HLRAXHEE 7.5mg
HLRXHEE 15 mg

B L X B8 30 mg

H L X7 OD §& 7.5 mg
H L A7 OD £& 15 mg
H L X5 OD & 30 mg
Y LA NEEH 1%

(2R3 5 &%

AERIZREHE IN-BRICFERIIEFRVRARIC
DLWTHOERFREFEEKRKEHKICHY F£9,
LEAMOBEFRICFHAT S2UNDOEF BB
[CAREHZFFRATHELEETEEEA

REHRERA=H




B LRAXNEE 7.5mg

B L RXHEE 15 mg

B L XA EE 30 mg

H L X7 OD £ 7.5 mg
H L X7 OD £ 15 mg
H L X7 OD £& 30 mg
Y LAHEEN 1%

FT1E (Eoa—IL1)
FEEFITHREREVARMNXEICET H1FHR

1.5 BEXFEROBERVRAFEDRZERE

REHRERASH
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1.5 BEEXIEROBERUHEBEORE
151 EBEXIERRORE

1.5.1.1 FL®HIZ

M RTH o, KBRS TER SN TZIERT T Rk cAMP (RIFET A= Ry 7

L V-2 43K (arginine vasopressin Vo S 25K @ AVP Vo-2 54K) H5H3ETH Y, BHHEEEICE
J D RO ZEIT 2 Z L2k, EAREYREZ D 22 KSR OHIIER OKFIR) 2o
THHATH D, ZHETIZ, MK TIIHRIRABIVE ARG/ WERRE (syndrome of inappropriate
secretion of antidiuretic hormone, LA T SIADH) Z &k RV 7 A (LR, Na) MERE ZXI5R &
LT AT 2 o DA ZREET 5 55 T AHFER [SALT-1 58k (156-02-235) MUY SALT-2 5k
(156-03-238) ] MEMS Nz, Z 0 2 REROFERE LIS, KETIE 2009 45 412 TLAR4, BF
25 ) OF SIADH 72 E DB 23T 5, BRIRAIZHTE & 72 2 R AT R B S 3AARHE I 5 AL O K Na 1.
FEOTEFE] (2013 4= 4 ANHFREZIXHIER) , BRRINKZ VA A A TIE 2009 4 8 A K TN2019 45 AIZ
TR NIZH1T 5 SIADH (2 K A Na MLSEDTRIE ] Z4hHE - 2 & L TRR Sz, WK THER
Ao RE - HEE, 1 H 1[E15 mg TREZBGL, &K1 H 1[E60 mg £THEARRELEL>T
WD, BRNTIE, 0% Na iBEOZEMIED Y 27 N5 B (M5 Na R S IHE KO B
7R E) TR LTI, AR INHBEHEOEETHD 75 mg ODEGEEZBET X LI TS,
AFIE, 2019 4F 9 H £ TIZBCK A& T 45 OE T T, SIADH (2317 21K Na IE D IRHFHE
ELTTERRSh, BRFEHSILTWS,

AT, BEFOFIRIEZE Fe b U CHIRIRITE RS 9 o LA BE 23t & U725 1

B (156-06-002) 2H3FEMi S 4, ZOFEEE S LT, 2010 4 10 A 27 B T—FRIRFEE D
DOHRFETIHREAR T 70 ORI BRI 290 - R E LT, T AR L85 mg)
D RGeS TROUEIR AR A TG LT, S 61T, IBAKRDFRD b DT BE 2 x5 & U725 1148
HBE (156-08-001) 3, R OVE UL MBS RMED 5 B BE 25t L L= I FA[E R F R 5
(156-04-251) *MEMEh, ZOFEE S LT, 201349 A 13 BT [—FFIRESOMOF]
PRIETENRAA 3 72 AP ZR I8 D IRIRETHE ), 2014 4 3 A 24 BIC TERESBEIZ AL TE
D, o, BERFEOB R EE DR Y ARSI E O S TR OBEITINH] ] OhEE - ShARANE
IAGR L 720, BUEREEMRT CH D, £72, 201342 H 4 BIZ [ LAALEET5mgl , 2014
3 H 24 BIC THAADEE30mg) , 201743 A 14 HIZ [ A2 DR 1% , 2019 4E 8 A 27
HiZ T A 2% OD§E7.5mg) [H A A7 0D §E 15mg] A A% OD §E 30mg| 2NBMNAITE &
LTAR I TWS,

4181, SIADH (235 1F 24K Na [fiLfiE 0> H AN B 5t G2 F2 ki U 7= [EIPNES T AHRAER (156-14-003)
IZBWT, RIEOFIINEL VRN HGE S22 D, TSIADH (231 5K Na IfiE O3 |
BRNEE - L LT, [HAALEETSmgl [ AABEE 15mgl Y AABEE30mg) [P LA
77 OD $E 7.5 mg) [H A AH OD§E15mgl [ AAH ODEE30mg) [ AADERL 1% O%h
RRIBIRFEZITI DO TH D,

1.5 EJFOTZE R o & OBRFE D%
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1.5.1.2  SIADH DOEGKRESEIE

(1) SIADH & & Na MjE

SIADH (X, K Na MJEDJFEED 15 ThH Y, FHxOREIZL > TRV T L (FRlRAV
B2 ADH L [A L) MAEBRRYFHEIEEE 2 %M U CREUICEEIC m S Ld Z ik Y, K Na i
Ex BT HREBRTH D, 1K Na MIEIL, DEAS TROBEEOSVERLRT LSb TR,
B R O S -ERE IR O NS & HITIZFREROE T RO E SR L T\ = &
PGS TG O8I0 F72 ) A Z T ORERA G, (M35 Na JBEOHKFEL, FETROETICH
EEHEEZ LR TS,

(2) SIADH D2k Kk UER R i

SIADH Ol L IRIRICBET 204 K74 L LT, RV T Ly ibEgEE (SIADH) O
bt RO T & CERL 30 4EEHET) | (LUF, SIADH A K74 2) PAERERTWA, =
DHA KT A > TiE, Mg NaBEOKT (135 mEq/L A) (2%, K Na MfiUfE TR MAE
ZH L O TMmENY 7 U CRENIH S ALTWRWT &, JRY Na 2 B2 HE Ay & i
(2Q0mEq/L LA E) THDHZ L7 %t - CSIADH & 2l &%, SIADH OGR4 EEIE, 1K Na 1
FEIZ I RT 2 PRIk (BT, 8EF, MBHR, IRAKC - WEmM:, BiE, E8) RNETH D,

1.5.1.3  SIADH DR EA

SIADH OJi[A & LTI, HHEMARRER, A, Bty 7 Lo VA e & OWRE,
B OFERIME & 5 (SIADH A R 7 A4 L BHR) o B Y 7L o U pEA TR 8RR 0 SIADH T
X, XY TV VEABEN G WM ENDS N T AT K o TR Na IEARE U D, BATPHEIC AN
VIV EEATOEELE LTH o L bBEENEVOIINE, &b NiETH D, £
LIS BFIR O SIADH (%, FREMREGIENS DN Y 7L 2 @RS &> TR Na MENA T 5,

1.5.14 SIADH [Zxt 9 2 iR#aR L MