB FEME S
7

TEMPO iERClE, BARZ G 15 H[ED 1445 4 (AR TOSMEIX 177 4) O ADPKD &
BN MR T B TT T /AR 3EMKEE S, hAT Z D ADPKD BT 2 A2

(MR AT LR, HEOBAIER R E) K OWZRERREES T,

HACHEM S - REmas (156 oot 3B (2B Li-wiBRE 18 40 17 £ &2%5IC 3
ER ok GRE (156002 ) BEMESH, KTHSHIC 134 08RE 2% L Lk
w5 (156-Joo3 3k, 20 = | N ~&GRB O TR T2 T T & RO NN HATE
THRE) NEMTTHS, BHAT TEMPO HBRICEBM LESGEZH T LIBREIcOV TS, ks
w5 (156003 38k, 20l 48 )~ DR TR NS T T X BIREO K HATE T
5) ZEMETTHD, E-MESNTIE, TEMPO Rk, KEEMkE 535 (156250 3
50> ADPKD &R OIBRICEBIN LI 5- %4 T L= gRF 125\ T, ket 5385 (156271
W) ZFEMTTh D,

(1) FERERZFIEHER
(a) 156001 :RE& (BI%k %% : 18 5l /ADPKD 8%, EHE : BE)

HIAH, Hhaak, FEEH, HEERE, ADPKD BH Zx%2, M AT Z 2 15 mg KO
30 mg OHEIEEE- &, 15+ 15 mg OFA 53E], K O30mg 1 H 1 [FlO 5 HRKEREGZ1T0, K
ST B DIEENGE, FET)FRVER R OV A2 R L 7=,

MANT 2o OFEITEY, MIEEME, B, KRPER, XORBSOKEEIZIIZE %
529, RIZBEOK TR OLE LIZFRIERADNRD b, £72, WL 1 BHAE G0mg) %
BHELIESGA, THIEIXD S 1 H2ESGEEGOHD, RREANY 7 L3O V- AR ~D
WAZMET D EATRRENT, BEMICHOWTIE, B, FOMOEE A ERFS KO
DEBLAEEZORBUIBEO N T, AEFZOEBUC L LHILFI G220 -7, 5 HREOK
TG TIZ 1 B HE 30 mg OEAEMENHER Sz,

(b) 156248 HER (1% %% : 1161 ADPKD 8%, =HEE : KE)

WA, HiEgk, EIEA, “EEWK, 77 BRSR, AR, ADPKD BH %515
2, MAARTZ o OREZEE (15~120 mg) L CHERE L, MATZ o O3EYERE, 38
JFRIVE ] R OV e 4 3 L 72,

NVRT Z 2 15~120 mg 5% DJRIZETE AUCoo8h 1, FEEFHIIRT Lz, RIZEE

1.5 JRRJRUCIE S S O B ONBRJE O ke
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23 300 mOsm/kg A OHAMNIE S AT X ORHEBITERIF L TR 2D, REITHEIKFLT
N U7, WEPEREERE, bARTH 30 mg A EEEE LTZGAL, 7T BREHICHART
M U7z, 15~120 mg Z H[EIEGHZOMAER M7 2 R, HEIZHA LT L=,
FHEIZHB] U CRBIED T 2 B ERZIT /<, MAT X 2 15~120 mg O AFIE MR
niz,

c) 156249 B8 (1% %% : 37 I /ADPKD 8%, =HEE : KE)

FILAE, sk, HEX, —EER, WATEERLE, /g5, ADPKD HBH & XI5
2, EEORE - AR (15+15, 30+ 7R, 30+15, 30+30mg, LS 2 [A#5)
T MUARTH U ORE#REG LT, ST Z o OSRYERE, SRR KO 2 % 7l
L7,

15+ 15 mg #51%, 30mg %5 (FHOAEEKZHEE) TR TRZELEZ L VK TS, 30+
30 mg BE51E, 15+ 15 mg & 5% V30 + 15 mg G IZHARTRIRE L2 L VIR FEE72, 30~
60 mg/ H @ 5 H B E# 54 0 24 BRI R 2% Day 112 EE 3559 1280 mL I8 L, JR123%E AUCo-24n
I% Day 1 ITEEATHI 15%HN L7z, 24 REEIKPINGE (= K& — JR&E) X AT Z D8
BT Lz, BEMOFMEE O S b, HAREICESF, SUIMEICEET 2 ZeMEORE
A H O RFITRD 5T, 15+ 15 mg %5, 30 mg &5, 30+ 15 mg &5, & O¥30 + 30 mg
B 5O BRI ST,

(2) EHmE5HER
(a) 156250 8 (1% % : 46 I ADPKD BE, EHEE : kE) "

HIM, Siisdt, Ja, keas s, 15648 s ot 156 240 HsriczmL
72 ADPKD (¥ & %42, 30~120 mg/H OH&EFIPH T M AT X & 4 2 [mEIR G LT
A (s /s o iR A& 23 L, & 51245+ 15 mg X% 60 + 30 mg % 3 Ef#% 5 L ([E
EREN) , B THRICEIC ERRRE ST 5 () - Lok BRI e, 2EN,
B O FAR B 72 2 2 B AT L 72,

36~48 » HHDIEERR M AT 2 A HRBOFER, 18858 THRITE <, Wy - Ee
FHEINIT 84.8% (39/46 B1]) , MkREHIZX 100% (35/35 %) ThoTo, AEFGIIMNANTH D
YERIFET &% O ADPKD OJfiRED A #5880 & — K L, KE/D OF FEFRGUIRE TIHEETH Y,

MU RTH o1 H 2B (45 + 15 mg LT 60 + 30 mg) DOAEMEIIRLF TH -7, RiZFE
JED N7 7R OHER GFR TV TN OB G TH =T A UREL DKL, B 5 3 4 H Oiffl
BRFEDR— AT A LG OBINERIE, 60 + 30 mg Bf CEMME + MR : 5.06 + 9.77%, L
TEEE) OFA45+15mg B (9.86+£11.81%) LV HIE»-72 (p=0.055) ,

(b) 156002 58 (1% %% - 17 5l -ADPKD #&, EHEE : BA) 2

HIM, SMERIER, JEE, Mk R, 156001 RBricZm L= ADPKD i % X
RIC, MATH U 30mg ZEH GEM) HEEE (15+15mg, W4 2E) L, FATH
¥ DRIL NV O 9 2 7Pl L7z,
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R FRKER O£ LREER, AFFS LK ORIERIZHE 17 Fl2Flo BB LR, 2
NHOEEFEZOL T —MMET, BWURLEICIVEE L, EERAEERSIT 26 (Kb
JETF M, =R CRHEL, < HETHMO 1 FIIMERERZNC L VBT LR, Wih
t MANT Z L ORFEIEEE SN, IRBREEE G ILICE - A ERGIL 3 FISHBL LT,
ERARRALAE, A VA 2, 12 FELERICH L THLMREBIIRD bhiehotz, RIZ
BEFIRN—RAT A LU TIR T Lo, BB (MR GFR %) 1%, OB|E N304
RO OLNTEN, MABEREIIIZE A EOWREIZBWTHRT L Z LidkhoTe,

(3) % IM#H Pivotal RER

(@) TEMPO 8 (156251, #i% %% : 1445 5] ~ADPKD £, EiE: BA,
15 » &) 13,14

WULFE, ERSILR, ZhiskitFE, “HER, 77 2R, WTHM, Wik, 2 LT
=27 U7 F AH 60 mL/min LA_EC, WA AFEAY 750 mL LA E> ADPKD S F Zxt5: & LT,
3 OHBEEHHE 2T, ML AT X 45+15, 60+30, 90+ 30 mg (Fi4 2 M55 EI#&5)
DHFORRBERBEEZES GHERM) &5 L, BEMZAMKOARIMEE M L7,

3AEMOTEIZEY, MATEZURITIT T BRI, TEHMEER TH 5 i A 8
DN Z S E 72 (p<0.0001) , EIKAEATHMNER CTdH 5 ADPKD B A <> b (B
REDEAL, FRIRAVICRIE & 7 2 Blim O3 8L, S iLEDOFBUEAL, T7 I UIROFEBE(L)
DFEBUKT LTI, MATZUBTT T2 REHCHS, EEA XV FORAEY 27 %K) 14%
B EHT2 (p=0.0095), 2D AT 2 DAL, FIZEHRERL & BlEW & v 5 ADPKD
WCEERNT 54 X2 MZESH TV (p<0.0001 XD p=0.0071) , RANRTZRRHIT T
TARHCIE A, BHEEOK T 2R3l & O 259 30%H L7z (p<0.0001) . E7z, Fan
TR ORETIIT T AL e, B, REEEYYE, MR, i, BEaORBEIGIMES,
RO, DR R IEYE J OV IR CIEFE R R 72 2203588 BTz,

RBEGOED - T AEERIT, XY TV URPERICEE LRIEH E LTabhTnd b
O BlzIE, 2k, xR, KEER, 0B, OWNEE) SOIBRSHESEY GEM) ThsZ
LICERT D EEZ LN O (BT, B8R, SHERK) Thole, BEEIGITENS,
NTHARRTHEEZEZONDIAEEFRGTIE, MG N7 A7 IF—F¥ER, mF hJ vAam
JE, mRBIEN RGN, IiE N7 A7 IF—8D L5 GEEE FRO 3 G221 5) 23 H
SN HEERE OEEN T T REICHART MAART X UBETH 3~4 (515 <, MUAT X UBED
2 BlOYEERE M EE 2R IEAIERFIREE OFBIE Th 5 Hy's Law OIEEICHEY L, M FT7 AT
2 —¥ RSO IFERER AL O BTG IR IS 2ECRIE L, K2 iR E S EE R~
BIZE S TPRF 1IN 2D o T, N XAV A VRO ERREIZOWT, BRI E 2
SOTEERHC I & 7 DENIFBO DiLe oz, AIMEORRE—H LT, MATHZ T
ADPKD X|EZDEPHEICEE T 2 A EFR LW ST, KGR TORCHIL/RL, HERA
EELGORFRRESIL, MATEZ UL ONT TR TREEE Th o7, #REDY 7 7L —7F
(B 20X, Fm, MR, AT, ~—2 74 OEHIKT) MT, AFFROBIBLICETR)
STce FAWNRTZ AL, BRI RER LMD T 1 7 4 — LR LT,

1.5 JRRJRUCIE S S O B ONBRJE O ke
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(4) FHieh oz 5HER

@) 156271 =B (BI% K - 1500 HlET/ADPKD BE, EHE : BALUNOD 13
HE) g

B, [EREIR, ZHEa LR, SR, Akiatir, wast < 156251 #Briczom L= ADPKD
m#, rowms i sn 156 J2so w156 J2s0 sk, 156284 sk, 156285
ARERICEIN LT ADPKD B#FZxi4e s LT, BfE, &KGHkket, RO EEHBIL, ADPKD
DOHEELT (W EREH KN L BHEEIRT) 2 M7 H RIS 20 E00FHMETH Y, Bk
e, 156251 RBTT I bR G SN gRE kG L Ui, WA & B
Bluictt 2, 7R h (seff2st &) 26 baTa U BE (RiBR) ~OEHIC
FOWBOMETH D, £z, TRTOHERE ZRICL T, WARAER, BH¥EE &0
JEOEAIZRT D b ST H B OB RFT 5,

F—unyrt78 QfE]N PR o, LuEE O 844% (763/904 ) (2 181 H
b bART 2o b S, £0NE) 1 AMEIT 67.69mg Tholo, HEEIGDOEMN>T-H
EHEGL, MANTH L OHETFHINERH, XX ADPKD OJRREO BIFRMIZ L 5 & B X2 bl
FRTH T, RN & 72 D31 Z A DEITIRD B ho Tz, AL PRI,
MEFHIRRA, R A T, SFEMEOHEREIZBRRAIZ R & 72 2 203D B 2R > 727,
i O R A R K O e CHIE L 72 MRAERE RO EMAT L 0, 1 BlOHERTE 2% Hy's Law D JL
IZRZY LTz,

(b) 156-JJ-003 HE& (%L %% : 1351 /ADPKD 8%, EHE : BA) #iEd

A, Zhisdtm, S, Mkt 156002 #Briczm L7z R AN ADPKD % %
Xgel LT, BUE, #GMkT, BB, MRT X UEMEEICRT D EReK
OHZMEOF ML, i - A 156002 3BT 1 030 mg (15+ 15 mg, @4 20[) &
L7723, 156251 BBROFER, 1 B 60 mg 725 120 mg O filik - IR CHIMER 22 2L i
WBENTZ EnG, AFIOBEEAE (1 H30mg) TORGEET L, #ErE &G Ok %
LT 55018, 156251 BB TR EHETH S 1 B 60 mg A5 120 mg O I FICEE LT
B EMkGT DL E Lz, M, HEOHEEIIARHGERICEMINZ72D, HEHKOT —X
IR FEEEHIITE EhTunzuy,

F—xavtA70 QERA NP Eci, BEELIIERE 13 HlOREIC, BIER
I R2BNCHBLL720, 2 6DEL OFRGILEY L@ IC L0 EE Lz, BEEALAHEFRLRITI1
B (FFEERRRYL, B89, 2820 [CRHB LN, Wb, MARTH o L oIS E SN,
RGP LI B> T AFFGII R0 o 7o, BIRREME, A 20 A v RORE, 12558
DEMMRAE CIE, BRAICRRL T N E LI bR o o, BEMmA S GFR 25) 13,
RRME T T 56 HFEO AN, WEEARREITIZE A EOREERE THERKTHZ Lol

(c) 156003 KER (% %% : 108 5l ~ADPKD $£&, EHEE : BA)
HUE, SR, SR, fkiatsr, EnNT 156251 RBriczm L7 ADPKD % %
e LT, BIE, #SMkET, RBRO B, MAATE RN EICRT 2 BN AN R

1.5 JRRJRUCIE S S O B ONBRJE O ke
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OHEZMEOF M, FEAmE 1 156271 3k Lz T, mEARCEKES DT
—ZHWEL TN D,

F—zhyrA70 QERA ) EocskIS N EHRED 99.1% (107/108 ) |
BERERGPFE LI, UL, FNLANOFEE LG EFEFGIL 3 G S 4 A, &
ligom, BFEERH @, FEWED EV, FEREY) B b, EHRIEICESTEAFEERIT 2
B (27 L7 =8N, BREREREE) B on-boo, 1ZEAEOWERE (106/108 i,
98.1%) THEH SN TV D,

(5) BHATERINI=ZTDOMDIAER
(@) 156233 B8 (% %% - 30 Bl RERA, EEE: KE)

% 1M, Bk, IEEM, 7 a A4 — " —3 B, BEEERAZ R, M NT Z 15 mg B,
30 mg &, 60 mg BEDRIEMEAMFT LIz, MAANT X 15mg $E 4 8, 30 mg §E 2 58, 60 mg 5E
1 SEIXAEW R TH - 72, 15 mg 8E 4 88, 30 mg £E 2 £, 60 mg & 1 F£ D22 &M REEIX
ot

(b) 156256 HER (B K - 14 6 RERA, EEE: KE)

% 1AH, Bifisx, FEEM, 7 e A4 — —ilBr, R Z R, AT X260 mg &
BH L, MATE U OEYENREICHT D2 REOREBER LT,

BRI BB B GHRED MV NT H D Coax KON AUC T, ZEJE TR GREZESR, ZhEh
#740% KUK 6% MM L7, AEFS, WARRE, N 2dA1r, RO 12 FHELERBRAE
[ZDWTIE, @RI A TERUL 1 505 & 22 T 5RO M CHIRINICE RO B 5 2213388 b7z
Mol

(c) 156260 58 (1% %% : 20 5l ADPKD #&, FHEE : kE) °

%1, Hugk, FFEM, RKERGRER, BHEREOBREDR LS ADPKD BHF X412,
NWSNTH 45+ 15 mg & 8 HMIER G L, BHERIC KT TRBEZFMN L, FEHM S LT
GFR (A AZ T L7 V7 7 ACKVflE) , BnjiaE, BiEis, KOBRERIZKE
T RN T Z IR G- DOREE R OV R 2 34l L 7=,

GFR DMK F L7 ClE RN T H 2 0D Cax o OV AUC 3 5n 300880 L 72, & RIIIZ,
MANT 2 BT L) GFRITEEE (] 9%) KT L7z, 1Z3EAEDEZ VT T A%, GFR
OIRTFICHIR L TEIL LTS, REEZ U T 7 0 Al 20%~25%L K& <K T L7z, 2RI,
WA DOR—Z T A 26 OBERD BB b (-1.9%, p=0.0040) , hL T H
» 45+ 15mg D 8 HREIEHR51%, BHEEEOREICHEDL L FWREIC L > TEETRERER
PEER LT,

(d) 156282 HER (BI%h %K : 37 Bl BMEEOBEASERLIHEA, EEE : KE)

W1, Zhapt, FEER, WATHEM R, HEIRGRER, DR 5B E2H T 20k
H (v TF= 27U T T A <30 mL/min, 30~60 mL/min, > 60 mL/min) Zx%}&:& L, h
JVINT A 60 mg HiAIPE 1% O ENRE K OSE T 5200ER, MOVt Z2 5 L7, ERnekE

1.5 JRRJRUCIE S S O B ONBRJE O ke
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EOJRIZ D227 - 72723, ADPKD B IIBE SR -7z,

BHSREIC ISR, AT X BT B Ue, IR (b)) 13, N—ZAT71 2D
BHREIC L > T Lo Tny MAARTHE U OEIZI Y, iDL ) 7 LHET 0.1~0.2
mEq/L, MiEZ7 L7 F=2BET 0.1~03 mgdL EHL, 77 F=027 V7T 70 ZAOFHE
1E 4%~ 1% L7223, ZOZGIFERN—A T A COBERRITIK G20 o T, FREED R 2 Bk
REEEDREFIC MANT X 60 mg ZHAREOEE L TH, AR EZertickE 2MEILR
Molo, WBRHIMPICACTEZELEERAEFEFZITEOONT, BEPTLRICETAEELD
BT,

e) 156284 HER (1% %% : 29 5l ~ADPKD 8%, EHE: +524)

BIAR, Hifsg, MEWH, RERGHE, BHEEORE DR S ADPKD BHFEZ5 L L
T, MAT XK ERS 45+ 15mg 75 90 + 30 mg -~ ML T X 20 &% i L
G 3 BEBKERE) ICLHEFREBICEIT S, mER ML ART 2 ARE, MART 2R
HIZEDGFR (A AZ T A7 V7T 7 AL VHE) , A mERER OVFIERE, JRE
KOHBEAKZ VT A, WABEEBONR—RAT A D OELEIZE 2 5 2 % 2
L7,

LR T B 90 mg G142 D Cax KON AUC sy [TBEHRBED B A 2 1T 727 o 7oy VAN T S
YOREERGIZEY, GFRIIN—AT A L TOT NIRRT L2, MR T 2 oigh
ETRICN—=ZAT A MEIZRE -T2, AE RS, RELVCBHAKZ VT 7 ADR—RF
A DB OEIE, BHEENMET T2 & EbIT/hsL roTz, BIEEEIIRMIITIK TR
biz, ZVvT7F =27 077 ADIKTIXGFR ERIREE 7203, REEZ VT 7 A3 kD
RE ST Lz, WAIEAEOFLLZ(HE, #5 GFR (MDRD 2 CHH, LT eGFR) > 60
mL/min/1.73 m> BEC —4.5%, eGFR =30~60 mL/min/1.73 m* B C —4.6%, eGFR < 30 mL/min/1.73
m’ BEC ~1.9% Th o, HEERORRRELL, BHEOTRTORTFT— U TRETH- 12,

f) 156285 RE& (BI% %% : 2561 /ADPKD 8%, EHE : KE)

WILF, Zhisk, WATRER b, HIEAL, “HER, 77 BRAR, KEH 5B, ADPKD
B AR RIS (RHBGE CoBRBERAI, CIT, IR AN SUIMRAERA (MR 5454
5L T, MATZONEROCHEOREYERE, 3 F0EH R OB 5 2%
Rt LT,

IR AN 90 + 30 mg ALY HEFEHIZ LV, LT ORRBGE LNz, N T 7RO AR > RO
PRIZZED 300 mOsm/kg Adii Td - 72 #BRF DEIRIL 91.7% TH Y, JRIZFHLED 300 mOsm/kg
Kl T > T2 WIM O T IRAEIE 24 B ThH o7, IR AR GZ IR LA EFEFGITT TR
FEIHPEE T, TG ST, ZoMoEELRAEFGROEGHILICE ST HFEFS
HIRD LI o Te, BERMRAE K O SA Z VA CERIRBICRIRE & 70 2 8 8TF8 0 v 7e
Mol

(9) 156295 B8 (% %% - 58 6l A, EHEE : KE)
WA, BORERE, SR, BEERIL, 7oAt —S—RBR, EEERAERRLE L, S— b 1

1.5 JRRJRUCIE S S O B ONBRJE O ke
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TlX, MR THZ L 30mgE3HEE ML ANT X 2 90 mg $E 1 SEOREMEZKRFTL, X— k2T
1%, 90 mg i 1 BE&ZEME T & mIENIREEZICEE L, MAT X o OEMBEICT 589
DB w R LT,

ML ST 5 90 mg BE 1 5E & 30 mg §E 3 BEO BB G1L, AW FIICRE CTh 7=, mllEl
BERZEEGRED FIVANT Z D Cpax V&, ZEME TRERFZHA 1.96 512N L, BHFEORE
DR BTz, AUC KN AUCLIZ DWW TIIRFORBIL o7z, FART H 2 90 mg §E 1
BEL 30 mg B 3 HEREG-ClE, BERABRMENRD LN, 2 6L EIZRBLLI-AEERIE, [FH

LR (N— R 1) TIE, 2R, A, WER, FEMED EV, B, BEORERE (8
— R 2) TIE, 2R, A, MERREAIZE, JUF Ch o7, KRR, 1258 0EXRA,
IS B A O TIIERIRAIC A & 72 2 2ETERD LR o 7z,

1524 HRHELSBOPERVZDHIEG

(1) En

20l =l B e, e on—— e, [ -
L, £, 20 =1 B pic, RS ETo,

FaolE i, OB RS & ORI EL ISR L,

(a) I
3y - I

1.5 IR I F ARk M OBE 3 DRk
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|is
SFoml

a
&uiv
o I

$this o HARRER OTRER I T EOM L GRS, 1SRRG 1 B E, Wi e (&5 1, 2 #8%)
I, BEEZFHETARESE, R ORBEBETHEE2HEL, BeMriiiioZ &
L7,

O
&
il I
| ‘

=
B
&

PRGBSI AT O TR BR SN 58 O A 2 RS, SR B O Wi E B ORI,
RTHERD 1 HHIZEDREEE AL 2V U, 1 HE, 1K, 28%, 3#H%E CUI@EE
WIS T O KBERy) KOG 4 » H 2L OLBERREDFEMZHIE L, HHRE DLt
EERITHZ L L LT,

(Epks

3
&
il |

XHhis
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(2) B
[ | IOt B DR IERRX B DA ERRX i DAl ER

wlELA L, 2ol =15 B 0 cksziTo, A EMA L3 20 = A I e
REAT -T2,

1525 SEICEIT HERABROFEFEDOZER

ADPKD (X[ % MAART Z o ORIREAFIE, B « K - BRO=MRIZH T L5 7 — L% & L
TIFo72, #->T, ADPKD B3 BUEAMTI1T % Bapk R 00 BIJE OFREB R IR OB Z I o
WTIE, 11.5.2.3 ERIROBFE OB IZFEHE LT-, 210 OKRRBR O %2 VT, KETIT,
20l & ] /1 | P2 FDA 1% LT ADPKD 1653 & L COERAFEZIT o228, BIEORGHET —
sopgRcsrneTssogasTEm Q&= P e 2=ELE BT, K
Rt chs Qx| iEe .

1526 ABHFBICAVSBKRRBRT —4/\v7r—o
HAGEH R WK T — 2 Ny r—Y 2K 151 1R LT,
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= 1.5-1 ARBBBEICAVEBRRART—2/1\vr—2
ARBR O TR RBROBR RERT A P &R O 5051k e 5 W1
B 5 SNERE YA bR g A e
IAHERIE S - i ymE o
(i) AR
(B OHHR )
EMERIF AR
156256 |60 mg sz EEOEE Wik TN 60 mg HA[E] 5 5
5.3.1.1-01 HEEH1L
CKIED 60 mg SEDOBRFEOFE EEM
GHEEED |5k Rk
156295 |90 mg 5 o> g oo R | Mtk [ZESIIN [ LG22
53.12-01 | R OVESEME EVEZ AL 90 mg £E X 1 £
NS = BEX 3 B
(x(;gjm 90 mg GEORFOHE ?'E?i g%@?@ﬁiﬁ
SRR 00 m
g
156233 |15 mg £ 30 mg £, |H R HERR A 60 mg 4 X 1 4E B A 5
53.54-01 |60 mg FED AWy E | HEVEAL 30 mg £ X 2 ¢
CKIED e Rk 15 mg 52 X 4 §E
(FHEEEL) |15 mg #8, 30 mg &,
60 mg HE D AW 1 [F]
EEERY
BRERE BN AR ER
156282 [BEmmhiE, S EHOMEN | SRR [EHEREREE |60 mg B[] ¢ -
53.33-01 [\ 2EBEMREORE |FER B
CKE) B HE R 5 R & ) G | WEATRER
GEMEED) | & U7z B KB
BRIk ZE H Bk
156-Jfoo1 | AR H % ADPKD 4 | B[ : 1 1y]: Bi[E B
5.3.4.2-01 CGEIFRIER, SE) | IEE %1, (TH) 15mg I HAfEl 3 -
(AA) RE, “ZeatE) HFEM (L) 30 mg I : 5 HE
(FHAm K T KA AR
EIN O TR 15+15mg1 H 2 [
30 mg ] 1[A]
156248 | LI AR HiffiRk ADPKD % |15 mg, 30 mg, 60 mg, 120 mg|Hi[E# 5
5.3.4.2-02 GEIFERTER, 3@ | R4 1L BT AN
CKE) RE, AaE) CHEER
&R  [MEAOHEHERE |77 B AR
156240 |t ELESR H e % ADPKD % [15+15mg 1 H 21l 5 HFE
5.3.4.2-03 GEITFEIER, 3 | #EEA (b 30mg §l 1 BI(& H13 77 & |#HE
CKE) RE, ZeaE) “HER R)
FEMERD  (MEsh o K FRRSE | IEATRER 30+15mg1 A 2 A
=R 30+30mg1 H 2
156 260 RUHAE ~ (D B HAMERR ADPKD ¥ [1~7 HH :45+15mg1 H 2|8 HH
5.3.4.2-04 HEMR ] (7 HEXE
CKE) X RE ~ 0D EL S BR 8 AH : 45 mg & 1 [7] 1~7|+8 H HH[A])
(BEEE HH :45+15mgl B
156284 | mRABEOBHRE~D | Witk ADPKD % [45+15mg1 H 21l 3
5.3.4.2-05 b EEM 60+30mg1 A 2 =]
(FZ75) | BRAROEHIE~D 90+30mg 1 H 2 A
(GHAm &K AR 1A 2 & b

1.5 R38R O R K OB %8 O
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B D FEE AR O BT AT VA x5 HEL OS5k B 5-HIH
AR 5 _ BT R U
Ve R 5 HBROMS BN
(=)
(BBt DB )
156285 R BEOEYEE | L ADPKD 4% |MR 20 mg & 1 [f] 7 HEE
5.3.4.2-06 EZb MR 20+20mg 1 A 2 [A] X3 #
CKIE) RRKHEOEDERE | EER MR 60 mg & 1 [5]
(ZBEHD R AATHER MR 120 mg % 1 [&]
90+30mg1 H 2 [\
AMERUVRS SR
156251 [EEORGE, At |SiiskdE  |ADPKD B | Wi el 3 4
5.3.5.1-01 “HEEM 45+15mg1 A 2 [
(S SR S 75w Rt 60+30mg1 A 2 =]
E, xR, FA AATHEM 90+30mg 1 A 2 [=]
v #[E, 75 |TEMPO ik >S5 B R
N = ke
72E15 5 EH) FFt 4 HEO W
(FFAm & K}
156250 |RERGE, et LNk kR |ADPKD F | i/ - fef 3 4
5.3.52-01 [156-J@-248 B X IEEMR 15+15mg1 H 2 Al
CKIE) w&lwmm%ﬁ&ﬁ 30+15mg1 H 2 [a]
(FEAEED 78R 45+15mg1 H 2
o MR - B e
A i Aol
£5 [ PR - I
45+15mg1 H 2 [\l
60+30mg1 H 2 A
156003 |Zeatt, Aotk % fiikdt[F  |ADPKD %% [45+15mg1 H 2 [ B 3¢ R 78 K R
5.3.5.2-02 w&laﬁ@amm ek 60+30mg1 H 2[A| %O T R
(A7) ke £ G-k 90+30mg 1 H 2 [Al BNRGETTE
(FHEEED  |EN O TEMPO Hki: % fe B D R Bt
5B parEc
156-Joo2 |k, Ak % a3t [ADPKD % |15+ 15mg1 A 2 A R 3 4R
535203 [156-o01 Dtk 5 S
(EAR) B
GHmEARL) | =N ok 5305 1
156003 |Zeatt, Atk % fii%tF  |ADPKD % [15+15mg1 H 2 [ G 3¢t R 78 K R
5.3.5.2-04 1%.&n®%ﬁ&5%%@ TRBR I B LGTIR (B 4|1 O & T Fi R
(A7) R h) DO EREBE CORR|IENE T TX
FEEEED  |EMN Ok 5508k 11 FAET B DIKEEEIL, DB O KR
i) AErET
45+15mg1 H 2 A 1 H30mgH b

60+30mg1 A 2 [A]
90+30mg1 A 2 [A]
MEFRRH

Ei 4 RO

HELRWE
A1, 1R ENE
1] O BT R
G 4 ) @
K EBEBEE T
DIEBRFEE S
B &K%

HBERT,

1.5 R38R O R K OB %8 O
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ARER O TR VNN RERT A v PIES &R O 505715 B5-HIM
R E FRIZFEE A 2T X
R B OWE4: IR TS
(FhtlE)
(BBt O BB )
156271 | e, Aok % Hia% 4R |[ADPKD % [45+15mg1 H 2 [f] S 2 A
535205 [156-251 5 ouEsH [FEEm 60+30mg1 H 2 Al
CKE, RA |fkpix bR 90+30mg1 H 2
v, WE, 77
v, myy (S ORI
235
13 % [#)
(BE &R
1) B 1 RGEMREARE A IR R SN D 5E1E, TRBRFEFHEE 4 RE IR % MR Rl & & A

THEMT D,
2) MEOWEITARPFERICERMINIZTZD, WEROT —XITT7—F /1y —VIEEEN TR,

NV X7 HZ D ADPKD (259 5 BA% ORI A2 X 1.5-1 12 LTz,

X 1.5-1 WITAWE B): k1) 23 =1E

st : 156 Jfoo1, 156248, 156249, 156250, 156002, 156282, 156284
st 156251, 156003, 156003
s 538 156233, 1561256, 156 295

1.5 IR I F ARk M OBE 3 DRk
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153 FILNTE2UOBEERUVERNG
1.5.3.1  JEEGERFABRAEDL D A -HHEEUAE R

NV RT 2 AR OB THN S V- RIKFERETH 5, ZRMEERE BN TE, VT
LT LD HBEN cAMP O _ES-ZNHIT 25 2 & TEIaOB K A2 IET 5,

(1) BEROBRZHT S

MART 5 T 3 D573 5 S HMFEE T VB THH PCK 7 v b, P2V~ 2k
UNDBA/2:FG-pcy ¥~V AZBWT, BEHEVIFAEBEEZHEIE S LEEEEROERENmHE L 68
2852632 M, WEERS 016916, 017968, 028192, 028257) .

. A EE#R

1400 o B ) .,
1200 —o-bnTHL # g
U)E |
= 1000 i (14) (13) i) :|P<0.01
LHE 800 L ok *k ks
K 600 - (12) | P<0.01
BT i
4 400 ©)

200 1

0
4 8 12 16 20 24 28
12 5

1.5-2 DBA/2:FG-pcy Y RIZEITD MILIATE Y (0.1%) BEERED

BERICHT SR

P + BEHERRZE, n=9 (EFF) , n=15 GHERE, bANTZ U |, BN OBEIEEE =T,
##:p<0.01 (IEFREL O , *:p<0.05, **:p<0.01 CHIREEL D)

MOE © #0 I LRIEICHES ot (R8I KO RE (W &R

<EEEE 4.2.1.1-01 : [X] 8-1>

(2) BEEI—H—OELZNHT S

NART B DOFEHIZE Y, DBARFG-pey ~ 7 ADEMEGER CIZRF 7T L7 I U HED
K2, HERAMEOFER TIXR Y neutrophil gelatinase-associated lipocalin DK 23588 H L7z
(35 2 %6 2.6.32 &[0, HEEFS 028192, 028257) . DBA/2:FG-pcy ~ 7 A, PCK 7 v h K&
Pkd2V3 P 2 BRI EAROER T LR L THEY (6F 2 4 2.632 B, MEEES
028257, 016916, 017968) , K/ 3T Z AXEEIOH KRB > THEE ~— I — 0 k%
Pl L7=, ¥£72, DBARFG-pcy =7 ZADEMFGRBRTIL hAART Z N2 X0 LT ROSGEN
R oz (B2 26325, HwEERT 028192) .
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1.5.3.2 MEKABRBRENOA-FEEUVCERN%

ADPKD & Z %5 & L7z TEMPO iBROFER, h L 372 R AR ORI T &
Pl L, e, JRESEYE, IfJR7e & ADPKD BERRAER OFAEZ I Uiz, M7 Z R,
BT R OINHIZD RSB B REI T O Ml 23 & 4k & L7z ADPKD OHEITOMEIZN R A H T 5
I THIDO TOIHEATH D Z LRI, HROMELZ L TIIRT,

(1) BROBBRZIHT S

RRT B AL, BEROEKISERN T 2 BABROMKZ I L7c, 3 M OBEROHIN=
(ZALDEE OHEEME) 1%, ST X2 BE 280%/4F, 77 BARRE 551%/44FT, bAnTHZw
HCHEBEIZE2 > 72 (p<0.0001) . BEEZEIZ2.71%/4FE T, MAART X AIBEEOMEKE 49.2%
L7z (K 1.532-1, 28273321 2H8) . ZORRICEY, MART2o0REIZE >
C ADPKD DEGEIER DHETT 2 INHIT 57200, 1EFFICE S KWID AT » 7 TD bV
B DFER R ST,

m— Tolvaptan ssssesss Placebo

60

Change in Total Kidney Volume
(%)
o
o
|

Baseline 12 24 36
Months
1.5.3.2-1 TEMPO SRERA COBBRBDEMEFE(Z{T B MILANATE2UDOHE

<@pFEE273: K 2.7332-1>

(2) BHEDETZEIHT S

NS T 20, BRI KRIZHE D B RE OIS X 2 BB T 28 Lz, migs L
T F = U AE D A T B O LML O X OREENE, AT X B —2.609 (mg/ mL) '/
M T TRAREE 3812 (mg/mL) AET, RMAATEUBECHEICNS ot (p<0.0001) o B
f713+1.203 (mg/ mL) 4EC, RAAST X2 U TBHEREDIL T % 31.6%H L7, oo BkaE D
HA A M= CrCLleg (Cockeroft-Gault UZ LA H#HER 7 L7 F =027 U7 7 2 A{fH) , eGFRMprD
(MDRD 2 L 5 HER GFR ) , eGFRckp-ppr (CKD-EPI RUZ K 2 #EH GFR fH) TH, M~
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LT F= U EOME & REEOFERBFRD iz (p<0.0001) (BF2#2.7.3.32258) . £7z,
NVIRT 5L, BREREDIEAL A X R DFEA Y R 7 % 61.4%H0H] L 7= (p <0.0001) (¥ 1.5.3.2-2,
H2¥2.73323281)

—— Placebo Cox Model P = <.0001
——— Tolvaptan .
Hazard Ratio: 0.386

031 95% Cl: (0.263, 0.566)
°
S 0.2
[
y
2 .
B
=]
€ 0.1
(@]

0.0 =
TLVN = 917 873 839 815 799 786 776 764 752 747 737 0
PLCN= 476 471 463 455 451 442 437 428 422 417 414 0

L L I B L B B
0 100 200 300 400 500 600 700 800 900 1000 1100
DAYS IN STUDY
1.5.3.2-2 TEMPO HERTOB#EDEILDARNY FREFXFTORRBORTE

NF—F

CI = confidence interval; PLC = placebo; TLV = tolvaptan.
<EREE 273 0 X 2.73.3.2-7 X0 Hke>

(3) EBRFEDOAEBEZEMHT S

RART R, Bl A X2 FORAEY 27 & 358%MHI L7z (p=0.0071) (X 1.5.3.2-3,
262733232 88) o £/, MAAT XL, ADPKD B H & OWE IS < BlEE O
HHL A 33.4%MH L= (p = 0.0002) (55 22.7.3.3.2.3.3.2, #2.7.3.6-153 &) ., HiZ, 1Ak
ENHE L BIEEORBEESIZBN TS, "MATEZUBEOFR T ERELY iK1 7-

(FARTHZRE2TT%, 7T 2RRE369%) (F52552.7.42.1.5.41 M)
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— Placebo Cox Model P = 0.0071
——— Tolvaptan .
Hazard Ratio: 0.642
0.3 95% CI: (0.466, 0.887)
B
g 0.21
@©
I
2
B
=
5 01
0.0
TLVN= | 961 876 842 818 802 788 778 766 754 749 739 0
PLCN= | 483 473 465 457 453 444 439 430 424 419 416 0
[ B T T T T T [N
0 100 200 300 400 500 600 700 800 900 1000 1100
DAYS IN STUDY
1.5.3.2-3 TEMPO HETOTBREOA R FEAEFTTORRBOREF/ N\Y—

~

CI = confidence interval; PLC = placebo; TLV = tolvaptan.
<R 273 01X 2.7.33.2-7 L0 Hke>

(4) REBRELEORRZMHTS

NRT % 1%, ADPKD B3 B B O 1ZHED < JRIEEYUE DR BLE 36.4%MH L= (p =
0.0153) (5 2#02.73323.3.2, £2.73.6-155 M) . £7o, RBREDHE L 72 R EEGLE D%
BEISIZBWTY, MANTEZUBOITNT TR ELD bi&ro7 (AT Z B 8.5%,
7T RAREE12.6%) (BF22.742.1.545 M)

(5) MROFEJRZHIT S

NN T 2 1%, ADPKD BE A & OWEIZHS < MR OFEBLE 45.8%MiH L= (p=0.0018)
(55 2162.73.3.233.2, #£2.73.6-157 2MR) ., 7=, RBRENHE Lz fROFBHEIGIZBNT
Y, NMUNRTEZFEOTNT T 2REEL Y b7 (MAT X RET7.8%, 77 B AREE 14.3%)
(%5 2%62.7.42.1.54.3) ,

(6) ADPKD MDEEA N FDFEEY XY &MEIT 3

ADPKD DOHEITITHE D 4 DORFIRA < b (BHERE DEAL, BliR OFEBL, & iiE D FEBUEAL,
TONT I VIROFEBFEA) AEETFMUIER, MATZATEHES X NOFKEY R %
13.5%4) L7z (p=0.0095) (5 2%02.7.3.3.23.1 &) . F7-, ADPKD & HEHOHEIZHKES
Kz ZRBEARER (R, B, 2R, MR, 747 R, BREAE, RERYYE, &
i, FERER, LEROMERORE, BHLORER~LV=T, ZOMO%ER, BHEREORK
REAL) AEATHE L72RER, MANRTEZ ATEEA XU FOREY A7 % 20.8%MHI L7z (p=
0.0003) (%5 2%52.7.3.3.23.3.1 &) |
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(7) ADPKD Q#TIZxt L TREIICESMFIZIENEFEINDS

NN T 2 o e 3G LTy, BAREINRICKTT 5 AN T 2 o Ofilzh ST 1 £ B 23
RORKEWVD, TORLTTEREELE MANRTZ UL DOEITELBENM LT, MARTH U DOE
AE LT, #ERMIaNTO cAMP EAMBIERICES< 2 2OMER, 372 6 AR C Atk o
FEf ~DOFERL IR ANINHIVEH & Ffeny T RO M ANHIE 2MEE STV D23, Fa
72O VEROPIZEICHIEOEM, 2HEALEOMRIIEFEOEMLEAOND GB2E
2543 8

BHERE DX TSR T2 b AT 2 o OMGIIRIL, BEH B O B, 3 F ke L TR
Do (528 2.7.3.3.22 M) BHEREEALO A X MIEGBIA% | HED HRA L7123,
MR TH DA R NBEAMBIZDRITEGHEE 1| FEUEPLED b (G 2
2733232%81) |

AR O A N2 MIEEGBRARE L D O EHEEICIAE LTS, MANT Z DA X b FEA ]
NFIFHE G ORO O, 3EMOFGHMZE L T MATZ R EE T T BREFEOZEILR
X< ootz (BB2#627332325H)

1.5.3.3 MILINT B D DEERLEDME R

(1) ZRMEERBOETZIHFT S DEHA

ADPKD T, SERDOZ A, BIRCHFIRIZRAE L-BIROS e RE SN/ LEET 5 Z &I
R L TWD 23, 26 OFERIOH K Z Rl a3 2 FEIIML L TR 6T, fHx DBED
FERIZIE Uz sHERRIEDNIBROF L L 7e > T D, ED7=HIZ, ADPKD OHEFTIZHE D B FEa D
HRIZE > TEBEREMET L, 70 5k E TITKERO B D RKIIB AR 2~ LT LR ricil®
PR Z RER SN TWDONBURTH 5, BIfED ADPKD BF X H1601%, BliwE, 18
R, MRSFOBRER, SiE, IR, MBI, FENRLYSE O OHEIS S 2 RHERED
flhE 72> THEY, ADPKD HED QOL 2% L <K T & 5 BHTEAICE 2 BHEREIR T DR A
EEBEZ LN TS BRI KE, BN ORHEEAICIIHET 2 EH13 R < R DT,

4[], ADPKD HE x4 & L7z TEMPO REBRICE VT, MAARTH o OEMKEHRGICLY,
7T AR L g U Tl B AR OB R DK 50% 801 S, BHEE (IiE 2 LT F= U fEOMH T
FEAT) DR TR 30%0iH SH7-, £7-, ADPKD DEFEA X2 b (B, BHEREDE LKLY
BB DOFEL) DFEEY A7 B S A, REEEYWE, MR 72 & > ADPKD O KSE R O 5L
AWK TF LIz, T72b6, MMATHZ L OEREIZEYD, ADPKD BEHICHT 2 BN OHE KB EF
BEHNZHIHI X, ZOREE, BHEIEDIK T A48 &3 284 72 ADPKD DG RIER OHELT % Hi]
T 52 L MO TRINTZ,

RV STF 2T, BFENEE R A2 3T 5 2 & 12 X - T ADPKD OHEIT 2 £k 91 #ifl 4 5 tH5
THIHTOHEAIL LT, ADPKD DIEH Ehsd THRAMERmWE B2 BN D,

(2) FILINTEZUBEORRT 4y b JRY EXMREE

K NT B AT LD ADPKD JGEDORFK 7 ¢ v M, BERMBICST 23 7Ly v OEH
Z W U CB OB K25 Z LIk o T, BHEREIK T DRk & 72 ADPKD A EIR D%
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ERCHEATEIHT D2 L TH D, LEDN-T, MNRTHZ ARG DR T ¢ v NI G
IIRIE L, MANTZ U OWRHRE CTE LT RIS 2 Z L NEETH D, £, ADPKD
BETOBMOEREKIL, N T L A X DR I LV ITTHE L TWD 728, ks
753 ADPKD JBEICARR T 4w e b e b3 7eOIZlE, M AT Z o afikie L CiGT 54
BN D, MNTH & 3ERKE S L2 TEMPO s8R CTIE, BARESHEM L (A
2750 mL LLE) , BHEEEENMRER SN (VLT F =227 U T T AN 60 mL/min UL ) ADPKD
BEEXGE LTREERMG LTS, MANT X OhRIL, B 5380 b 3 ke

L7z,

TEMPO 3R COAMRHIE B 2 B2 g 15 5 QRBR Ik, s, MR, AFR) |
BT (MAERHE, 7 V7 F= 7 V7 TR, WMET LT IV ROAE) , G0HE (&
MEDCHE) , JFHE (BMEEOHFE) TR L7 ZV—T T 21T o728, Wihod
TIN—=TTHEREMEN TR ENTZ, ZDOZ s, ML AT H L, TEMPO RBR Cxig E Lz
B LSO ADPKD BEEICH L THRR T ¢ v IR CE A RelEiTdH D, L LR D,
VST B AL, BROFIRIERICHE S @ b Y U AMECTFHERERE ORI 27 2 HF LTV D
72, FANRTEOEEE, NET 4y RINGD Y R & RAS LIl S4B B
LI RETHD,

FEAFBERE S A I TIX N L7 ADPKD B, £ D% ORI LIS 2 Z It KO %503
R OBHREREE OBE LIENTNENWEBZ N2, MANT I OREICL D RE 22X
37 4 v NI TE R, £72, ADPKD HBE OBAROBKHE ITITEAER DV, BRI
DR DNEESE THIGHE N B VERF L, BARBSHEK LHEGEENRNEE LY, GO b %
T4y MIhanweZ2xbhbd, LIEB-T, MART XU 2EEGT LKL, EEREEEREE
D> % B (eGFR 15 mL/min/1.73 m’® Aii) R AFEOBIGRE S RVRFL, 255540 &+
RETHD, IBIL, MANTH U EEIZLD ) A7 BREVIKGERNREE 2B, & Y
U AMIEDBE, 1BV, ERIVEFHRER S S O E (BB R ERaE IcE
B 2 IFERZBR<) T2 OBEROH 5 BE LB LT & TH D,

(3) HEALOEE
(@) NETqw b JRYIDRHR

VR T7 B 13 ADPKD B IZH T 2 EAROMRKOBHAERE T2 Mt 21FHE2A35
DO, BHEERIFHEREESCE T MU U AMIERBLO U 27 BMEETHZ L5, ADPKD I+
NIRFEHEFFOEMO b LT, R EOAESEREE LE S L S DG AICOREE
T 5, £z, MANTZUEERIBICHSLD, FANT H 0 ADPKD % 5EiR S 5 #HA|I T
RN EREBRITSERE N RBLT 2580 D5 2 L, W)k B R OVE IR 72 g
BEIZLDE=X D TOEBNBULETHD I Ea2ED, MR THZ o OFHMEROfEM: %
BEXIIZOFRECHZITHHL, MEZRD,

(b) ARTOHRERERVERKIER
NRT ZATFROVKFIRIER 28 L TRV, FRIE S BIMAR S OUTEEE IV C, Rl
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IRFPRIZAE D BiKIERR, &7 U U AMIEZR EDORIWERRN S bbbk EnnH o DT, D
< &b MATZ o DOEGRRMGIIABE T TITV, Y72 KSR O MBI SOV TR 5,
B G-PHARRN AR 2358 S 235 81E, BAKIERPMET 26823 H 2 DT, JERI K
FBL I o&EEG2NT 5, BUKEES DT LHOKBES ORIRIC LV +5312 KRS ifa A TE 72
WEEIE, MATZ RS D WVIIRET 5, HREZHEESUIRE T DRHE, KN D
TUNRTUANELLDRBNBHLHOT, QR EEZGICERET D, HBEARHET 25812
X, WEEEET D, £io, KMEBEREET 5720, &7 ORGIIERT 4 FFFLLLEZ2ET 5 2
EMEE LYY,

(c) IMFEBMREATE

MR T Z v DKRFRVERIC L D RRIEE ORI 2K L, & MY U AMEND Hbhd
Z BB DOT, B BAR O AEMEE NI RB O T, kBREICmIE T N U U AREZHIE L,
ZDH%YH MATHZ BRI R EBH T ENTHET 5, BENED LREAE, BE
XFH e %, &EFIGANCIET MY U AREZREL, (K7 MU U AMAENGRD S
A, AMRmEF R U AREO EFICXY, BHLEERREEE L R TRBThNH H DT,
K M U AMESHKZHOMNCT D E LB, MiET MY v AREAMHEL, HEEIC MY
NI B B OS2 LTz LT, FERuYE) &l S -G AR &5 52 BET 5, £
7o, MEH VU LNRELY BRI, DEME), OEHAZHERTLIBZENARH LD T, FAN
THBEERITMIED Y U AR RIET D,

(d) RFtEReRRE

MANT 2 DFEICEY, EEDITEERERH DML Z LB HDHDT, BEIZHT-
TIEBEICYZENWERIZOWTHAMIAT 5 & & big, ERPAR LGS ITITEHOMNICBE
EZFDHERET S, M T AT I F—BHEEORE VL EMEEE DI RER A &
T NANRT B PR BBGRT R O ERFICE L, MAATZ R E B A 1 EIX
JFHRERE 2 FEhi 5, 72, BESROONEHAICTEBICEEEZFIEL, BUR0LEE
119, FolFHEEF A EE T 2 F TSI RR A% F2hi3 5 7e 8IS Z +012T 9,

(e) ImAPFREZIEAIE

MR T 2 DFEEICEVBIBICR T DREEZ VT T o 2033 5720, M IREED L5
THIENDLOT, BEPITIMPIRIREICEETT S,

f) HFAERE

R TZ L DOFRGIZ L0 FERNEND SN ZERNHDHDT, EHICHRELZITHY Z &N
PHE LV,
(9) %#, BHEEEX HFEWVIIHTEHEE

R NRTZ ORI X0 R, BijiEE, ODFEVERHLDNDZ ENHDHDT, AT
EET 5, @EEE, BENEOERSEGRZ M O B OBREICERF SRV 2 EET 5,
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(h) CYP3A4 FAEFIDFEAICXT R

CYP3A4 (HEAI (A FTaty—u, 77V Aua~xA %) EFATLHZ LKLY, M
NT 5 OMFEFREN ERT28Z0NRH 5720, T X b CYP3A4 THEHR & OOFH
THET 2 ZEREE LV, RTESTOAT 2581, MAT X U ORED D VIR &)
OB EEEIET D, FRIHR 72 CYP3A4 FEAR] (A hTaF Y —u, 77 2a~vA
V) LOFHT %A, TRASRL, AFIOHEREZT .

A% - AE A7 CYPSAA IEERI L DHFARDORE - AE

1 H 60 mg (8§ 45mg, % J7 15 mg) 1 B 15mg (§111.25mg, %77 3.75 mg)
1 H 90mg (i 60 mg, %77 30 mg) 1 H225mg (] 15mg, #75 7.5 mg)
1 H120mg (5190mg, #J30mg) |1 H 30mg (§22.5mg, ¥ 7.5 mg)

() EEOBHEEFOHIBEICHT HEE
HEOBEKEREDH D EH TIE, MATZ o OMFHRES ERTLB8Z0BH 5720,
BT D,

(4) F&O

AT &, BRI R ZHH T 5 2 L1 X o TEHEREIS T4 ADPKD D17 % e i
ZHHIT AR THIO TOIRATH Y, BEHIEN D D FEEREF S, BARAHEK U GERE )
F.Uy ADPKD BFIZ RN Hiflkke LTG5 Z £ 12 XV, ADPKD ERIRIER O FAECHEST % 411
HlL, BHTOGARZ IS5 2 ERWIfFEND, @ MY U AMAESCHEREREDO U 27
IFET 50, +o KBRS CEM e MR EIZ L D2V A7 EBIZ LV L TE D, han
7% 1%, ADPKD IRIEICKE L T2 ik A FiDEAI A, BE IR L THo 2 IF st & dE
Wil 21T o7 L CRETHZ LT A7 % ERIDZNRT7 v &AL, ADPKD ifROHIFRF S
5505 (unmet medical needs) Vi 7= 9 IATH 5,
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1.6 SHEICETHERREFCETLIEH

MR T 2%, 2013 4R 1 HBUE, KE, BIN (A=A VT, Tor~—2, 74T 0N,
TIUA, AFKVA, Fy, T, RILEGIL, ZATx2—F, ~YbF— A4,
AXVT, RAY, TALVT VR, VR TNT, 70X, Fxa, TAL=T, ~NHY
—, ZhET, URNT=T, R=F R, AaxX=7, vL¥, L—~v=7, IAHIT, /)
Vx—, TAATZVR, VeTrvaf Ay, ZAanxy) | A=A Z7 V7, HE, w@EEf,

40 » [ - Hilglc BTk

AT G LT D, E7o, AGRETH 2 K[E K ORI Dk

Sk, EHRIMFHEAH, P DREEE 161 TR, F, KEROKINCET 250K - &
B, e - 2R, Wik - 'Rz ZhTh® 1.62 KUK 1.6:3 (TR 7,
K[ R ORI DA SCEDIFSL L TR OB, ¥diede resm (cesn (4 4 1 : 20

1) #5695,

= 1.6-1 MILINT R O DABAR
. HKERAHEH H N N .
ESpYqEs:iki 5e - W - & & ZHEE - % % &
ESp¢ % | B4 (HEE4E A 1) A - & ZHAEE « ZhH M- HE
K= SAMSCA 2009/05/19 K - dEAl | OAREKRTUNSIADH | SAMSCA D V5520 5 % 2141
(2007/10/23) | & : 15mg | R EOBHEICTBGT | T, KOUMET Y
30mg | B, BERAGICHEE | 7 ARE OB IS K

72 DRI E X
TERIRIE H R O
F MU v AMAE (i
EF Y U AR
125 mEq/L i X1
ENIVRETH
STHIEFT MU D
I IE DR 2 A
L, KGrHIBRCIxAm
IETE2R) DR
ZEHEL T B,

78U U AMAEDOHIEILR
FIEMEONBEZ H &, MGG
P, MESE, WE R
RENR, fEEhAME, FEPEIU
R, F81F, B, ZE
TIZEDLZERHDHTD,
ABRIZ TR G % Blth X X7
B2z,
WEBGARTIRAIIR%E
M3 15mgl B 1 [EIT, 24
e LA R DR A E T 30
mg ICHETE 5, Hig, ¥
FLWIMEF U o AJRAEE
ICET D FETHREITL LT
60 mg £ THETE 5, JIFFE
EOY XY wHR/NNRICT 5
ToOARK% 30 A %% 5 H
G- Lz &y

72721, $BEBRLARE K O
L, BEOMEERE
TR Je MR DAL % M
BllE=H—TH L, B
5B 24 WRI3K S IR
ZLBRWZ &, REIZRA
THRBEICKL, OB
WEEOK E T D KD R
5L,
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£ 1.6-1 MILINT B ODERBRE (BE)
. HKERAHEH H N N .
T Hh 1 7= s IZ./“\E ZThek « 73 VE . =
[E ik | Akoe4 (HEE4E A 1) A - &5 ZHAEE « ZhH M- HE
PR SAMSCA 2009/08/03 B« EAl | AR T D HLFIR W NI Na R
(2008/01/25) | && : 15mg | B/LE REE W LRI EOEA A R

30mg | JEMEHRE (SIADH) (T k&
LT R U U AMSE
DIBYE

KE=F—T2HX0ENRD
57-%, ABE T C Samsca
DG ERIGT D &
1 H1E15mg XV ks
Ta Db ERET D
Z b, ARMEICREZ T
iE, € LuvimiEs b
Vo NBEIZETAET
1 H 18] 60mg & CH{&T
&%,

WitE I, BEOMmIES
U T SRR R UMK
DEEE=H—TDHZ
L,

MLYE Na i OUER R
T RGEE, MRS
A DEEEIhF 08
MEBETDHZ L,
IM7E Na JREEA I |
HL7ZAETHE, han
A VA 27 5 TIPS
MEZ RS 572, FUR
BROMEST Y 7 A
EE—ERRETE=4—
THZ L,
&)+ U U AMAEICIB
THEAN D5 ML RE
e ZOERITL Y PE
o,

MRT & DA,
SRR B O IR S L
HET, LT MY
A fSE S ERR RO RRE &
72672 < 785 F TRk
DZONLEE L,

1.6 AMENC BT DR EICBE T 5 &kt
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& 1.6-2 KEIZETD FULNTE2O0FIF - &2, e - R, RE - B

2

FY - & &

BEH : 15mg, 30mg

IHE + I

ODAREK O SIADH 72 EDBEIZHE T 25, ERIKAICIHE & 72 2 AT R ST AR IR E &
BIOALT B U ¥ AffE (JET F U 7 AR 125 mEq/L Kl XIZZ N LV BETH - T
HART MU U AMIEDIERZA L, KOHIRTIIMIETE 2 OIRFEEZIREE T2,
BEELHIREE
HEE R O PRI X IITER O - DB AICIME T R v A REZ EF 20 EOH
LRBEIIARBZERH Lz &,

SAMSCA O¥GIZEAMIET NV 7 ARE EFITEE S ERSGEICE 3 5 F sk i
TR,

ik - &

BAIZHE T3 EER=E
SAMSCA DN R ZFHIT 5728, KOULIET U w7 AR OB IR0 72 KT
MU T AMEOH IR EEEOM 47 X, RS, WSE, wErEE, B,
TEENVEAL, FEVEDOE AN R, 21E, Bk, HTICELZ LD, ARRICT
5 &2 BRESUIEBT D 2 &,
B BT AR R% A9 15 mgl B 18T, 24 K LA O RIFE % & T 30 mg
ICHETE 5, BIZ, EELWIET MY U AREIZET D £ THEITS LT 60 mg
FCHIETEX %, IFEED Y X7 2K/NRICT 572 0ARF %2 30 A 282 5SS Loy
ZE (MEEROEH EOEE] S2HBH)
212U, BG-BHAAEE OV L, B oI I TR AR B R OVAI B D 28 % AR
WCEB=4—T5 2 L, BLBAT 24 BRIIKSHIEEZ LianwZ &, AFIEZRAT S
BEIT L, DERITBKRZRT 2 X ofmET 528 ( MEHELKOMEMN EodE ]
50 HSH)
EHDdik
SAMSCA DO H-HIE#IE, KoHIRZHBRHT2 Lo BEFZEEL, ME M) U A
RE L ERREOELEE=F—TDHZ L,
CYP3ATHEHI, CYPIAFBXRIRU PHEELMEEAIL OHA
CYP3A FHEHI
AHNL CYPIAIC L DR S DH720, 587 CYP3A BHEAIE OOFHICL Y Fan
TR DORBENEE 5% LTS (R 4453H) , PEED CYP3A FHFE
FEDOPRIZED MAART X o OFEBREIIHT 2 RBIIRFT STy, KA L
HAERE CYP3A PLEAIE OGFRITRET 52 & ( EEROH EoEE) 55 H, &
W TFHEEAEH] 71 HEH) |
CYP3A & H|
KK B8R S172 CYPIA FHEHK| (U 77 o) LofHHIc Ly NAARTH oo
EHPIRET 85%IK T35, Z D7 DHESEERKH & CIIAR ORI 2 BRI R0 5
LN NWZ EHdH B,
BEOSHEICS U T, HEZHAG T ( EBEROEH EoER) 55H, &
W TFEAEH] 71 HESH) |
P #EBMEEH
MR TH AP HEEADEKETH S,
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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 col]
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) 9(4)
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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
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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 col
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]-ol
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%.

Page 15 of 27

Reference ID: 3289766

15



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((:IEEZG/IL”;@ to Day 4 40 (2.8) 0.4 (2.4) 37 (3.3-42)
Mean (SD) 213 203 p <0.0001
N
Change in average daily serum
[Na+] AUC(rlflaES;}‘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
[Nat] 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 (45) 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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*p-value <0.0001 for all visits during tolvaptan treatment compared to placebo
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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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*p-value <0.0001 for all visits during tolvaptan treatment compared to placebo

In the open-label study SALTWATER, 111 patients, 94 of them hyponatremic (serum sodium
<135 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

. swallowing trouble or feeling like food or liquid gets stuck while swallowing
J 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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e you are dizzy, faint, or your kidneys are not working normally because you have lost too
much body fluid.
e you take certain medicines. These medicines could cause you to have too much SAMSCA
in your blood:
= 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
e 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:
e have kidney problems and your body can not make urine.
e have liver problems
e can not feel if you are thirsty. See “What is the most important information I should

know about SAMSCA?”

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

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

e 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.

e are taking desmopressin (AIDAVP).

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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SAMSCA* (HLRH) &

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

2.1 Usual Dosage in Adults

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

The usual starting dose for SAMSCA is 15 mg administered
once daily without regard to meals. Increase the dose to 30
mg once daily, after at least 24 hours, to a maximum of 60
mg once daily, as needed to achieve the desired level of
serum sodium. 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., 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)].

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,
including fatigue, anorexia, right wupper 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.

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

effectiveness
dose of

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

In multiple-dose, placebo-controlled trials,
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 mEg/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 two 30-day, double-blind,
placebo-controlled hyponatremia trials in which tolvaptan

placebo) seen in
was administered in titrated doses (15 mg to 60 mg once
daily) were thirst,
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.

dry mouth, asthenia, constipation,

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 ]

In a subgroup of patients with hyponatremia (N = 475, serum
sodium < 135 mEqg/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

INHDH G 223 BNCHERE X7zl k(15 mg 6 1
¥ Na E EH OIS T 60 mg £ CHliitl) 254
Wh vz,

BETIE, HFER LT T AR EEERIZIB VT, 4000
BILL EOBEIZ AT X UoRREOREIRTWDS,

Zoo b, K650 FlIXIK Na MEHRE T, K Na IiLER
FDHHBHEI219 BICKT L 6 » AU EARINEE Sz,

B Na MJERE 264 LiZ7 T v R AR E Sk
2 R (30 HRA#EE) BT han7Z oo 1 B 1
[E] 15~60 mg Witg & 5%, fic b @I F L L 72 mITER
(FF7BRELY 5% ERBLENEW) 1X, A, AW
HlR, MEJDNE, SRS, BEIRUIZIR, mlpECTH o7,
IHBHDORBRIZENT, FAARTEUEERD 10%
(231223 B), 7T B AREERED 12% (26/220 ) 134
EREJIL VG ETIELT,

FIRICBESTZBER D 5 B, ML AT & URETRBIRN
1% %25 DL o712,

{5 Na ME£RFE  (fM7E Na #2135 mEq/L K4i) % x5
LT 7 AR EERER 2 W (30 HRE&S)
KBTS, "MNRTZUFHETORRENT T 2REELD
2% EEVRWER 2R 1 IR LT,

NART & OEEGEREIT 223 6 Th o 7= (BRME A &I
15mg, IiF NajRE % FH S22 0EMEIZE T T30 &
V60 mg IZHiE), HLICE - - EHERORBFRIL F
IWRTHFE TITEREEEL 6% TH o7,

[F1 ENamJERFZXZRE L7277 BRxE &
SHREBRICBWNT MATZ U BERORBEN ST
TAREELY 2%EBZ HEIEM]

DAREOEAE LS BFEOT TR _HEBRRR
CEY 5 9 » A) (2N L7 1K Na IfUiEBE (475
i, 7% Na #2135 mEq/L Kiif) 07 7 L—7I1ck
WTC, "MNTZURETT TRREELD 2%LL L&
FECHRBEL-BIERIZLLTO®Y Thotz,

FE1E (MR T X U BE42%, 77 B AREE 38%), Hals (b
NARTZ 2%, T T8 REE16%), Al (hLAT
H2URE 12%, ST EREE 2%), AWNEE (M7 X
UHET%, 7T RAREE2%), ZIRUIHR (MR TH
4%, T B REE 1%)

JHEZE FRFE I 2 331 T 2 AL/ H i,

K Na fJEBREZ LR L LTZRRICBWT AT H
EERGSNIEEERED I L, AT X R 63 B
el (10%). 77 &AREEST Bl 141 (2%) Tk
B HE S Tz,

7T ARRB T EEREER (M ANT X R 607 I, 7
Z 2 RBE 518 4) TAAIZ %G LK Na MJEBFITE
A RBMEN 2% AW T 7 B AREL VHENE X



(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
Disorders:

Respiratory,  Thoracic, and Mediastinal

Pulmonary embolism, respiratory failure

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 3 A inhibitors should not be co-administered /see
Dosage and Administration (2.3) and Contraindications

4.4)].

Moderate CYP 3A Inhibitors

The impact of moderate CYP 3A inhibitors (e.g.,
erythromycin, fluconazole, aprepitant, diltiazem and
verapamil) on the exposure to co-administered tolvaptan has
not been assessed. A substantial increase in the exposure to
tolvaptan would be expected when SAMSCA is
co-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
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

other inducers (e.g.,
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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
relevant impact on the exposure to tolvaptan.

no clinically

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 does furosemide or hydrochlorothiazide.
Concomitant administration of tolvaptan with furosemide or
hydrochlorothiazide 24 hour urine
volume/excretion rate that is similar to the rate after

results in a
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
Adverse reactions of hyperkalemia were
1-2%

administered with angiotensin receptor blockers, angiotensin

diuretics.

approximately higher ~when tolvaptan was

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

23 1H, MEEEROMEH EoEE] 5.5 HEBM),

ONRAFY, Ooa3%>y, 70€3 K, erFOosono
FT7OKR

BARGFy, VAFVY, 7EIFR, ERrsan
FT7 ¥ K& SAMSCA EDOHFFHIZE Y b ART H DR
BEICHRMNCH B R BT,

7.2 RILINT B VK BHRAE~ADTE

oIy

AR UL P HEEAOKE T, RAlLEvIAFT D
PERIC XY, Y% d AUC I1E20% F T, Cmax 1%
30% FTCTEHL,

JILI7Yy, TEASFOY, JAEI K, EFASO
OF7o R

SAMSCA ¢t oftHIcE 29177V v, ZukI R,
ERasanF 7 YR, T34y CUITEEREY
DT AT IVT I A X a ) OEYBE~DERMICAH
BRIV EEZLND,

ONREAFY

SAMSCA I CYP3A DFFVLEHITH 5,
RANRZF L ERAL DPFRIZ LY v AR ZF RO
TEPERE 0 S22 F o KL D RBERIZTNE
N1AREERI3ELEET LN, BROICEERZELT
[(ESAAN

RNFHHEEER

ZutI RPe FrZoaF 7Y REkE LT han
T H B D 24 BERER BT S < PRPEMGEEE 133,
MARTH L ET7aEI R RrZaeanF TP RE
DOFFHERED 24 FEE R 8K OURPEIGEE X b7 & o
B G50 L FRRETH D,

BRI AR AR I L T a0, BB IC B
T RMEWEL, 7oA T L AN, T U
TV VR RRERIEE, 1 U v MERHEFIRE L R L
INT BN E T,

TUVFT U R EEREE, 7 AT v B
FERRLESE, B U o ARERFERIRIE E ST &
B ) U AUEOBIWERRERIL, 77 v A0
K 0K 1~2%E o 7=,

IO OFEAPEARFCIIMED Y U AREEE =X —
THZ L,

MNRT Z AL Ve HIRFETEETH Y, TRAET LV
V(dDAVP)D Ve 7 3= A MEMEZHET 2 FEEMER H
%, BJE D Von Willebrand 75 D BYEFHRF ICH L, hL
T RO SO 2 KifE#2 1 dDAVP & FRIRNEE S L



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, 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.

palate, brachymelia,

decreased fetal

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
SAMSCA,
consideration the importance of SAMSCA to the mother.

to discontinue nursing or taking into

8.4 Pediatric Use

Safety and effectiveness of SAMSCA in pediatric patients

10

7= & Z A, Von Willebrand Kl 1-HUFCH VIIT K 7-IE D
HEFEND ERITZRO 6N To, AFIE Vo fEEhH
OPFFITHELE L 720,

8 BHREFA~DRS
AN, PERI, OAFE, JOEEREICIE U7 HEFEE O MBI e

W, (TERpERE | 12.3 THE )

8.1 LA

MR 7 =Y —C

IR 2 31T % SAMSCA i B 75 bries sk BRARER 1 I 520 <
nThpn, SRR CII R ER, EhE, NRER, B
w1, RRVREREY, BRI R O R SR A A
nTna,

IR L, 15 EOFRERIR R ~D R Z FES &

HW SNDEEIZDIR MNNRTZ U EFRTHZ L,

O H

Z v RO X ERHWIR R R AR CIXRRE R
BRI AN TZ o EROKE LTz, 7 v N T, &&
FEPRHESEF B D 2~162 1 (AR HFHRE) 2 &5 Lz,
REERAEEA RO 162 o5 X0 B REERD
T OVBALBIE RS DT,

TrEhip e (REHININH] R QBT &) 235 @ iR
HEEMED 16 & 162 (G AR TH LN,

R O U Y R mESRHESEH &0 32~324 1% (k%
MIFEHA) Z 485 U724k 51, & C o M & CIRERINmH,
HEERERD R BN, PR OEHE (i a iR
HELEH BRI 97 5 324 fi5) THEDEIMMA L SN
72

EElERHEE A E O 324 5O AETIE, - BIRLT RN
minL, MBWIC/NRER, IRMBETE, DF|E, EEAOE
RGN (THEEREME] 133 HER),

=]

8.2 ik - HE

f A

P =i

B MCBIT B0, HIEICKT 3 BRI Th 5,

8.3 BELR

t MO FIZAKBIBATT 2R TH 5,

F v FOBAINC "R T Z BT D LRI
B1TT 5, B FOAFFITBITT 23ANITZ <, hn
TH G L AIRICEERREEHA N FRELT 5 A6
PN D720, FEHE~D SAMSCA DX BEM: A2 ZE D |-,
FIORA P I T IEEZEETRETH D,

8.4 INRADOFER

/NRIZEIT D SAMSCA OZEVE L BRI ST



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
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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(z)-4'-[(7-chloro-2,3,4,5-tetrahydro-5-hydroxy-
1H-1-benzazepin-1-yl)carbonyl]-o-tolu-m-toluidide. The
empirical formula is C26H25CIN203. Molecular weight is
448.94. The chemical structure is:

(B (72 ofps s ]

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 Va-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) 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. /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
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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 mutation assay and chromosomal
aberration test in Chinese hamster lung fibroblast cells) and

reverse
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.

133 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 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
135 mEq/L.
Compared to placebo, tolvaptan caused a statistically greater

patients with a serum sodium less than

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 of tolvaptan discontinuation,
concentrations in tolvaptan-treated patients declined to levels
similar to those of placebo-treated patients.

serum sodium

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

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

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

[Figure 3: SALTWATER: Analysis of Mean Serum Sodium
(£SD,mEq/L) by Visit]
14.2 Heart Failure
In a phase 3 double-blind, placebo-controlled study
(EVEREST), 4133 patients with worsening heart failure
were randomized to tolvaptan or placebo as an adjunct to
standard of care. Long-term tolvaptan treatment (mean
duration of treatment of 0.75 years) had no demonstrated
effect, either favorable or unfavorable, on all-cause mortality
[HR (95% CI): 0.98 (0.9, 1.1)] or the combined endpoint of
CV mortality or subsequent hospitalization for worsening
HF [HR (95% CI): 1.0 (0.9, 1.1)].
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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

Adpvise 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
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.

o 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.

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

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

* Do not miss or skip doses of SAMSCA. If you miss a
dose, take it as soon as you remember. If it is near the time
of the next dose, skip the missed dose. Just take the next
dose at your regular time. Do not take 2 doses at the same
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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?”
* 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  monohydrate, low-substituted hydroxypropyl
cellulose, magnesium stearate and microcrystalline cellulose,

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

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

[Company logo]

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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ANNEX 1

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.

Dehydration

Volume status should be monitored in patients taking tolvaptan because treatment with tolvaptan may
result in severe dehydration, which constitutes a risk factor for renal dysfunction. If dehydration
becomes evident, take appropriate action which may include the need to interrupt or reduce the dose
of tolvaptan and increase fluid intake.

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/1/24 hours and less than 18 mmol/l1/48 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 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.

Hepatotoxicity

Drug induced liver injury has been observed in clinical trials investigating a different potential
indication (autosomal dominant polycystic kidney disease) with long-term use of tolvaptan at higher
doses than for the approved indication (see section 4.8).

In these clinical trials, clinically significant increases (greater than 3 x Upper Limit of Normal) in
serum alanine aminotransferase (ALT), along with clinically significant increases (greater than 2 x
Upper Limit of Normal) in serum total bilirubin were observed in 3 patients treated with tolvaptan. In
addition, an increased incidence of significant elevations of ALT was observed in patients treated
with tolvaptan [4.4% (42/958)] compared to those receiving placebo [1.0% (5/484)]. Elevation
(>3xULN) of serum aspartate aminotransferase (AST) was observed in 3.1% (30/958) of patients on
tolvaptan and 0.8% (4/484) patients on placebo. Most of the liver enzyme abnormalities were
observed during the first 18 months of treatment. The elevations gradually improved after



discontinuation of tolvaptan. These findings may suggest that tolvaptan has the potential to cause
irreversible and potentially fatal liver injury.

Liver function tests should be promptly performed in patients taking tolvaptan who report symptoms
that may indicate liver injury, including fatigue, anorexia, right upper abdominal discomfort, dark
urine or jaundice. If liver injury is suspected, tolvaptan should be promptly discontinued, appropriate
treatment should be instituted, and investigations should be performed to determine the probable
cause. Tolvaptan should not be re-initiated in patients unless the cause for the observed liver injury is
definitively established to be unrelated to treatment with tolvaptan.

Lactose and galactose intolerance

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

4.5 Interaction with other medicinal products and other forms of interaction

CYP3A4 inhibitors

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

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

CYP3A4 inducers

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

CYP3A4 substrates

In healthy subjects, tolvaptan, a CYP3 A4 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

While there does not appear to be a synergistic or additive effect of concomitant use of tolvaptan with
loop and thiazide diuretics, each class of agent has the potential to lead to severe dehydration, which
constitutes a risk factor for renal dysfunction. If dehydration or renal dysfunction becomes evident,
take appropriate action which may include the need to interrupt or reduce doses of tolvaptan and/or
diuretics, increase fluid intake, evaluate and address other potential causes of renal dysfunction or
dehydration.

Digoxin

Steady state digoxin concentrations have been increased (1.3-fold increase in maximum observed
plasma concentration [C,.x] 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




System Organ Class Frequency

Gastrointestinal disorders Very common: nausea
Common: constipation, dry mouth

Skin and subcutaneous tissue disorders | Common: ecchymosis, pruritus

Renal and urinary disorders Common: pollakiuria, polyuria
Uncommon: renal impairment

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: alanine aminotransferase increased (see section 4.4), aspartate aminotransferase increased
(see section 4.4), hypernatraemia, hypoglycaemia, hyperuricaemia, syncope, dizziness, headache,
malaise, diarrhoea, blood urine present.

Uncommon: bilirubin increased (see section 4.4), pruritic rash.

4.9 Overdose

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

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

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

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

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

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

24 hours. A mean of about 7 litres was excreted during 0 to 12 hours, independent of dose. Markedly
higher doses of tolvaptan produce more sustained 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/l) due to a variety of underlying causes
(heart failure [HF], liver cirrhosis, STADH 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 mEqg/1)
and mild (serum sodium: 130 - < 135 mEq/]) subsets and for all disease aetiology subsets (e.g. HF,
cirrhosis, STADH/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
AUQC).

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
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1. NAME OF THE MEDICINAL PRODUCT

Samsca 30 mg tablets

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

Excipients:
Each tablet contains approximately 74 mg lactose monohydrate.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

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

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

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

4.2 Posology and method of administration

Due to the need for a dose titration phase with close monitoring of serum sodium and volume status
(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.

Dehydration

Volume status should be monitored in patients taking tolvaptan because treatment with tolvaptan may
result in severe dehydration which constitutes a risk factor for renal dysfunction. If dehydration
becomes evident, take appropriate action which may include the need to interrupt or reduce the dose
of tolvaptan and increase fluid intake.

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.
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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/1/24 hours and less than 18 mmol/l1/48 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 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.

Hepatotoxicity

Drug induced liver injury has been observed in clinical trials investigating a different potential
indication (autosomal dominant polycystic kidney disease) with long-term use of tolvaptan at higher
doses than for the approved indication (see section 4.8).

In these clinical trials, clinically significant increases (greater than 3 x Upper Limit of Normal) in
serum alanine aminotransferase (ALT), along with clinically significant increases (greater than 2 x
Upper Limit of Normal) in serum total bilirubin were observed in 3 patients treated with tolvaptan. In
addition, an increased incidence of significant elevations of ALT was observed in patients treated
with tolvaptan [4.4% (42/958)] compared to those receiving placebo [1.0% (5/484)]. Elevation
(>3xULN) of serum aspartate aminotransferase (AST) was observed in 3.1% (30/958) of patients on
tolvaptan and 0.8% (4/484) patients on placebo. Most of the liver enzyme abnormalities were
observed during the first 18 months of treatment. The elevations gradually improved after
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discontinuation of tolvaptan. These findings may suggest that tolvaptan has the potential to cause
irreversible and potentially fatal liver injury.

Liver function tests should be promptly performed in patients taking tolvaptan who report symptoms
that may indicate liver injury, including fatigue, anorexia, right upper abdominal discomfort, dark
urine or jaundice. If liver injury is suspected, tolvaptan should be promptly discontinued, appropriate
treatment should be instituted, and investigations should be performed to determine the probable
cause. Tolvaptan should not be re-initiated in patients unless the cause for the observed liver injury is
definitively established to be unrelated to treatment with tolvaptan.

Lactose and galactose intolerance

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

4.5 Interaction with other medicinal products and other forms of interaction

CYP3A4 inhibitors

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

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

CYP3A4 inducers

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

CYP3A4 substrates

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

Diuretics

While there does not appear to be a synergistic or additive effect of concomitant use of tolvaptan with
loop and thiazide diuretics, each class of agent has the potential to lead to severe dehydration, which
constitutes a risk factor for renal dysfunction. If dehydration or renal dysfunction becomes evident,
take appropriate action which may include the need to interrupt or reduce doses of tolvaptan and/or
diuretics, increase fluid intake, evaluate and address other potential causes of renal dysfunction or
dehydration.

Digoxin

Steady state digoxin concentrations have been increased (1.3-fold increase in maximum observed
plasma concentration [C,.] 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.
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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
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System Organ Class Frequency

Gastrointestinal disorders Very common: nausea
Common: constipation, dry mouth

Skin and subcutaneous tissue disorders | Common: ecchymosis, pruritus

Renal and urinary disorders Common: pollakiuria, polyuria
Uncommon: renal impairment

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: alanine aminotransferase increased (see section 4.4), aspartate aminotransferase increased
(see section 4.4), hypernatraemia, hypoglycaemia, hyperuricaemia, syncope, dizziness, headache,
malaise, diarrhoea, blood urine present.

Uncommon: bilirubin increased (see section 4.4), pruritic rash.

4.9 Overdose

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

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

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

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

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

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

24 hours. A mean of about 7 litres was excreted during 0 to 12 hours, independent of dose. Markedly
higher doses of tolvaptan produce more sustained responses without affecting the magnitude of
excretion, as active concentrations of tolvaptan are present for longer periods of time.
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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, STADH 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/]) subsets and for all disease aetiology subsets (e.g. HF,
cirrhosis, STADH/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.
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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
AUQC).

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.
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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

MANUFACTURER(S) RESPONSIBLE FOR BATCH
RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

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

Name and address of the manufacturer(s) responsible for batch release

AndersonBrecon (UK) Ltd.
Wye Valley Business Park
Brecon Road

Hay-on-Wye

Hereford, HR3 5PG
United Kingdom

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The marketing authorisation holder shall submit periodic safety update reports for this product
in accordance with the requirements set out in the list of Union reference dates (EURD list)
provided for under Article 107¢(7) of Directive 2001/83/EC and published on the European
medicines web-portal.

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

. Risk Management Plan (RMP)

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

An updated RMP should be submitted:
o At the request of the European Medicines Agency;
e Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

If the submission of a PSUR and the update of a RMP coincide, they can be submitted at the same
time.
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ANNEX IIT

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
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B. PACKAGE LEAFLET

30



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:

What Samsca is and what it is used for
Before you take Samsca

How to take Samsca

Possible side effects

How to store Samsca

Further information

Sk =

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” (SIADH). 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.
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Take special care with Samsca
Before taking Samsca tell your doctor:

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

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 or even more severe side effects like kidney problems (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. Medicines which also increase your urine production (diuretics) may
further increase the risk of water loss related side effects (see “Drinking enough water” above).
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.
o 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.
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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.

3. HOW TO TAKE SAMSCA

. Treatment with Samsca will be initiated in hospital

. 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.

. 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.
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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
. find a swelling of the face, lips or tongue, itching, generalised rash, or severe wheezing or
breathlessness.

Side effects reported in clinical studies with Samsca were:

Very common
o thirst
. nausea

Common
. raised levels of liver enzymes in the blood

. dry mouth

. excessive drinking of water

. increased need to urinate, or to urinate more frequently
. water loss

. tiredness, general weakness

. decreased appetite

. constipation

. dizziness

o low blood pressure when standing up

. fainting

o patchy bleeding in the skin

o itching

o fever

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

o decrease in level of blood sugar

o headache

. general feeling of being unwell

o diarrhoea

o blood in urine

Uncommon

° increase of bilirubin in the blood
o kidney problems

. sense of taste altered

. itchy rash

Consult your doctor if symptoms of fatigue, loss of appetite, right upper abdominal discomfort, dark
urine or jaundice (yellowing of skin or eyes) occur.

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.
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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.
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

AndersonBrecon (UK) Ltd.
Wye Valley Business Park
Brecon Road

Hay-on-Wye

Hereford, HR3 5PG
United Kingdom
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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

Deutschland
Otsuka Pharma GmbH
Tel: +49691 700 860

Eesti
Otsuka Pharmaceutical Europe Ltd
Tel: + 441895 207 100

EArada
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.I.
Tel: +39 02 00 63 27 10

Kvbmpog
Otsuka Pharmaceutical Europe Ltd
ThA: +441895 207 100
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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

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

Romania
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



Latvija United Kingdom

Otsuka Pharmaceutical Europe Ltd Otsuka Pharmaceuticals (UK) Ltd
Tel: +441895 207 100 Tel: +442087563100
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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SAMSCA (Y LRH) &

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.

Dehydration

Volume status should be monitored in patients taking
tolvaptan because treatment with tolvaptan may result in
severe dehydration which constitutes a risk factor for renal
dysfunction. If dehydration becomes evident, take
appropriate action which may include the need to interrupt or
reduce the dose of tolvaptan and increase fluid intake.

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
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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
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 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).

increase

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.

€XCess

Hepatotoxicity

Drug induced liver injury has been observed in clinical trials
investigating a different potential indication (autosomal
dominant polycystic kidney disease) with long-term use of
tolvaptan at higher doses than for the approved indication
(see section 4.8).

In these clinical trials, clinically significant increases
(greater than 3 x Upper Limit of Normal) in serum alanine
aminotransferase (ALT), along with clinically significant
increases (greater than 2 x Upper Limit of Normal) in serum
total bilirubin were observed in 3 patients treated with
tolvaptan. In addition, an increased incidence of significant
clevations of ALT was observed in patients treated with
tolvaptan [4.4% (42/958)] compared to those receiving
placebo [1.0% (5/484)]. Elevation (>3xULN) of serum
aspartate aminotransferase (AST) was observed in 3.1%
(30/958) of patients on tolvaptan and 0.8% (4/484) patients
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on placebo. Most of the liver enzyme abnormalities were
observed during the first 18 months of treatment. The
elevations gradually improved after discontinuation of
tolvaptan. These findings may suggest that tolvaptan has the
potential to cause irreversible and potentially fatal liver

injury.

Liver function tests should be promptly performed in
patients taking tolvaptan who report symptoms that may
indicate liver injury, including fatigue, anorexia, right upper
abdominal discomfort, dark urine or jaundice. If liver injury
is suspected, tolvaptan should be promptly discontinued,
appropriate treatment should be instituted, and investigations
should be performed to determine the probable cause.
Tolvaptan should not be re-initiated in patients unless the
cause for the observed liver injury is definitively established
to be unrelated to treatment with tolvaptan.

Lactose and galactose intolerance

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

4.5 Interaction with other medicinal products and
other forms of interaction

CYP3A4 inhibitors

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

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

CYP3A4 inducers

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

CYP3A4 substrates

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

Diuretics
While there does not appear to be a synergistic or additive
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effect of concomitant use of tolvaptan with loop and thiazide
diuretics, each class of agent has the potential to lead to
severe dehydration, which constitutes a risk factor for renal
dysfunction. If dehydration or renal dysfunction becomes
evident, take appropriate action which may include the need
to interrupt or reduce doses of tolvaptan and/or diuretics,
increase fluid intake, evaluate and address other potential
causes of renal dysfunction or dehydration.

Digoxin

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

increase in  maximum observed plasma
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.

4.6 Pregnancy and lactation

Pregnancy

There are no adequate data from the use of tolvaptan in
pregnant women. Studies in animals have shown

reproductive toxicity (see section 5.3). The potential risk for
humans is unknown.
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Women of childbearing potential should use adequate
contraceptive measures during tolvaptan use. Samsca must
not be used during pregnancy (see section 4.3).

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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undesirable effects have been observed: Common: alanine
aminotransferase increased (see section 4.4), aspartate
(see 4.4),
hypernatraemia, hypoglycaemia, hyperuricaemia, syncope,

aminotransferase increased section
dizziness, headache, malaise, diarrhoea, blood urine present.
Uncommon: bilirubin increased (see section 4.4), 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 C03XA01

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

humans.

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

BF Y oA liE

TR T EEREAR Z VR 2RI
T, SRR (DARA, HEZE, HURIRFAE AT
BT WIEEREE) 18 X 2 IR B E R ST R I E IR %
AYENaliE B (IIENaE E 135 mEq/LART) 4245
WxtL, a7 Zr 1661 Xix7 7 'R (208641)
ZBAE A& H 15 mgT30H M5 L7z, 3R &0 &
HRFORSPEIZ L Y, 1H30 mg X160 mgE THYE I HE
L L7,

PR BH AR A 0D MG Nalit B D) E 12129 mEq/L (114
~136 mEq/L) Tih -7,

FEFHMEE A X, MIENaREDOX—RF 1 inb D%
{EEDOIHAUCD4H H £ TRUB0H HE TOFHME

L7, MsmBRomESEHMEIcBNT, MATEZ 4TS
ZEARICK LAE (p<0.0001) Z2cFE% 7w Lz, BEE (1
TENal# 130 mEq/LATH), 8B (MiENalRE130~135
mEq/L), KON (A4, AFZ, SIADHZ) %Y
P, TRTCOBETHRIBO LN, FHKTHT
AHIZ, MARTH BRI D IMENRET T T+

AEEERREF TR T LW,

WEIA R THROMRBROT — & AT L= & =
5, RARTHZ ALY MIENaRENIEFL L BE
BII7 7 vROMELU ETH -T2 (49%%F11%), %530
HEHCOLEERITEHE L, MR AU T IR L
Y 1T Najie A3 IE 5 72 BB I 2 0 - 72 (60%%127%) .
IO OREE, FEEEZMDT AL,
BETHIIC X DSF- 12 EORFM A a7 1% ML T H
VHETCT T B RBEL VAR E RIS E R O
bHorWEE R LI,

{ENalfilfie (RRIKI % i 7a\y) OV oo B 7R Z Vit

Brase T LIoBEEHBEAN, MANT X ORI 4
M &AM 2 #5106 B £ CTREMm L 7=,

Z OIFE Ak 5 BR T, LLATS I L =Bk T
LA OB L FBERARLIZ, NMAOBFITHL b
WNT B ER G LT,

MHNa B I3 5BE% I B bdEL, & 51068

DR THIEN M L T,

BT, EREEEAZFEBLZICH 20 b 5T, g
Naife B XIZIE R 5-RifE E TIR T L7,

IR DBE ZH 5 & L2kt 7 — %
ODAREOEAIZ LY ABE L, AT O e &k OEIR D
bOBEERRL LI EHER, HEIR, R 5H
BREVEREST(Efficacy of Vasopressin Antagonism in Heart
Failure Outcome Study with Tolvaptan)23 FHE S 417z, Z D
FEHHERBRTIE, 2072602 b L 37 2 30 mg & HEHE
1B, 206160127 7 ER R A OFH Lz,

-S1ADH-



(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.
had no statistically significant
favourable or unfavourable effects on overall survival or the

Tolvaptan treatment
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.
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 Agency
http://www.ema.europa.cu

European  Medicines
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—AREIB

RLIATHR Y

EYFNT 2 UIERIE

FREDEE

5 EEE~NOERE

— I EEE CITAEBEERNRT L TR, £
72, BKERZEZ LLTWESNTNDEED,
BEORELBE LN SHEAICHREGTHI L,

5. EEME~NOERE

—RICEEE CIXABBENMETLTERY, £
7=, BAKERZEZLLTWVESR TS
O, BEOREEZBIE LN LHEEIZESGT S
Z&,

6. 1EiE ER RIAGHF~OKRS

(1) 380 XATERIR L TV 2 ATREPE D & 5 I A1
BRE LN &, £z, HIRT 2 ATREED D
DAL, WO LT K 9EET D
Lo [EWER (TU9F) TR R -
JRIEA R IE SN TWD, £, SR (U
BX, T h) TR LWIFKEBITHERES
nTns, |

QAL DI N IFAAN G- T2 AL Ak T &
o2 L, [BER (v b)) THHH~O
BITHHRES LTS, ]

6. iR, ER BILRE~OERS

(1) 74w XITEEIR L TW A RIREMED & 5 7 A
WG LanwZ &, (B ER CREGTEE
H (Zv b)) KORESEIER (7 v N ROY
HX) DREINTWS, £2, HET ~
T EEARE SN TV D, ]

QIR T B EEE D & D A2, BT E &
HHrZ L, [@BFER (~vx) TITO
WE SN 5 LTz & &, RIREM) M O
KEHT-0 OEFRBOKRTRRD bE
FEAIM IS Y IR R 2 7B 06T B FTREME S
EEnTnd, ]

G HLH DI NTIEAA B 5 I3 A% lE T
SHHZE, [EWER (7 ) THANE
IRmEERTWE, ]

7. INERE~ADERS

IRHAERE, BrAER, FLIE, SN
T ORI L Ty, (EAREBRA 72
l/\O )

7. NBEADEES

RHAMRER, #FrAaR, $LE, s hRic
K9 B 2 EVEITRESL L TRV, (B RER A
20, )

8. BEHRE

e - IR ZIR, M U U NRED EF,
BiARSE R THEIND,

UE R, DERENMEEZE=XY 2 J L,
MBS U TR Z ARG 5, K5y Of% D HEE
TR TE WA, BARE K ORI T %
HEIELS =2 — L5, (KRR & 5RPN %
535, 728, MKRETITAEDTIERNWEE X
b,

8. TODFE

FLATHEHUR R A V€ o BEAR RIS & B BRI R
RIVE AR A D WIEGERE & )5 & U7 A3
DEHHANT L D EEERBRIZBWT, TR 2
BlE Sz, 2055, 1HIFERARHTH
O, FEREME M NEEEEMEE (DIC) AFBLL
FEL L7oftiod 1 BlIEARIEO A & oo B
DEE SN oT,

9. BRLDIE

HRFN AT« PTP A3 DAL PTP > — F v b
B LTIRATA L SHES AL, [PTP
T— b ORARRIZ LV, BV AN T R~
FIAL, ISR 2 U CHERIRARZE D &
BERAMEEIRET L Z EnmEEATH
%, ]
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(H G BREIEZ RN D 5 B BE x5 &

U2 IFE — SR it (E R R
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R 3 ML LR, HAYEE FRO 2 %
PHZOHREY A Y B, oA LR
D3 fEEBZ A ME ALT (GPT) & il
15 AST (GOT) EH-23, AAFE5EED 2 HiiI2
Bobhi, £, EME ERD 2.5 F42H8
2% ALT (GPT) EFHOBIHEEN, 77k
REE L R U CARKIE SR CRdio iz (KA
B 5RE 960 Bl 47 B (4.9%) , 7T & ARE
483 il 6 Bl (1.2%) ) . 7235, AHIBGHE
BT EEME RO 35225 ALT
(GPT) EFH®Z LIS, BHBIG3~14 4 A
DRI bz,

(2) FYIREIES RIED S BB BE x5 &
U IFE — SR st (E R R
B) I8V, ARIEERT T 7 EARREE I
L CEEOHEMDRARNE N> [
JEAMRE ORA 58 0.8% (8/961 61) , 7
TR 02% (1/483 f) ) , FEMEEAM (K

BB G5HE 0.2% (2/961 f5]) , 7T EREE 0%
(07483 B) 1 o AHl L OBSENEIX L TORE
BICHEESIN, BARANTORIIIR -T2,
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2014 4 2 A 1VERK

WA - 2013 42 4 HikET
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YN 215
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fEFAHARR 0 A A 5T, Smg BIERE 2 A GMHICERTR)
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Wr7ehitn| 201345 5 H [ 20104E12H
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IR A= 20094F 5 A
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ROBHEE JE R @ b U U AMAEZER L, Bk
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DI, [4. B8R ()EXGEIER 4)
FR&EEREE | O IH X U10. ZDhDFE
BEW |DEZH)
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HERET | SR ME S P U AREDO ERITES

BoZE B O REEZRTBENNH L

(Z B (ROFBHBICEFESLEVWI L))

Ene. AR FTHRG &G UIHEET
52 &, e Fric& 5 H T EB
HIZWEImiE - N Y & AJRE 2 56 [0 12 HE
THZE (2 EEREANEEI-W),
0-6) | E&LOT4 BIER () EKXAE
€A 3 EF U U AME | DIESHR)
OI.8%e 0-1.AFNT EROAEEZEED D
®HEEZ BIZOWTHo Mz ® DEA D
HHEDS HET, BEEOERIEN G Z

210k ] L2 EHEENBEITOHEE
& T52 &, T, ARFE BRI
B, ARNI R 2 58 S B 5 #Hl
TIEAWN I &0 E M 7 IT B A i 22 At
RETL2BENNHD T &, wEY ks
7K 53 8 B R OV M B4 7 1 308 A 25 45 12
E2E=FY T DERBNNETH
ZLEED, AFOEHMEROE
Btz BRFEICHOICHHL, FE2E
55 &,

I.LOA2
KU BT
ZITHBIT
5 HikRET

BoBE

1 -1 AF O RS AL & (TN

12 MROEH [AFOHRNHIFHTE

1-3. B &K U 72 U7k 4 HEH S (R

T4 @EF U T AMEDEE [(AF DK

L =5, @Y7 7K 3 #6703 DR e 7 P A O

I 6. Helm AR U CH S AIRETED & %

Tk YR E ) okt U iuE o BEAE
D H 2 EH

720, ]

2B (EROEEOREDICED &
F N U D AE K O K DB Z R
H5.]

FIRIERICE O @ U D A MLED
HEITLZBTNND D.]

IR VAV g i P AL At oN
BRI EDOHDICKO&EFT YD
I IME B O D BZENDIHD B, ]

(6. 3218, ER. RIABEAD
®’E|OEZH)

I -2. 45 12 4% 5 B 04 B SC 03 486 4812 B W I.%5%6
T 58 7 K R ER U PR S 1B AR RE 4R *HENZ
B hU Y AES E QEIERD D DS
S5LbNEZBZNNHZDT. i<
EHARK O G BIBIE AL T T, =
) 2K S RS OB EME IO W TR
MYl £ AFEEHRED
< EHA LENEMET R U L8
EERHET DI &, (2. EEREARY
FEN-G) | 0HEZU4.BIER (1)
EAAEER 3)EF MY Y AMNE|D
HEZ )

I-3. &K O GIZE D, FEEITHEALRE
ENFEB L EFASRE SN TS
ZEMS, MERI AT IF—F
K% O E UL E il & 2 0 72 i B
REAR AT 2 00 37 A 4% 5 BH 0 Al S OV
BRICEBL., RFH G HIZ <L
EbHH | ESATHEERE 2 EET 5
2l ¥ RENBOHOSNEBE
KIRES IS 2L, #Ea

T -1, AFI O p sy O3 EE &8 (£ 9N

T1-2. 198 % 8k U 730 37K 0 18 B s (4]

0-3. @ hU D AIMIEDEE [AFDK

I -4. B 48 75 % B 6E (5 2 (eGFR 15mL/min/

T SRR 1o U R BOE o BEA:
EDH 2 EH

REE EROIEEOREDITEID &
F b U D AME R BBK D BN
bH%,]

FREMICE O @S b U D A MAEA
HETLZBTNND D, ]

I1-5. 1S PEAT 2%, SEAIVERT HAEE 55 DT

L 73mARdi) O & 2 B#E [(AADOFNE
DA T &AW, ]

-6, i O IFERE L TW S Al geE 0 & 5

HrEEE (HRAKREEZREED S
JECEHT LD BERLS) X
BZOMEROH 2 EHE HEEZE
HEIE2L2BENNDH D, ]

A (6. 128w, ER. RIABEND
#®’E5|OEZH)

EETS I &, ([(BEZIT-5. |DIHE,

(e))




GiERk - 1K)
1. #8R%

IRr5E GER%) A

BARAGE| L EEh FIVNT Y 2| BRI, RO T T 2

7. 5mg 7. 508 fimtn—2, ko Joe)l
AP E BT LATs S|V, HE2RTINI=TA
paAng LEHE DR e T e DI
YLARNEE | 1SR VN T Y >
30mg 30mg
2. WA DMK
- o . RS
B4 (N 4 @ | (m | (me)
D EHR 7.1
FARAGE|AD DL | =y B | 5 o | w00
7.5mg BhHROHE| 4.4 : )
3 (C5%23)
B ARNE | HEOHR | (2 R
15mg AD DG (CEON R
FHEDEE |
BLANE | A0 pwss | | Ky | 3 | s
e RO | = —=

(XhEE - SHR)

Y LA RHEET. Smg

o )| — THIREZEDMDFIRIE THREA T IROARITH
PRYLN TR

o )l — THIREE DM OFIRE TR BEA T 3 I FREA I B
% R

o BRFENBLICHIR L THD, D, BEEOMKHEN

W QLA REVE 2 FEME O S f B O LTI

H AR HEE15mg

o )l — JHIREE DMOFRE TEHIREA T IRDARITH
YNl Tin

o BRMMBIZH AL THED, 2D, BEMDIEAHE M
WG REE 2 FEME O S B O HET I

H AR HEE30mg

o BARMMBLICHAL THD, 2D, BEMOIEAHEMN
W E AR EE L S D S B O LT H il

<BE>

ShEE - R $27. 5mg $%15mg $E30mg

DARITB T BRI
JIFREZE 12 BV % (Rl 2
R EAREIEL T D S I

ejie}le

ol lo
o1 |l

O %)
MRICEES BERALDEE)

eh D, — B

56

AN

[z
sy

(RhEE -

R N
KU BT
ZICHIT
&K ET

BDHE

AENIMOFIRE OL — TRIRE, T4 7 H
1 RRARE, HI7IV RAT DO #5E) LHf
MUTHEMAT S Z &, iab. EbLEET
FU D ARIRATF R & OB FRBIE RN,
(R.BEAREFMEETI-), I-Q)J0H
M)

0246

I-1L. U FOWTNIZ ST HBEIT#EA

HEES

T35 &,

FEDS

1T -CO i ) #8 B 22 B 2 T50mLLA T % Z

REDiH
PN

=

&,

[ -@B 2RI K DA 5 %/4ELL 1T
HDZ &, [HEHERBICIE, B sE
750mLLA B TC, BEAMOEMA RN &
HEIhsBEE2MAA AN ] ((H
KREIE) DIEB )

0-2. % 5RO L7 F =270 T 5
A H360mL/min A D B F BT B HEE
Fe OV VSRS L T2, [ERIR R
Bz, BE5HBROI LV TFZ0
U7 5 2 AH60nL/minll DB E A
ANtz ] ((ERRBAE) DIEZ )

(A& - HE)

o LARICH T BHRITEDHE

W, A VNS > &L Tlomg# | H 1 [E#EH
859 %,

* FFEZICHT 5B RETFEDIHE

WL A MVNT S > & LT omgE | B 1R
H#59 %,

o BREAEMZRED S REOETNHDIZE

W, B BVNT L > & LT 1 H60mg#Z 2 5] (]
45mg, & Jilome) IZop i CiE L 5 2 B3 %, 1 H60

ngDHET LAMPL LS5 L, BEENH BHEITE.
1 H90mg (560mg, 4 #530mg), 1 H120mg ($190mg, 4
30mg) & 1 FARILL - Db & 22V CERRE I B3 %,

P, ARMOURU CGEEEERT 22, RE/isElH
120mgETET 5,

<BE>
Rix - AE BEAE 58

DARICBTS

W 1 H 1 | 15me

Bji - o3

W | B 1E |7 5mg

A BRAGFH AL 1 H 60mg (#f45mg, 4 #515mg)
%ﬁ%@(%g% A H20H ! 1 H90mg (360mg, 4 7530mg)
e G B9 1 H120mg (4190mg. 4 J530mg)

(R - REICREY HEALDERE)
Lo A 2| T-(DAREIT A AL 2385

CH1F3 ZHibd 5 T &, DERIHRE OHERFIC
hRETE B9 2 AR S N TN, ]
DIHFE | 1-Q) HEFRE (KRR KRB RIFICa >

fO—)lXINTWnB EEDKRE)IC
Roz8813, BREKGEMkE LI
WZ &, [ENERERHERITH N T 2 5 H
% A AR T 70, ]

[ -G IF IR & FE L R W1,
BREBEEHME LW &, (K
AR DIESE,)

[-iMmiEF b U T LB A 125mEq/LA
DEHE, IR IGER I 5E & O 3T
FLLmWEHBINLEBFITHREGT
LEEF. FEO M) N SHEBET S
ZEMNEELW, ([1LEEH/REI-),
1-) ] 0IEHR)

[-0) OBENFRFT 2551213, HER
EERTHIE (2 BEELREARNEE
I1-0) |OEESMR)

I -(6) CYPSAABHERI (1 o O+ =)L, &
Y2074 2 %) & ORI
HZEMEFLWN, DOEETHAT
L3, AFNOWHED 2 WITEKHE
MO DB EEEZERT ST &, (KA
DOIMEHEENERTIZBENNH
%.] ([3.#HEER] DHEKX U FEME

B8) DIHZR)
[-(DRMEDOHRZ T 720, FHiHIC
BHETHZENEELN,

I. BFRE 25 | 0- (D ARl BT AR U I3 5

173 ZHIET 5 2 & BERTHER OHERIC
hRETE B9 2 AR S N TN, ]
DiHE | I-QAFOHEGITED, EELTFHRERE

ENHLODND I ENH2T L, HN
FEIREBRIC BN T 2 M 2 B A % i H
RIS NZ s, (KE, B, T
M7 EDBFOREZBILZL, &K
WEFR D SE L BB, BALEE
ZRkEE T, LB R/ANROHIR O /A
I2EEDD T L,




O-Q) R ir BIRRE NS E L WA
BREBG 2 LN &, ((BBK
B DIESHR)

OI-IMmEF U 7 AR 25mBa/ LA i
DEH, SRR GER M5 & O WD DT
FLL I NDBEICEST
DA, RGO NS BHBT S
ZENEFE LW, ([LEE®RE1I-(D.
1-(2) | DIES)

0-6) BRI HHBE L. HEZ
EEILZZE, (R BEERERNEIE
o-0G)] OEBH)

O-(6) CYPSAMBHERI (f hZaFV—)L. &
U207 A %) &I
HIENEELW, POEEIOIHAT
D53 ABIOHEED D WIXEH&E
MO DORGREZEEET D T &, [RHA
DIMMFEHEENERITL2BETNNDH
%, ([3.#EER] OHEK VU (EME
HE) DIEZR)

O-(NEFOPERZ BT B 7-0, FriHIC
BETHZEMEELWN,

mELEe

M- (D) REBEIRZ R T D720, ¥ D5

*ERZ

R E AT 4 RFILA E2E T 5 Z AV E

FEED S

LWy,

Bois
PaN
=

M- (2) NEENFRT 2HE5I1213. HEZ
ZEITLHE (2. BELREANES
m-(1)] DIHZM)

- (3) CYPSAMPHEH] & @ HF LT 5 Z &
MEELW, POEETHATIEHES
3. TERZEZSBRL, AX0OHAEHEZ

15 2 & [ARAIO MR IREDN L9

LBENNHS.] ([3.HHEERIDIH
O EEYENRE) DIAZR)
FHOR(EFEED 58 1175 CYP3A4BEE
e e e | CYPSMBBEEIED EDHABD
BEOBLBE | soEmoms:-me At - A
CEERAED1/28) GEEHED1/48)
1 H60mg 1 H30mg 1 Hl5mg
(#45mg, £ #i15mg) | (#22. dSmg, & F57. 5mg) | (§A11. 25mg, £ #53. T5mg)
1 H90mg 1 H45mg 1 H22. 5mg
(5160mg, %7 /30mg) | (§30mg, 4 F415mg) (&15mg, 7. 5mg)
1 H120mg 1 H60mg 1 H30 mg
(#190mg, £ #30mg) | (#45mg, £ F15mg) (§122. 5mg, & F517. 5mg)

- (4) % O BB E O & 2 B TR

BIBHIE VLY F2IIVT T

A 30mL/min A i O £ ¥ C AL Al 0D 1fit B o

BENEMT 5. ] (EWEEE) OEHS

1)

(EALDER)
1LEERE (ROBECEEREICRESTS L)

I.LAE
EURTE
pultek~1bj
% & &ET

BoBE

I-M1iEF S YU D LR E125mEq/LA i D
BE [REsmEF b U ARED B
FITE D, OB EE 2ok T B
TN s.] (2 EBLEEFNIE
I-(G). I-(D]OHEZH)

1= (2) 58 7 el Bl IR S8 SN o % R D
H2BER VOGRS [RBBRIRNDH
SONEE, SRR M &R,
MR Z R U, MARZERRAE 235 7S
LBENNH5.] (48R MEKX
REIER 2) MA@ Z|SE | DHKM U5, &
HEANDRE] ODHZM)

I-G) @AY T LIMAEDEE [AH D KF
REIC KO @& D L MUE AV G
LBTNNH D] ([2. ERGEERD

(3)

FEI-06). I-)|0HESH)

IT-DWEBLREREDD S EE [FIRITH
O B & ORAIT IO BN HEIC
Blysbernnds.] (48R
MEXGZEMER NBAR2] 0HZHR)

1-G)FEEZBHAT 202 OBREDSH
EE [BEFRLNIPMET LRSS,
) 78K MR I SR 2 kT B e
bH%.]

11 - (1) #6873 R 56 A8 S i o 7 9 SR D

»HBEROERE [RORRRIRDH
SbN7=5E, SO EER TS,
Mg 2k U, IMARZERIE ZF T
LBENNH D] ([4BER MWEKX
ZEMER 2) Mg T|RAE | OEL O [5.
SREANDERE] OEZR)

O-Q) & A Y ALIMEDRBRE [AFOKF
JRVERIC L D& U w7 A ME A HE Y
LBENND D] (22 BEEREARY
EFEN-() | OESM)

O-Q)BHEAENEFL TS EE [FIRIC
D B MR B O & 0 BEHEREDTH
WEAT S BENAND D] (J4. BlE
B MWEXLZEMER NEAXRL]0ES

)

2. EEBAREAER

I.OARE
ICH1F3
*ikET 8
DiHFE

I-(D)AFNIAPEMZBE NS ®E D0, F b
Vo LPEf RIS RN ENG,
OFRFEEHHH L THHT D Z &,

[-Q)AFOEGHIAE. HE 7 F] R I
SR, &F MU AMER E DRITE
HiRdobnsBZENNnHH5DT, O
BIREOBRZFOREZBEL. #Y)/k
KOG 2TV, KE, MmE. IR
RESZHEENCHIET S 2 &,

[-Q)AF ORI RERITHEN, T8, Bk
BEDERNDEOLND ZENDH DD
T, ZOXOIERND SN =5HE
1213, KOG EITO XOHFETSZ
(T4 BIER MEKXKLZEIEAR &
F b D AIE] DIEZR)

1 - (4) AF % 5-BH iR 5 2415 ] LA V2 /K R ER
NRNELS BEHIT 2720, Dia< s
PEBHTA 4 ~ 6 BRI TNT 8 ~ 1285
ZIZmE ST MU U AREZHET S
Z &, HEHAEHNS LERMEED
BHEEL, T0OBRBHEG 2K 2
Laiid, MERE TS &, (4.8
BB MEKXGEMER )EmFFUTA
MfE | DIESH)

I-G) Mg+ U AR E125mEq/LA i D
BHEICEE LSS, 2simnEr ~
U ABEEO ERICKD, B
FIEEZ KT BENND D720, 248
RICANIZ12mEq/LZ2 B 2 5 ERNH S
NEGEIE. #52H1ET5 2 &,
(MEEHRES 1-()] 0ESR)

I-(6) AA D AKFIRIEMIC L 0 IEER M4 &=
OWLERL, MFEHV D LREE B
FIE, LEME. LESBERET
LBEFNNDHDDOT, AFIHGFIT0m
WAV LAREENETS &, (1.
BEERE1-03)] DIEBHR)

I -(0) AAK D50 A 5 B 72 T HE RE RS
ENHSONDZENDH D7D, KH




B G- BtGaTIC I EEMRAEZ EmL. D
< &R GBI 2 RN A
HEMEZITY 2 &, £002E7.
TOHBEG R T 2HEI1TIE. i
BEREZTY 2 &, (4. BER (DEX
TRBIVER 4) FFBEEREE ] OO [10.
ZOMOFEEN) | DIESI)
[-QDFENENRHELNDEZZENDH DD
T, BBENCHEET S E, £/, &
TE3., HEHEOERS G 2 D R

0-9) AFEZERETIE, FFoF5ICXD
HEEHIMOY 27 EE S BENMN
BB, BEDIREZ I Big L,
WLE BRI OIS D 5 b =HAEIC
3G a2 IE L, WEYRAEEfTD
&,

OI-(10) HENERHSOLNDIENH DD
T, RENCEETSH &, £ 5T
TR, H B OEREER % 0k S B
PEMETABICIIERIES &,

ERETIRICIIERESES I L, I %% M- AROFRICH > TS, Yk

I.FBEE | I-(DAKOHRGIC LD BERFHIEREE HEMZ SRR, KD S ST
ICHIT5 MHBEONDIEND D, NHEEE RED S 5T &,

KRBT Tid, e LD B g2 BTN BE | M-OKEE S D FOMAKES D HIRIC

nEE MHDTE, KROFEEBOEEAH & L0, FHASHERSTERVIBE

I X DI BERE 2 D F B & D KA
MTHDHZEITEEL T, AHOHKE
Zhlz>TiE, VAT ERRXT 1w b
ZEEL. AFZRGOBEIZDNTHE
HICHIWTT 2 Z &,

0- @) ARF O GHH I 5 EE R EER
ENHOLDOLNDZENDH DD, KA
5 ARTICFEREm A2 HE L. D>
73 < &G RLE 2 R AN T
EMEZITO 2 &, T 2ET,
TO®’BEGEMGT HGEITIE. #E
EREZTS 2 &, (4. BER (DEX
TZEIER 4) FFEEEREE] OIEHKL TN [10.
ZOMDFEE (D | DIHZH)

O-@)AFNI KM ZBE NS B S0, -k
U Akt zEnIsghnl eEns,
HOFIRIEEEH L THEHTD Z &,

O-) AH O % 5P, @R 7 F R I RE
SR, mF NU D AMEREDRIE
HMRbosbndBZFNNHAHDT, O
BEEOBRFOREZHRL, @k
Kawifa 2TV, AKRE, ME, IRIBE
RESZMFENCRIET S 2 &,

OI-G)ARFOFIRER TN, OB, Bk
REDIERND S ONDIENHDHD
T, ZOXIIERDD s 8LE
W, KRG EITO KO8T S
(T4 BMER MEKXKLZEMER 35
F NV D AIGE] DTES )

1 - (6) A5 $% 5 B 1 1% 2485 18 DA PN ZK R BR
IRNES T 2720, Dia<sd
PeG.00A 4 ~ S BRI ICIMIE T N U
LAEEEAZNETH I &, IHICHEEH
B2 BB TNT 3 ~5 HEBIC 1 [BIAIE
L. F0%HHRG 2T 2551213,
HHEET 2 Z &, ([4.8BEA MEX
BZEMER d&F MU D AME|DES
JiiE))

O-(7MiEF b U 7 AEEE125nEq/ LA O
BEFICHE L2GE, AkmE T b
U LAEBED EFIZXD, EHO B
FREBIEZ R TH TN H 5 7=, 24K
FILANIZ 120Eq/LZ 8 2 5 LR WA S
NEGEIE. 5 ERIETS L,
(MUEERS -] 0HEBH)

I - @) AH D AKFRMEMIC K D IEER M5 &
OFDERL, MEH) T LBEE L
Hxg, LEMB. LEHBEAET
LBEFNNDH DD T, FFFG b3
WAV LREZIET S Z &, (1.
BERS1-0Q)] OHESMHE

@

13, AFIZEED D WIRET S &,
M-QEZME IBEET ST, 2

IREAICEET S Z &,
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1.8.1  ZhAEE - BHIRFRERM
1.8.1.1 2 - HR

BAMPBICHEALTEY, 2o, BEEOWEKEE D H O F YO REEL D 5 s
DHEFTHNH

1.8.1.2  ERERMW

HYEREMNEZ RO O B (BLF, ADPKD) IE, &0HE D& O TEOMERDE LD, BiE
Il 2B DOFRI AL, TOERETIDEMULEET D Z LICER LTS, LarL, £
B OFERIOEE K Z RGN ING 2 PEPHNL SN TE LT, #x OIEFNIIR U7 SHER LR
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BRIK T OFRRE B X DN TV BREIMON KA, BN DRHERIC IR T 2 A E < Rk 5
nTnsg,

FVRT Z ALV Z BRI TH Y, BEEE D V- AR L TH HK DRI A4
HFT 2 KFRE L UTERT 2 & & 512, ADPKD B#H TORFEIMALD Vo-S2 BRI HEHT LT
JN cAMP JRIE 2T &8, FEfML O & RN ~DRIKRAZ L% L, ADPKD &% TO
BEBOMREHTL2b0EEZOND, LN ->T, MW RT X% ADPKD HBFICE R
G422 L1280, BEROMEKZFHEAICESI L, ADPKD Til b L BIERSGIHE DI
SEZ IR XUTBIE S5 Z e SN, ZoDZ &5, ADPKD TOREAFEDHE KM
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X7 7B ARBECEID T 72, EEFHMEEE Ch HMAEARKO 3 FHOEME ) 1%, 77
Y ARBED 551%/AFEDEMTIH > T-DIZxE L, hAART & U BEL 2.80%/4FEOBEINT & 0 A & /i
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<@pEE273: K 2.7332-1>

RIS RHEEE Th 5 3 4> ADPKD EEARAER (BHSRED (L, FRRMICRIE L 72 5
g OFEL, Sl EOFB/EAL, T I VIROFE/E) ORAEIZONTIE, 100 BIEANED
720 DA Ry NIAEFN, 7T RARBEN 5004 THST-DIZHL, MART X RET43.94 THY
ﬁ%ﬁﬁ?@@ (NP— RE 1 0.865, 95%CI: 0.775~0.965, p=0.0095) 73388 Hiiz, A~ M
EEBRIZLVHESNIA NS P2 W ORERIZEBE N TS, BTGRP S

(Mf‘— R 0 0.852, 95% CI: 0.764~0.951, p=0.0044) (& 1.82&MH) ,
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* 1.8-2 BIRMESITMEER - EaA R rREFTORM (156251

Parameter Nonadjudicated Composite Events Adjudicated Composite Events
Tolvaptan Placebo Tolvaptan Placebo
N =961) (N =483) N =961) (N =483)

Number of events 1049 665 1067 688

Total follow-up years 2387 1329 2387 1329

E/100 follow-up years 43.94 50.04 44.69 51.77

Mean follow-up years 2.48 2.75 2.48 2.75

HR? 0.865 0.852

95% CT" 0.775, 0.965 0.764, 0.951

p-valuea 0.0095 0.0044

ADPKD = autosomal dominant polycystic kidney disease; CI = confidence interval; E = event; HR = hazard ratio;
ITT = intent-to-treat.

Derived from proportional rates/means model of time to recurrent event analysis with factor treatment.
<ERRER 273 £ 2.73.329>

BRI G R B 2 M3 D B RIER O, bANRTH U OFEIEIZT S LT-DIE,
ADPKD |2 E 2B 5-3 2 B ARIE IR T b 25 BHRE D EAL (N — R :0.386, 95% CI: 0.263~0.566,
p<0.0001) M OERKRAJIZHIE L 72 5 B lidm OB (O — R @ 0.642, 95% CI @ 0.466~0.887,
p=0.0071) DA > hTih-o7=, @IlEDOREH/ME(L (P — B :0.942, 95% CI: 0.814~1.090,
p=0.4223) HOT LT I U ROFEBFEN (O — RE - 1.037, 95% CI: 0.837~1.284, p=0.7420)
DA XY RTHE, "ANRTZ U OFIETRD SN2 h o7, BlIEICxTT 5 M AT % oo
BT, GBI LR B, MAARTEZ UL T TR RBEOEITZT D% D 3 FEM O 5
258 LR S, —F, BESREOE(LIC W TIE, B 5BI6 18 » HREN O EEE T~
VO NEBEEIN LTS, ZHAUTHRBRE OBHEEE N R— R T A 5 25%IK T (BHEREE LA X b
DEK) THOICHMEZET L2 EEZLND (K 1.82581) |
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1.8-2 BIRMESTEEE OBHKED B LERRMICHRE &G LB RR
DEEFTOBEORBENY—F (156251

CI = confidence interval; PLC = placebo; TLV = tolvaptan.
<R 273 01X 2.7.3.3.2-7 L0 Hk>

ARIEBRCHE SN 3 FHORMEEE THHIMES V7 F = a0 % FV 7= B HSEE DAL
FIZHOWT, WHEMOHKAIToT, ZOFBEE TH MANTZ o OFIMENRENT, HE
OHEENEIE P LT 2 B —2.609 (mg/mL) /4, 7T REE —3.812 (mg/mL) AETH Y, #H4
SF1E+1.203 (mg/mL) 4E (95% CI : 0.622~1.783, p<0.0001) Th o7z, ZOFERIL, /LT F=
Y7 VT T AXIX GFR HH#HEET DD 55 (Cockeroft-Gault, MDRD, CKD-EPI) % H 7235
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BTHIRETH-o72 (F 183 ) . ZORERIE, MARTZ UNBHERBEEDKTICED
BEE AW ST b v ) FEREIRFHEE B OFEREZEZ ST HHDOTH S, £72, MMRM fi#
Wiz k » T, BELRITHREGEHNORD O, 3 EBOBGHEA2W L CHFF SN D Z &R
mwEhiz,

* 1.83 BIRMEMEEE « BHa0zie®E (1564251
Endpoint Tolvaptan Placebo
. .. -1
Reciprocal of serum creatinine ([mg/mL] )
Number of subjects 842 464
Mean rate of change per yeara —2.555 —3.682
. b _ _
Estimated slope 2.609 3.812
Treatment effect 1.203
95% CI 0.622,1.783
p-value’ <0.0001
. 2
eGFRckp.gpr (ML/min/1.73 m™)
Number of subjects 842 464
Mean rate of change per yeara —2.680 —3.568
b
Estimated slope —2.723 —3.700
Treatment effect” 0.977
95% CI 0.597, 1.357
p—valueb <0.0001

CI = confidence interval; CKD-EPI = Chronic Kidney Disease Epidemiology Collaboration; eGFRckD-EP] = estimated
glomerular filtration rate using the CKD-EPI formula; EOT = end of titration; ITT = intent-to-treat.

Note: Excluding observations deemed unreliable by investigators.

? Summary statistics are based on slope of change, obtained by regressing renal function data (Week 3/EOT and beyond)

against time by subject. Time variable used in the regression is equal to (observation date - Wek 3/EOT date)/365.25.
Derived from testing the time treatment interaction using linear mixed model in which both intercept and slope are fixed

and random effects.

©  An estimate of the difference between the slopes of tolvaptan and placebo.

<EREF 273 F 27332-6>

Pk, 75 RERBE Lotk ozartopirim (15efes) ciosuvc, prnrs
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) OEITIH TR b,

INHEDZ LD, AT HZTOREE - IR %2 TEABEMNRICHRLTERY, 7o, BE
FEDBEIIHEE D3 IR NVE Yo B R ME D S fa i OETTIHl) & LT,

(ZhHE « ZHRICEAE T 2 H EOEEIZ OV T)

ADPKD BHFIZH1T 2B AR RHEIIMAEZNRKRENT &, AR OLEMENGRD i
i (sef2sn) Tid, BROAEARRIIR SN RS (T AR > 750 mL)
R E L, FRBRTOT 7 2 ARBETOMAIBAREOHEMEN 551%/FTho72Z &inb,  TL
FTOWFNICEZYET HHAIEMT 52 &, OmARBARN 750mL A ETH L Z &, OFR
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FEHENEREE DA S%/AFELL ETH D Z &) &, RERBAGFRFOBHERRICBAL <7 v T F=0 2707
Z VAN 60 mL/min L EOWERE #xf R E L TWBZ D, [EERBEO 7 L T7F=02))
77 AN 60 mL/min Al D BN I T DA ER VL EMITHESL LTV, | %, IRfeE
D T%hEe « W RICBh#ET AEH EoEE) ICR#EL, HEEMEAITHI L L,

1.8.2 Hi% - H=XTEHEN

1821 H&-HE

WE, AN MATZ 2 LT HG60mg % 2R (§]45mg, 477 15mg) (250 TR
BHZMGT 5, 1 H60mg ODHET 1HEML LG L, ABERHH5E1201E, 1 H 90 mg
(7] 60mg, #530mg) , 1 H 120mg (84 90 mg, #5530 mg) & 1 #MLLEDORIMEE %21 T
BT 5, 7rds, AAMICE U CHEHERT 523, REA®EIZ1 H 120mg £TET
Do
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AIKD ADPKD BH TR 5 ik - FlL, AATHEN L=k (56 Joon , k=
THEM L7 ERgEmRE (156J249) |, kIETHEM L Bk 535 (sejfeso) | mEis
SERVAER & L CHM L= TEMPO 3Bk (156251 o RicitsnwciE L,

B BRERET 272012, REBEELZ V- BERETUEHORERIIE L LTHW, RiZ
BIETEE, NV T NFROEMESE TEM L TV LRFIZOZMEREE (K 290
mOsm/kg) & L[F1 %, L7ehi =T, b7 7EE (580 1I28B61F 5 AR > MNROZZEED 300 mOsm/L
K CTHIUE, FIZ V- BEENRACAEES N T D LHEIT 5 Z N TE B,

HAA® ADPKD 4 18 il 5t5 & LT oM L kst (156 oo <z, 1 nA&
30mg & 5 AMIEHR G- L2E, 1 A 1EREG XV & 1 A 208G R, RRHAY 7L
DDV BFEADOREREILE T D 2 LR S (K 1.8-3 2 , SKETHEM S 72 FR
s (156 J249) <, AEOBRTH T,

1.8



700 -

—e— 15 mgx2/H
. 600 - —a— 30 mgx1/H
= 500 F
g
3 400 |
E
B 300 L T
)
M 200 L
B
100 F
0 [l l 1 [l [l 1 1 1 1 1 1 1 1 1 1
S R VO I R N I RN (VI B N (R NP IO B
© | x| w | x| g o | 2| <
-1 A [NERE 2B H
ZRXME(E -hr)
1.8-3 REBEOH#H (156-J-001)

I + FEYER 2
<ERHEE5.3.4.2-01 0 ;[ 74-1 L0 P>

ADPKD #B# % %I% L UTKETEM L= R5 (1562500 oz, A
WZZRAEGI SR T Z L7 KM D AVP 1T T DEEM 2R 272012, M AT 2 15+
15, 30+ 15, 45+15, 60+30, 90 +30 mg Z§i4 2 [AIFE 5 L, #5RE 46 Hlo AR v NRIZETE %
NS T 2 o ORI, 4 850, LOBEERNIZHEIE LT, MANT X o OF M%7 L=,
ML ART B DY B ERTIM OBERTDORIZETEL, MAANTZOHENEWMEEREILTL
Tro A EERTI R OBEERTC, RIZEED 300 mOsm/kg LA T OHERE DEIE A 90%% 8 2 - b 1K
WHEE, 45+ 15mg THY, 45+ 15mg L EOHED L L oA TIx, RIFSEEN DR L
1 HIZ 16 BRI H Sz & &2 b=, WIHOHETHIRZSELED 300 mOsmkg % iH#
ZHWEREN N (F 1.8-4BM) . £72 90+ 30 mg TRAEMZ R L72#RE DEIAIT 46%TH

ST,
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= 1.8-4 JRZFZBEND 300 mOsmkg A LDHEBREDEE (%)

(156-J-250)
Week of Treatment and Dose
Day 0 Week 1 a Week 2 Week 3 Week 4 b
Time of Day -
Baseline 30+15mg | 45+15mg | 60+30mg | 45+ 15mg | 90 +30mg
<€ n=45 n=43 n=43 n=14 n=27
n=45
Prior to First 76 36 30 23 58 15
Dose
Prior to Second| 16 23 23 7.1 0
Dose
Prior to
Bedtime 62 8.9 7.0 2.3 8.3 0

nl¥, & Week X OV =T 1 BILL_EDJRIZEEDRIEM N & 5 Bk
® . Week 1 D%, 46 )t 2 73 15+ 15 mg (2 hfk L 7=,

O . Week 3 D%, 44 51 28 BB L, 44 Bl 16 1250k L 7=,
46 P 1 BRSO n =45
<EEEE 272 & 2.723-4>

IO DORERNG, ARIED ADPKD BEIxT 2 Hik - HiEd LTiE, fllx OfBRE o 25N
%%;L&ﬁ%%%%%ﬁ%ﬁmkﬁg%&ﬁﬁé EM, FVEZLOBETLY mWEINEE

BHlblicnEEEz bz, T772bb, REeHE - AR LT, APHEEEZONIHE
@#f%@%ﬁm%if%élH%E@%+wngibﬁﬁ%%#b BEOIREZ MR L7
NOEHE (60430, 90+30mg) ~& W 5 HiENKEE S 2 b,

ADPKD B #5t4: & L= b7 2o TEMPO #8r (156251 <, o - AEz
FAWT 3 RO S5 FEM LT, FORE, M ATX U TBIGREREE R L, 3 EloEks
T 77.0%DWBHRE NG 25E T Lz (78R 1 862%) ., £72, WAIBAMOLELZE, ADPKD
DHEAT 2 R T ORISR AR AT % £ TORME, BHGRE (M2 L7 F= Ml KT
DREE T, MAANTZRHIT T ERBEL D SABERMEWER 2R Lz, ZO/MRIE, sy
B D - RIS HUERIC X DR 72 B FER O RINHNZ L 0, ADPKD 3 D RIEIR D i
TR SNAD Z L Z2R"THDOTHY, ADPKD {RIETO MANT 2 OFRAM%ERL TS,
Z @ TEMPO RERTl, #BREZ LD MNT X ORRKEFAEEZRG LT, MARTHZ D
B L BEMETMET 22 2BMELTEY, MATX U ORGHAET L O EIEZ B &
LTWARY, EHHEGHICBONTHARMECESW-HEOEFELZHALTEY, P TEICA
BYEOPBNO N EE R LIEBRE 20 o7z,

INHDOZ LD, ADPKD HBEIZHT D MANT 2 OGS - AEiX, TEMPO #{BaC
OfE - HEIZHET T 11 H 60 mg % 28] (8§45 mg, #7715 mg) (2o TRIOE G- 2 B4sT
%, 1 H60mg DHET 1AM LG L, AEMNHL25E5121E, 1 H 90mg (81 60 mg, 477
30 mg) , 1 H 120mg (3190 mg, #7730 mg) & 1EARMLL EOMFREZ 22T TERERICHET 5,
72¥, AFMICS U CHEEHEMT 523, ZmHEIX 1 B 120mg £TET 5, | &L

(2) BEOEZIZTDONT
15 mgfETOEEOFEAR (156 JJ002) <, BERABMEIC AT Z 15 mg 1A 1
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B2 2B LD, EETRGROREE (AAREER) &5 L CREDERE LK OSERERICTT 5
BEORELRF L, BREE LESS, ZEE TREIZHA Cra (3 1.28 £, AUC X 1.09 £F
Thot, £, WS TEM SN 60 mg fETOREEDOEERR (1562560 <13, REERA
B b ARTH L 60mgl H 1 RIZRZXIEIZED, EETERGEORE (FIEHR) #5117
yEhe N CHHERICK T 2 BFEORB LK Lz, BRKEG LIHGE, ZE TR~
Crax 1 & 1.4 £, AUCE 1.06 {5 ThH -7z, SHIT, WA CTHEfE 7= 90 mg $E2 TORFD AR
B (156295 <1, BERABLZIC AT Z L 90 mg 1 H 1 HEZEECLY, ZEE T
HROE#% (SIER) &5 L CEpERICHT 5BEORELRG L., BEEE LSS,
ZEHE TP AT Crax 1 1.96 5, AUC 1% 0.948 (5 CThH o7z, MR TH D Copax 1FZENE T &
el U CTRARIT 1.96 fE & e o 72d, 5% 6 ReflIZ Mg M7 2 REEITZEE T K
OB’ EBICFEREL 2D, £/, HEERE LZRFOR 5% 12 B TOFEREE,
TH L 60mg D 480 mg G- F TR TH D Z EMRROLENT NS, T DFERND, 15mg

FEN OV 30 mg SEMRAFRFO B FICET HHIRITR T2V & & LT,

1.8.3 MERALEDZFE] RUKEREM

ARFNOIEEEAR AR, MR O, W94 4 H 25 H 35

606 Zimsn TEHH

(2
[ R S RAT SCEO I EIC OV T KUVERL 9 4F 4 A 25 BRI 607 S%n [EE M EIR O
EH EOFEFLHEEEIC OV T [ZHEILL, TREDO LI ICHRE LT,

A LoEE ()

PR E DARYL

2

AR A
= H

=

. DFRERUHEZICEIT2HEITEDES

AHFNFEIZ LY, QAR FR? S BAERSCE T Y 7 A
MAEAR L, EMEEICE > EGARRE ShTEBY, £72
AMARIET R Y T APREEO R L DR OB A E %
KT BENDHDZ LD, ABEFCHEE % BMA X ITHEHT
Ll T, FRCEERMBAIHERBIZIZmME T N U
DREEZFHENCNET 52 &, (12, BEARLARNER I-4),
I-(6)] PELC M4, GHWEAMEXRZEIER ST U oA
MAE | DIESHR)

I E3EREHESEHEDOSHBEDEE

-1, AN, FYAREPEL RO 5 BBIZ OV TH45 70
WEbOEROL & T, {RFELOARENEREE LAD L
WS DFEICOREETHZ &, T, AAIERS5BM%IC
HENrh, AANTFEFE 2 BB SE DA TRV LRoHEER
ATREBERE E A RS 2B ENNH 5 2 &, iRk ERK
WEHH R BB ERIC LD E=F ) LV TOERBKLETH
5 L aED, REOFHMER OGN E BFE IS0
L, AEEHLZ L,

-2, BRIz 5 BRI IS #E I Z 35\ T, Rl 2 KRR ICLE
I WAGER, & b vAlfER EORIEARSD bbb B
TN HDDT, Vi & AR OB GBI AR T CITV,
WY AR ONEEICOWTCIEET 2 L F, A
BeEmizde< b 1 BidmiEr MY UL BELZET D
Zk, (2. EELFEARMEER -5 OEXO (4. F
EH (WEXZBEIWEA 3)E T U U AMIE] OHESHR)

I1-3. AFNOEEICE Y, EIERFFHRRERE IR L 7 AERH
WESNTNDZEnD, WG FNTF VAT I F—BEEDR

I. DRERUEEICS T 5AKRRTBDES
BUTOWRMNCENPLEH 2L,

I. EREEEHSELEOSIBEDSS

-1, AANE B AR KB BEIR T O I 1E
MaRTR, WHEREEZREED S % 2 5%
BEELEATIRLS, EAAOKREIZL
v, @ b AMEECHTHERE RS 2 5] S
TEENRDH D20, BE LT

I1-2. ARANOBEGZ &0 BLAE RS2 72 Mg
FRIULARBED EFEZSIEEZIITEBEAN
BB, RELT,

-3, AHOFEIC &0 EERITHRRERE 23
BI2BXENBHDD, BELK,
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A LEOER ()

FRIE DR

B UV E MR E 8 T2 B REAR A & 0 A B G- B 4A R O
HWERHCHEM L, ARG T EH A 1 BUIAFEEER
HEEEMTHI L, o, BREDPBDOLNLHEITITELIC
BHEAEZRIEL, @UIR0NEEZITO L, ([ (#5] 115
O, 2. EHERARNER M-2), 1I-(3)] OHE, (4. &l
YEH (DVERZ2BWER HIFEEEERE | OBEE O 110. ZOfh
DOEEW)) DEBH)

HE (ROBEIITHRG LRV &)

I. DRL2RUFBZEICE T2 KRETEDES

L1, ARFNORS UFELULEY (BT ¥ RS 1
st LI UE OBE D & 5 B

2. BIROBE [(AHOBRPHFFTE 220, ]

3. RBZEEK U2 W USRS B e B (58RI &
O XV ET Y T AMER OB KROBZENLRH S, ]
4. &7 MU U AMEORE [AFOKFIRIERICEY &)
U U AMESEET2B8EZNNH D, ]

L-5. WY KHlida A N S 20 FFPEIMAE 0 FBE [ 90 20k oo 4l
FENINEE R 7=, THERIMEEOWAIC LY ET ~ U v A IMAE
KOBAKOBENRH B, ]

6. X I3EE L CW AR H oA (16, 1T,
PEN, BRI E~OEYE ) OHSMHR)

I. EZXEREESEMEOSHRBDEE

1. RAORS ATFELULEY (VT ¥ U HEERIESE) (1
st LI EUE OBE IO & 5 B

-2, D% R U720 IR IS R 72 B (88 i i &
O XV ET Y T AMEROPKROBZENRH S, ]
I-3. &) bU v AMAEDRE [RROKFRERICELY &)
U U AMESEET28ENNH D, ]

-4, FFEEHEAER® (eGFR 15 mL/min/1.73 m> Kiif) Db
28 [(AEOHEPIIFETE A0, ]

I1-5. [BUEAFAR, BEAIMERFEREER 5 O AHERERE S (F iR
BHLRIED ) JBICAET DD ) AR UIZ D
THEOHLEE FEELHEEISEIBENARD D, ]

-6. #Em X I3ER L CW A RietEo b am A (16, ifhm,
PEl, BRIFEE~OEY ) OESMR)

I. DRERUFEEICSIT2REREBDOSEE
BUTORMNLENP LR L,

I. BLAEKAEHSEMEOSKHEDES

I-1. BATOWRMICENGETZL ((LEYME
HOEEHREDZD) ,

I1-2. BATOHRMSCENSEER L OKFIRIE
HLBEOTEEFEHDOTD)

3. BATORMNCENSEF 2L OKFIRIE
HEBOTEEFEHDOTD)

4. EEZBHEEREOSHZEETIE, O
s R NHNC X 5 B HEREIR T oA IfE T
TRV, RELE,

II-5. AANOTHIZLVIFEEZHEIELE
TNNRHH2D, JEL,

1-6. FATOWRMNLENSEFZRL ((LEWE
HOEBEREDZD) |

(hae - hRICBIET D48 EooiERED

I. DFERUVFBELTICB T 2K EITBDES
ARENIMOFNRIE OL—TRIRIE, VA 7T A RRFRIE,
PL7V RATa U 3R8E) AL CEMRTS L, B, b
NOESET N U T AFRASRTF R EOFRARBRIT RN, (T2,
EE R HARMEE (1), 1-3)) DEZRMR)

I. BE2EAEEZEUEDOSHRBEDEES

I-1. JFOWFHIZHRET L5 0IC#HATHZ L,

I-O AR AR 750 mL DL ETHDH Z &,
-QBAEMAEENYR S%EULETHD L, KR
BRI, B AR 750 mL DL T, BABOBMMA RV & HE
ESnbBEFEMA NN, | (ERREGE) OHESR)
2. ¥ERRMBKEO I VT F=2 T VT 5 A 60 mL/min
KO BENZB T D2 AENER L ST L TR, [
REBRIZIE, BERBEOZ LT F= 2 VT 5 AR 60
mL/min YL FOBEEFMAANTZ, | (EREGE) OBESH)

I. DRERUEEICS T 5AKRRTBDES
BUTOWRMNCENPLEH 2L,

I. BEZEAEBEZEEOSREBEDEE

II-1. TEMPO B TiE, BlOSAERKIR
SN LA (TR >750 mL) & x4 &
LTHY, FRBRTOT I B REETOMMEE
EOHINRN 551%/4FEThHo72Z &b, BRE
L7,

II-2. TEMPO iRERTi, RERBHMGFFDO 7 LT T
=27 UT T AN 60 mL/min AT OWERE 1L
WHRELTWRWED, REL,
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A LEOER ()

FRIE DR

(R - AECEET 2 Lo ER)

I. DRRICBIT2ERETBOSBE

I-(1) KRG R E LBz 52452 &,
UERTE 212 OHERFIC BT 2 303 MEE STz, ]
[-2) BEEMARE (RKIFERENRIGIZa Y br—r ST
L EORE) ITESTHEAE, BAREEEENkE LR
L [ENEEERBRICE O T 2 B 2B 2 26 ARERIT 20, ]
1-(3) KRR RED S L WA 1T, 18R e BB A ik L
RNzl (ERRAE) 0HEBH)

[-(4) IMiEF bV 7 AFEED 125 mEq/L RO EE, 2078
BRMFEEOWMD B E L VWS HE SN BEICHEGTD
LA, R (15mg) ORI ZENEELY, (1.
HERS L), Q) OHSBM)

I-(5) NBENFET 25810, EE2EET 2L, (T2,
HEQREARER 1-3)) OHESH)

I-(6) CYP3A4FAEAR] (4 hTatY—), 7TV RAa~AY
VE) EOPEFIITRET B Z ENLEE LV, R E AT
DAL, ABIOWEED D WVITIERAEN S OBth: E2EE
T2 &, [(RAADOMBEFRREN LR T 2B8ENBH 5, ]
(3. HEMER oEED EEyEIE) oESsR)

-(7) K DOHEREBET D720, FRITICEEGTHZ L RREE
L,

I. FREZICBIT2ERREBEDEE

I-(1) IEATR AT RSS2 LB i3 52 hik4+5 2 &,
R TE 212 DOHERFIC BT 2 ISR STz, ]
I-Q2) AFOBEHIC LY, EERFHERERD bbb Z &
DD L, ENERRBRICHWT 2 B E2 8250 HRR
e EnG, (RE, B, FTHORER EoBREOREY
L, RERIEFENLGE LIESEAE, BREEE 2T,
VEENROBEOFERIZE XD L,

[-(3) RHERTRRTEAS 3 LRV AIT, 18R & 52 ikt L
RNz b, (HREED oEBE, )

I1-(4) MiET b U o7 AREN 125 mEq/L RO HBE, 27
PEER MAEEOWAD4FE L oW R SN 5 BE &K ST
LYENE, R G5 mg) OB T A EREE LW, (T1.
HERE (1), 1(2)] DOHEZBMR)

II-(5) MBI T 25810, BEEsEETs &, (12,
B LARNER 1-5)) OHEZBH)

II-(6) CYP3A4 [HEA] (f hTa)FY—), 7TV Ap~AT
VE) EOPEFHITRET B Z ENLEE LV, R E AT
DAY, ABIOWEED D WVITIERAENS OBth: S 2B
T2 &, [(RAAOMBEFRREN LR T 2B8ENBH 5, ]
(I3, HEMER oEED EEyHE) 0ESR)

1-(7) K DOHERZRET D720, FRTTICHREGT 5 Z LR E
LV,

I EFEAEESEMEOSRBDEE

II-(1) KSR Z BT B2, 4 FOBESI13bEHT 4 BRI DL
FEFDHZENEE LY,

HI-Q2) NIRRT 285481, BEEZEETLIZ L,
(T2, EELREANEREI-1)] OHESM)

II-(3) CYP3A4 FLEH| & OFFRIZ#ET 2 Z ENLEE L, 0t
EEHTOFHT 2541, TERE2Z2M L, AAlOHEHE 21T
)L, [(AREIOMBEFREN ERITI2BEFNNRH S, ] (3.
MEER OomEEO EEydhie) omEBH)

[. DRZIZETHHETEDEE
BUTORMNLENP LR L,

I. FEXICETLHETEDES
BATOBMLENSLEE L,

I EEEHREUEZEMEOSREDEE
M-(1) BE O G X B EEHEIR % 8T 5
7o, WELTZ,

HI-(2) @RI 22 FIRIZAE 9 FER D FBD BT
BIZEFEBERLBELRIGELZILOND -
», BRE L,

I-3) AR DORHEESLE TH D CYP3AS HHE
S, ARAIOMBEFRES EFT 282008 H
572, BELE,
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M EOER (F)

FRIE DR

3 ® o |BUXETEEOCYPIAMIE | A% CYPOAL REH
“HE-mE EE L DGABORE - s EDHABORE - BE
e (EERAED 12 8 (EERAED 14 8
1 H 60 mg

1 A 30mg 1 H 15mg
é%ﬁ%ﬁf—(ﬂnjq;&ﬁmm@L(ﬂlmm@,&ﬁanmg_
1 H 90 mg

1 H 45mg 1 H22.5mg
é%ﬁ%ﬁ%‘(ﬁsm@ S 9 15me) | G815 mg, 445 7.5 mg)
1 H 120 mg

1 H 60mg 1 H 30mg
é%ﬁ%gf—<m4m%,&hlm@L (225 me, 5% 1.5mg)

M-(4) EEOBMEREOHLBE CIIETDIZ L, [7
LT F=2 7 VT T A 30 mL/min R0 BE TAK|O M5
FRESEMT 5, 1 ( CEYERE) 0EBH)

M-(4) 7 V7 F =227 U7 730 mL/min R
it O B TAKN O M PR E SN 5 729,
RE LT,

1. EEEE ROBEITEEICEETSLZ L)

I. DR2RUFEZICEIT2KREBDEE

(1) i) b U 7 AREE 125 mEg/L R0 B [ %
FHRUTARED ERICEIY, BHLREREES kT BE
b sd, 1 (2. EERERNEE5), 11(7)] OES
f8)

1-(2) 72 B ARG B OIS R B 0 & B BE K OVE i
F [BBRFIRERND b5, Sl EER it aRED,
MG E S L, MRERIEZFRT2BENNH D, ] (14.
BIVEA L(OEXKZEIER 12) MARERE] OELC 5.
EE ~OF L] OEESHR)

L3) @AY U AMIEDBRE [AFOKFIRIERICEY @B Y
U AMENAEESTIBZNNS D, 1 (12, EERIELADN
HE 1-(6), 11-(8)) DIAZIR)

1-(4) EEREREEDO S HEH (FIURIZHES B il & oz
L OBHENTICELT A 2BENRH S, ] (T4, BIHEA (1)
BERZEWEM LD BARE) OmEBH)

L(5) FEREZBAT 20T OBEDH 5 BE [EikL UL
DIET L=%a, EURKSfmlcXELkTBEnnd
%, ]

I. EZXEREESEMEOSHRBDEE

I-(1) B2 B RE BOUIMIN E IR B O B 5 B3 Kk OE
F [BBRFRERND b i=5E, Sl EeR Mt aRED,
MR Z R L, MERIEZFRT2BENNH D, ] (14.
BIVEA -(DEXKZEIER 1-2) MARZERE] QLK 5.
EE ~OFE ] OESHR)

H-(2) AV v AfE D B [RFIOKFIRIERIZL Y &l Y
U AMESAEESTIBZNNS D, 1 (12, EERIELADN
HE [I(7)) OHESHR)

[I-3) BHERELMK T L QW5 B [FIIRICHE O B il RO
WL BEERESA T BT A RENLRH D, 1 (T4, BfE
A - (EXZEWER 1) BA4) 0mESHR)

I. DARERUFEEICS T 2K EREBEDGEE
BUTORMNLENP LR L,

I. EBLAEKAEEHSEMEOSKHEDES
1-(1), (2) BUTOWRM CFENSEE R L OKFIR
FERIBOEZEHEEADT-H) , MEF R A
MdE (MyEF ~ U v APREE 125 mEq/L K& &
i) OARE] 2oL, MEF R U v AmAE
DOFRREZHLMNCT D E LB, mMiEF U
LPREAMHIE L, B E IR 5 O 2 )
L7z BT, 52556 &l S -5AaIc R Y
KhHEBBT DL & T2, HEREARE
BI-(5) 2 L.

II-(3) BHERENME T LTV A EETIE, FIRIC
£E S B LR B ORI X0 BHERE S I EAL
THEBENWRDDHT-O, HELRE,

2. BEAREANTE

I. DRRICBIT2ERETBEDOSE

L(1) AFNIASENZ B8NS 523, F b U o APk E NS
WRNWZ &b, MOFIREEHFALCHERTLZ &

L) AFOEEYINL, BFIZFRIZES BiK, &Y
AMEZ: EORWER RS b sBEhnH 50T, N
HOBEOREZBIZEL, WYKo fMEETY, KE, M
£, Wk, RESZEDICHIET D2 &,

L-(3) AFNOFIRIERIZEE, A8, Bk EDIERN™S HbH
NHEZERHDLDT, ZDO LI RIERE S b bNTHEITIE,
KSMRAITO X ofET 2L, (T4, BER L(HEK
RBIER 13T b U U AME] OESH)

[. DRZIZETHHETBEDEE
BUTOURMNCENPLER R L,
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A LEOER ()

FRIE DR

1-(4) AFIEGBAE 24 RERLIPIZ KRR DR 0358R < F8HL4
578, Lip &L 58th 4~6 BE% I ONT 8~12 FRf#
WEF MU U AREZNET S L, BERBEANDS 1
HEEREEIFERREL, TOR LG E2HET 255121,
WEAETSZE, (T4, BEA LOOHEKRLENER [3)&
FRU U AIME] OESR)

L(5) MfiE) b U 7 LABE 125 mEq/L Rim D BEICHEE L2
A, AWMZRMEF M) v ARED EFICXY, LB
BEZRTRBZENAD D720, 24 BEELINIC 12 mEq/L %
25 ERANBENFSHEITIE, 5 ehkds2 e, (1.
EEEE (1)) OEBR)

1(6) RANIOKFREAIZ L BRMEEOW DXL, [MiF
BV Y LEEAY FRSE, DENB), DEHENEEETLE
ENNHDEOT, AFFEREFITMED Y U AREEZHIET D
&, (1. EEEE 3)) OHEBM)

1-(7) KR OHEG Mo EERIFEEREERNH LD Z
LD DI, AFIBEGBIARNC T REREZ ER L, D72
< &b GERMG 2 HEIIBERNCAT#RERELZITO 2 &, £
RUEHRT, TR LEGEMET EEICL, HEREZ
11722k, (T4, BWER (WEKXZEIVER 4) IFHGERE
OEE 1 0. ZOMOERN) OHESH)

I-8) DEVWERHLDLNDZ R LOT, BEICHEET D
&, F, mEAMEE, BEHOERS G A O R A
BT ABRICIIEE SR 2 L,

0. FFEEZRIZH0T 2 INRETE 0% &

I-(1) AFlOBGIZL Y BEELITEERERND bILD Z &
N5, FHEBRETIE, L L ElksEsB8200
b5 L, ROFERBOE & ARFNC X D HTFHEHEREE DI
EORBBRETH L Z LITHE LT, RAAOEEIZHIZ-
T, VAZERRXT7 40y FEEBEL, AFREOEEIZD
WTEE W2 2 &,

-2) ARFN OG5 H» 6 EERIFEERENRS DD Z
ERD DI, ARG BRI T REREZ ER L, D72
< &b B LB 2 MEIHEENCATEIEREZITH> 2 L, £z
RUEHT, To%RLEEEMET HEIL, HEREE
1TH5Z2 &, (T4, BWER (DEXZEIEM 4) IFHRERE
OEKED 1 0. ZOMOERA) OHESH)

[-(3) AFNIAPEMZ IS E B3, 5 + U v Lk 280 &
RN 0D, MOFIRELIFHLTHERTL Z L,
1I-(4) AFNOLEEYHE, BRI FIIRIZEE S BiK, &Y
AMEZ: EORWER RS bbb s BEnnH 50T, N
HOBEOREZBIZL, WYKo mMEET, RE,
£, Wk, RESZEICHIET D2 &,

I-(5) AFNOFRIERIZHE, 08, Bike EOmERknH b
NHZERHDLDT, ZO LI RIERE S b bNTHEITE,
KSMHEEITY Lo+ s2 L, (4. BIER (DEKRA
BIER 3)@E7 b U o AMIE] OESH)
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AT 5 X8 F52L, [PTP > — FORERKIC , AV
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AREE0% (0/483 ) 1 . RAlE OB IF 2 TOER THEE
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NREZN3-AF N T 2= 2- A F IR AT 2R
(F 4)
N-{4-[(5RS)-7-Chloro-5-hydroxy-2,3,4,5-tetrahydro-1H-benzo[ b]azepine-1-carbonyl]-3-
methylphenyl}-2-methylbenzamide

(INN]
tolvaptan (r-INN List 45, WHO Drug Information, Vol. 15, No. 1, 2001)
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(24 - B4, N-{4-[(5RS)-7-Chloro-5-hydroxy-2,3,4,5-tetrahydro-1H-benzo[ b]azepine- 1 -carbonyl]-3-
methylphenyl}-2-methylbenzamide
CH; O
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W R N
H
CH,
PAONAE EIEREN
S - O N—TRIRIEZFE DM DOFREE TR RA A5 72 DA RIS T D IR
T T O = FRIRES O ORIRIECHER A0 AL B T
1. V=T RRESE DM OFRIETENRA 372 0N EICB T 2 IKIEITE D56
T W, RANIE AT EZ L LT I5mg A 1 B 1 ERAKGT S,
| 20 A= TRIREES OMORIRIECHIA A7 B B IR O 86
W, RANIE IAARTEZ L LT T75mg % 1 B 1 ERO#FLES 5,
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MR L O | A P AABEETSmg (188 hAARTH L 75mg 2 56)
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B BEsBEsERE (mg/ke) &0
Z v b AL 2000<
4 X AL 2000<
<A g 2000
L 300<, <2000
X 18
BE B RhEe Mt . ~
f
PO sgmg s mekgt) | ekl | : o 5
Zw k2608 A o, 30, 100, | I 1000 1000 mg/kg/H: MEIZ—MIRFEDE LW EA(L
i 1000 HE: 100 (R K et T mIfg)
A X 523 #&A 0,30, 100, %, HE: 100 | 1000 mg/kg/ H: WERE TR E K OME AT
i 1000 W —fREEDZE L L (B
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3. YA IRIEIES FIED S KB OETIE DB A
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3.2.P.1 HERUVLA — — — — — Bl

3.2.P.2.1 REIRL S — — — — — Bl

32P.22 HE — — — — — Bl

3.2.P.2.2-1 |OPC-410618¢ 15mg 1Z#HF|D:#ER xEHE#RR2E 20| E)E ~ 20| xERERXEH [BR [HREH Bl &
=8 HE|RA TR

3.2P.22-2 |OPC-41061%¢ 15 mg, 30 mg ;A LLERERER xEHE#RR2E 205 ~ 20| A ERERXSH [ER  [HREH ET M &
=8 HEIRA TR

3.2P.22-3 |OPC-410614E 7.5 mg, 15 mg, 30 mg ;&HLBRE AR AFEEHX2E 205 ~ 20| xzaERXcx [ER [HREH S & A
FENYTF—30 FR BT FR

3.2.P.2.2-4 [FIL/NTAL30mglE 1ZHESLF|DEIR XiF#EKKEt |20 R KiFEKXEE BN |[HREH ET M &
HEIA LR

32P225 [FLATEUI0 Mol DEERAREIETR T ERAOFER|AFEEERXSHE [20jf&)A XEHUERASH [BR [HREH ST 2R
EHERAR BRI AT

3.2P.22-6 |OPC-410615815 mgia H LB RER (BRI B AL iR 7 & mpl| AFREHRK2H  20fF)5 ~ 20| A ZEEHRXSH [ER  [HREH S &
D LLES) =3 P RHIF TR

32.P.23 HETROHRKEOREE — — — — — Bl

32P.24 BHERUERSR — — — — — FTAh &

3.2P.25 MEMZE A AT — — — — — FTE &

3.2.P.26 BRECERARORSRE AELOESE — — — — — Bl

3.2.P.3.1 HEE — — — — — Bl &

3.2.P.3.2 HENH — — — — — STl &
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3.2.P33 SETRERERVITOER-avbA—)L — — — — — EWE?)%}EEJI‘]#'#
32.P.34 EEIRRUVEZTHADOEE — — — — — T & 44
3.2.P.35 TOtEX-N\YTF—3v /TawRFEHE — — — — — STl & 4
3.2.P.4.1 BRI R UPHERA & — — — — — ATl & 4
32.P42 HEBRA X (DA E) — — — — — ATl & 4
32.P43 HEBRAZ DA R ON)T—23ar — — — — — STl &
32.P44 BRRRUVEHRAEOR LM — — — — — ATl &
3.2.P45 £~ LBV IR D IF| — — — — — ATl & 4
3.2.P.46 R A — — — — — STl &
3.2.P.5.1 BRI R UPHERA & — — — — — ATl & 4
32P52 HEBRA X (DA E) — — — — — STl & 4
32.P.53-1 [HLRA%E 30 mg HRHEBED/N\)T—3> PSCEES TP 2 [ gzgﬁﬁ%ﬁﬁ%ﬁ ERN  |fRERH Ealik=gs
3.2.P.53-2 [HLRAHEE 30 mg BHEREEZD/NN)T—30 xEEE#RK2E 20 =5 ~20) j(ﬁﬁ%%iiiﬁ%*i ER  |tREH BTl &
=3 2] KK
3.2.P.5.3-3 jﬂ:xﬁﬁ 30mg EEZRUVEEN—MHHBRZDONIT— | KIEFEREKAR4 20IEIH ~ AEHERARA |ER (HAEH BTl &
av 207 BFIFITFT
3.2.P54 P XD — — — — — B
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3.2P.55 DY —_ —_ —_ — — ETE & A

3.2.P.5.6-1 |HLRHEE 30 mgDIBHE B UAER A% KFHEHRKXSH (20005 JEJ~20. AKFHEHRKXSH |[BR |[HREH STl & ¥
=1 = REIFAZERT

3.2P6 BERXIIZEME — — — — — ETE & #

3.2P7 BHRREUVERR — — — — — ETE & #

3.2.P.8.1 ZEEEDFEEHRVEER — — — — — ETE & A

3.2.P.8.2 ABEOREMRBTEDERRUVERR —_ —_ —_ —_ — STl &

3.2.P.8.3-1 [HLRAHEE 30 mgORIREFHER (126 8) RKFHNEHRKXEH  [2000F ﬁ~2ol KiFsizEgatt (ERA  [#HRAER ST &
=1 = REIAZERT

3.2.P.8.3-2 [HLZRHEE 30 mgDhEKER RKFHNEHRKXEH  [2000F ﬁ~2ol KiFsigEgatt (ERA |[(EREHR STl &
= 5 REIAERT

3.2.P.8.3-3 [HLRHEE 30 mgDFHELRER RKFHNEHRKXEH  [2000F ﬁ~2ol KiFsiEgatt ([BR |[(ERER STl &
= 5 REIAERT

3.2.P.8.3-4 [HLRAHEE 30 mgDFEAKRER RKFHNEHRKXEH  [2000F ﬁ~2ol KiFsiEgatt ([ER  |[(EREHR STl &
= 5 REIFAERT

3.2.P.8.3-5 [HLRHEE 30 mgOERIREFHER(18ER) KFHEHRKXEH 20005 JEJ~20. RKFHEHRKXSH |[BR |[HREH STl & #
=3 = b

3.2.P.8.3-6 [HLRHNEE 30 mgOEIREFHER (246 H) RKFHNEHRKXSH 20005 JEJ~20. KFHEHRXSH |[BR |[HREH STl & #
SR REIAERT

3.2.A1 B R R U &R — — — — — ETE & A

3.2A2 SRR EEYME DT 2T —_ —_ —_ — — STl & #
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4.2.1.1-01 Effects of OPC-41061 on Polycystic Kidney Disease | 20 RFR e ~ [ KEREHRASH |[BER  |HHREH ST & A
Development in Male pcy Mice 20+ A e
(HEEES028192)
421.1-02  |Dose-related Effects of Tolvaptan on the Development of ||l 20 RR e ~ | KEREHRASH |BER  |HHREH AT & A
Polycystic Kidney in pcy Mice 20 R B
(& EEHS028257)
4.2.1.1-03 Serum Concentrations of OPC-41061 in Male and Female 20 A e [REFEREKRARM |BR |[HREH Bl
I e
pcy Mice After OPC-41061 Administration via Animal Diet ~20E A e
Containing OPC-41061 at 0.01 and 0.1%
(& EES028160)
4.2.1.1-04 OPC-41061 Treatment of Polycystic Kidney Disease | ] 20=Q A8 ~ By |HHREH A 2
Part I: Effects of OPC-41061 in PCK Rats 20 A e
(HEEES016916)
4.2.1.1-05 Effects of OPC-156 on the Development of Polycystic . R ZE B IR SEEH
Kidney Disease in PCK Rats 20=Ae |IH
(HEEES017738)
4.2.1.1-06 Aquaretic Effects of OPC-41061 in Conscious Male Rats |||l 20l EE ~ [XBEEH#X21 [BR  [HREH FTAlh &
- Comparison Between Forced Oral Administration and P =3 ] [S]
Unforced Oral Administration by Mixing With Food -
(HEEES017316)
4.2.1.1-07 OPC-41061 Treatment of Polycystic Kidney Disease | ] 20.&')15 ~ B (HREH Bl
Part II: Effects of OPC-41061 in Pkd2"**" Mice 20+ mANA
(FREEHFS017968)
4.2.1.1-08 OPC41061 in the Treatment of Polycystic Kidney Disease | [ 20=Q A8 ~ By |HHREH SEEN
in pcy Mice 20 A e
(HEEES018373)
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42.1.1-09  |Effects of OPC-41061 on AVP-mediated Proliferation L R Z EEE B [RRER SEEH
Response of Polycystic Kidney Cells in Culture 20 F e
(FREEHFS019680)
4.3-01 A Hereditary Model of Slowly Progressive Polycystic Kidney | Takahashi H, Calvet — — — |J Am Soc —
Disease in the Mouse JP, Dittemore- Nephrol.
Hoover D, Yoshida 1991;1:980-9
K, Grantham JJ,
Gattone VH 2nd
4.3-02 Characterization of a Novel Polycystic Kidney Rat Model Katsuyama M, — — — |Exp Anim. —
With Accompanying Polycystic Liver Masuyama T, 2000;49:51-5
Komura |, Hibino T,
Takahashi H
4.3-03 Body Weight, Hematology, Blood Chemistry and Katsuyama M, — — — |In: Matsuzawa T, —
Reproduction Data in Our Facility Hasegawa K Inoue H, editors.
Biological
Reference Data
on CD(SD) IGS
Rats - 1998.
Tokyo: BEST
PRINTING; 1998.
p.15-8
4.3-04 Somatic Inactivation of Pkd2 Results in Polycystic Kidney [Wu G, D'Agati V, — — — |Cell. —
Disease Cai Y, Markowitz G, 1998;93:177-88
Park JH, Reynolds
DM, et al
4.3-05 Cyclic AMP Promotes Growth and Secretion in Human Belibi FA, Reif G, — — — |Kidney Int. —
Polycystic Kidney Epithelial Cells Wallace DP, 2004;66:964-73
Yamaguchi T, Olsen
L, Li H, et al
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4.3-06 Tolvaptan Inhibits ERK-dependent Cell Proliferation, CI° Reif GA, Yamaguchi — — — |Am J Physiol —
Secretion, and In Vitro Cyst Growth of Human ADPKD Cells|T, Nivens E, Fuijiki Renal Physiol.

Stimulated by Vasopressin H, Pinto CS, 2011 ,301 :F1005-
Wallace DP 13
4.3-07 Co-assembly of Polycystin-1 and -2 Produces Unique Hanaoka K, Qian F, — — — [Nature. —
Cation-permeable Currents Boletta A, Bhunia 2000;408:990-4
AK, Piontek K,
Tsiokas L, et al
4.3-08 cAMP Stimulates the In Vitro Proliferation of Renal Cyst Yamaguchi T, — — — |Kidney Int. —
Epithelial Cells by Activating the Extracellular Signal- Pelling JC, 2000;57:1460-71
regulated Kinase Pathway Ramaswamy NT,
Eppler JW, Wallace
DP, Nagao S, et al
4.3-09 cAMP Regulates Cell Proliferation and Cyst Formation in Hanaoka K, — — — |J Am Soc —
Autosomal Polycystic Kidney Disease Cells Guggino WB Nephrol.
2000;11:1179-87
4.3-10 Calcium Restriction Allows cAMP Activation of the B- Yamaguchi T, — — — |J Biol Chem. —
Raf/ERK Pathway, Switching Cells to a cAMP-dependent |Wallace DP, 2004;279:40419-
Growth-stimulated Phenotype Magenheimer BS, 30
Hempson SJ,
Grantham JJ, Calvet
JP
4.3-11 The Influence of Hypervolemia on Electrolytes Level and Michalski A, — — — |Pol Arch Med —
Hormones Regulating Volemia in Patients With Autosomal |Grzeszczak W Wewn.

Dominant Polycystic Kidney Disease (ADPKD)

1996;96:329-43
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4.3-12 Copeptin, a Surrogate Marker of Vasopressin, Is Associated|Meijer E, Bakker — — — [Clin J Am Soc —
With Disease Severity in Autosomal Dominant Polycystic  |SJL, van der Jagt Nephrol.
Kidney Disease EJ, Navis G, de 2011;6:361-8
Jong PE, Struck J,
et al
4.3-13 Increased Water Intake Decreases Progression of Nagao S, Nishii K, — — — [J Am Soc —
Polycystic Kidney Disease in the PCK Rat Katsuyama M, Nephrol.
Kurahashi H, 2006;17:2220-7
Marunouchi T,
Takahashi H, et al
4.3-14 Vasopressin Directly Regulates Cyst Growth in Polycystic |Wang X, Wu'Y, — — — |J Am Soc —
Kidney Disease Ward CJ, Harris PC, Nephrol.
Torres VE 2008;19:102-8
4.3-15 Inhibition of Renal Cystic Disease Development and Gattone VH 2nd, — — — |Nat Med. —
Progression by a Vasopressin V2 Receptor Antagonist Wang X, Harris PC, 2003;9:1323-6
Torres VE
4.3-16 Effective Treatment of an Orthologous Model of Autosomal |Torres VE, Wang X, — — — |Nat Med. —
Dominant Polycystic Kidney Disease Qian Q, Somlo S, 2004;10:363-4
Harris PC, Gattone
VH 2nd
4.3-17 Association of Urinary Biomarkers With Disease Severity in [Meijer E, Boertien — — — |Am J Kidney Dis. —

Patients With Autosomal Dominant Polycystic Kidney
Disease: A Cross-sectional Analysis

WE, Nauta FL,
Bakker SJL, van
Oeveren W, Rook
M, et al

2010;56:883-95
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4.3-18 Cyclic AMP Activates B-Raf and ERK in Cyst Epithelial Yamaguchi T, — — — [Kidney Int. —
Cells From Autosomal-dominant Polycystic Kidneys Nagao S, Wallace 2003;63:1983-94
DP, Belibi FA,
Cowley BD Jr,
Pelling JC, et al
4.3-19 Effects of Incremental Infusions of Arginine Vasopressin on |Hensen J, Hader O, — — — |J Clin Endocrinol —
Adrenocorticotropin and Cortisol Secretion in Man Bahr V, Oelkers W Metab.
1988;66(4):668-
71
5.3.1.1-01 An Open-label, Randomized, Crossover Study of the Effect |Otsuka Maryland  |200M<RF E ~ |kE15E% B |HRER Bl
of Food (Standard FDA High-fat Breakfast) on Tolvaptan Research Institute, |20QQRF B
Pharmacokinetics in Normal Subjects Following Inc.
Administration of 60-mg Oral Tolvaptan Tablets
(% =156 256)
5.3.1.2-01 An Open-label, Randomized, Crossover Trial to Assess Otsuka 200 A NE ~ | KE 1% B |RER BT & A
Dose Strength Equivalence Among 30 and 90 mg Strengths|Pharmaceutical 20+ A e
of Oral Tolvaptan Tablets and to Determine the Effect of Development &
Food (Standard Food and Drug Administration High-fat Commercialization,
Breakfast) on Tolvaptan Pharmacokinetics Following the Inc.
90-mg Tablet in Healthy Subjects
(% =156 295)
5.3.3.3-01 A Single-dose, Open-label, Parallel Group, Matched Study |Otsuka 20 RAlE ~ |KE2HEE B |RER Bl 2]
Evaluating the Pharmacokinetics and Pharmacodynamics |Pharmaceutical 20+ A e

of Oral Tolvaptan Tablets in Subjects with Varying Degrees
of Renal Function

(%= 156282

Development &
Commercialization,
Inc.
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5.3.3.5-01 Pharmacokinetic/pharmacodynamic analyses of Otsuka N B B [ — By |HHREH T & 4
tolvaptan in subjects with autosomal polycystic kidney Pharmaceutical (FRESTR)
disease Development &
(e %5156 29) Commercialization,
Inc.
5.3.4.2-01 OPC-41061 NEFBAEMEL KMERE (ADPKD) [2xd | KEREXRA R | 200MFRARE ~ (B AR EA (HtREH T & 4
HRE-AEREHER 205 AR
(erE = 156-Jfoo1)
5.3.4.2-02 A Phase 2, Randomized, Double-blind, Placebo-controlled, |Otsuka Maryland  |200M<RMENE ~ |kE15E% B | HRER B & A
Ascending Dose Study to Determine the Safety, Research Institute, (20 F BE
Pharmacokinetics, and Pharmacodynamics of Orally Inc.
Administered Tolvaptan Tablets in Male and Female Adults
Diagnosed with Autosomal Dominant Polycystic Kidney
Disease
(B =156 248)
5.3.4.2-03 A Phase 2, In-patient, Double-blind, Randomized, Parallel- [Otsuka Maryland [20Q<=RENB ~ [XE1/E% B |RER S & A
arm Study to Determine the Safety, Pharmacokinetics, Research Institute, |20QM<Q§AQ§H
Pharmacodynamics and Tolerability of Multiple QD/BID Inc.
Doses of Orally Administered Tolvaptan Tablets in Male
and Female Adults Diagnosed with Autosomal Dominant
Polycystic Kidney Disease
(iR %S 156--249)
5.3.4.2-04 Effect of a 45 mg/15 mg BID Dosage Regimen of Oral Otsuka 200 A B ~ [XE1HER By (R ER SEEN
Tolvaptan Tablets on Renal Function in Patients With Pharmaceutical 200F 0 F I E

Autosomal Dominant Polycystic Kidney Disease (ADPKD)
(#8E= 156260

Development &
Commercialization,
Inc.
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5.3.4.2-05 A Phase 2a, Single-center Study Investigating the Short-  |Otsuka 20 AE ~ |75 7 1% By |HRER BT & A
term Renal Hemodynamic Effects, Safety and Pharmaceutical 20 A e
Pharmacokinetics/Pharmacodynamics of Oral Tolvaptan in |Development &
Subjects With Autosomal Dominant Polycystic Kidney Commercialization,
Disease at Various Stages of Renal Function Inc.
(B s156- 284
5.3.4.2-06 A Multi-center, Parallel-group, Randomized, Double-blind, |Otsuka 20 AE |KE6HHE B |HRER sEEH
Placebo-masked, Multiple Dose Trial of Modified-release Pharmaceutical ~20E A e
(MR) and Immediate-release (IR) Tolvaptan in Subjects with|Development &
Autosomal Dominant Polycystic Kidney Disease Commercialization,
(5% =156 285 Inc.
5.3.5.1-01 A Phase 3, Multi-center, Double-blind, Placebo-controlled, |Otsuka 0= A B ~ [1291E5%, 150E | i@o |[ttREH AT 2
Parallel-arm Trial to Determine Long-term Safety and Pharmaceutical 0= F B [XKE29fEE% HF | EA

Efficacy of Oral Tolvaptan Tablet Regimens in Adult
Subjects with Autosomal Dominant Polycystic Kidney
Disease

(s =156 251)

Development &
Commercialization,
Inc.
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S T78HEER, N
WX 3%, T
I—D21EE%, 75
D ROMEER, FAU5
g%, 1275
xR ASUF2E
%, R—32 K9k
% IL—< =73k
%, OL 750k,
EE1EE, BAX
304 %

L12 FATE R
10




AR

RTEMES ML GITEE/ REEESF) ] FER S e A el AERERISFT |2 BEGE 55%&}#4
D5
5.3.5.2-01 A Phase 2, Multi-center, Open-label Study to Determine Otsuka 200 M F B ~ | KE115EE% B [HHREH EXfik=¢
Long-term Safety, Tolerability and Efficacy of Split-dose Pharmaceutical P =3 2] |S]
Oral Regimens of Tolvaptan Tablets in a Range of 30 to Development &
120 mg/d in Patients with Autosomal Dominant Polycystic |Commercialization,
Kidney Disease Inc.
(%= 156250
5.3.5.2-02 BEXEAEBESHEMEERE (ADPKD) I THMLAT2U0 (RKEREXKSH (2008 |BAR305E% ER |[#tREH FmE R
RPZEURUVENMEDORFZBHEL-ZIERLR, FE ~ RERHk P
&, fir 558 (156 251 HEp o DRk 5HER) (F—2hvhA2
(% 2156003 B 20jl=l51
H
5.3.5.2-03 OPC-41061 MERBIAMENE S FHITERE (ADPKD) REREHRA 4 BA1056 5% ER |[#tREH FmE R
(239 B R #1155 508 (156 001 DExtension :5%)
(%= 156-Jfo02)
535204 |BREHEESREMEEME ADPKD) BEzaRELI-OPC- |(AEuERA2n 20ENENE [E+&7Rx ERRETRELE BT
41061 O EHIR SR (2) (156 JJo02 @M L OMEEIR S ~ R ERHk K P
HER) (T—2AvEA7
(& 2156003 B 20jl=l51
BH)
5.3.5.2-05  [Multi-center, Open-label, Extension Study to Evaluate the |Otsuka 20lE0RE ~ (82t By [HRER SEEH
Long-term Efficacy and Safetyof Oral Tolvaptan Tablet Pharmaceutical JRER AR TP CKE, EE, k1Y

Regimens in Subjects with Autosomal Dominant Polycystic
Kidney Disease (ADPKD)
(52 &E=156-J-271)

Development &

Commercialization,

Inc.
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5.3.5.3-01 Evaluation of ADPKD Progression During Three Years of ~ [Otsuka o B B [ — By [HREH AT A A
Open-label Tolvaptan Therapy in the 156-.—250 and 156- [Pharmaceutical (FREEFTR)
.—002 Trials: Comparison to Case-matched Subjects Development &
Receiving Standard of Care in the Consortium for Commercialization,
Radiological Imaging Studies of Polycystic Kidney Disease |Inc.
(CRISP I) and the Modification of Diet in Renal Disease
(MDRD) Studies
(& s156-283)
5.3.5.3-02 Supporting Data Package of Efficacy and Safety REFEHREHRKXSHH — — 559;;]/ HREH Balif=g s
E3)
5.3.5.3-03 Integrated Summary of Safety of Tolvaptan Otsuka N EE E — |y |[HRER SEEN
Pharmaceutical (FRESTH)
Development &
Commercialization,
Inc.
5.3.5.4-01 Open-label, Randomized, Crossover Study to Assess Dose |Otsuka Maryland  [20@M<ERERE ~ |k E15E% B |HRER BT & A
Strength Equivalence Among 15, 30, and 60 mg Strength  |Research Institute, |20Q8<-§ F E )
Oral Tablets of Tolvaptan Inc. g_@iiﬁ
= = i B Al B+Fl <
(&S 156233 oLl iyl
LTiRH
(2010%10
H27B &
1= AR 5T
REE)
5.3.5.4-02 |Areview of the liver safety database for tolvaptaninthe ||| |||l [20EFE — By [HRERN SEEH
treatment of Autosomal Dominant Polycystic Kidney (FRESTHR)

Disease
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5.3.5.4-03  |A Phase 2, Multicenter, Randomized, Placebo-controlled, |Otsuka 20lElF e | xE39E% B |HHREH SEEN
Double-blind, Placebo-masked,Parallel-group Pilot Trial to |Pharmaceutical ~ S BRRAHE R
Compare the Efficacy, Tolerability, and Safety of Tolvaptan [Development & (T—3hvbA2
Modified-release and Immediate-release Formulations i |Commercialization, | B :20lElF
Subjects with Autosomal Dominant Polycystic Kidney Inc. H)
Disease
(% =156 200
53.54-04  [156-1-003 &XEAR U'156-M-003 HERDEMEZ£MRER [ KFEUEH#XS  [20lE1R018 — ER |ttRER BEEH
(FRESTHR)
5.3.5.4-05 Review of Glaucoma Cases in Autosomal Dominant | ] N EE E — my R ER sEE&H
Polycystic Kidney Disease Treatment with Tolvaptan (FRESTH)
5.3.6-01 Periodic Safety Update Report No.6 COJJJIVIF PSCEESEEANPN = ] [ — a5 — SEEN
201D (REER)
5.3.7-01 BB ER DE B —E R — — — — |HHREH Bl
5.3.7-02 BIEFARREN —EX — — — — |HHREH Ealifg s
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5.4-01 LR ERBZEIES (2010548A°). BEFBEETHER — — — |BEBRE. —
PEE BRI 2011;53:556-83.
5.4-02 SRMUBRBTLRIEHT 1O TAMR. EAFBA etk — — — |2011 —
B IR R AT
HEEEICET 5
EMRU. ZHUE
RESEZS.
5.4-03 SHRMUEZREBEOLT. EOEF, RE & — — — |[REERE: %A=t —
—EE. BR—AT 4P,
2006. p37-38.
5.4-04 Prevalence and renal prognosis of diagnosed autosomal Higashihara E, — — — [Nephron. —
dominant polycystic kidney disease in Japan. Nutahara K, Kojima 1998;80:421-7.
M, Tamakoshi A,
Yoshiyuki O, Sakai
H, et al.
5.4-05 Polycystic kidney disease re-evaluated: a population-based |Davies F, Coles GA, — — — [QJ Med. —
study. Harper PS, Williams 1991;79:477-85.
AJ, Evans C,
Cochlin D.
5.4-06 Prevalence of autosomal-dominant polycystic kidney de Almeida E, — — — |Kidney Int. —

disease in Alentejo, Portugal.

Sousa A, Pires C,
Aniceto J, Barros S,
Prata MM.

2001;59:2374.
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5.4-08 Clinical aspects of polycystic kidney disease. Higashihara E, Aso — — — [J Urol. —

Y, Shimazaki J, Ito
H, Koiso K, Sakai O.

1992;147:329-32.

5.4-09 Autosomal dominant polycystic kidney disease: symptoms [Milutinovic J, — — — |QJ Med. —
and clinical findings. Fialkow PJ, Agodoa 1984;53:511-22.
LY, Phillips LA,
Rudd TG, Bryant JI.
5.4-10 Factors affecting the progression of renal disease in Gabow PA, Johnson — — — |Kidney Int. —
autosomal-dominant polycysitc kidney disease. AM, Kaehny WD, 1992;41:1311-9.
Kimberling WJ,
Lezotte DC, Duley
IT, et al.
5.4-11 Renal structure and hypertension in autosomal dominant  |Gabow PA, — — — |Kidney Int. —
polycystic kidney disease. Chapman AB, 1990;38:1177-80.
Johnson AM, Tangel
DJ, Duley IT,
Kaehny WD, et al.
5.4-12 The association of polycystic kidneys with intracranial Bigelow NH. — — — |Am J Med Sci. —

aneurysms and other related disorders.

1953;225:485-94.
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5.4-13

Intracranial hemorrhage in patients with polycystic kidney
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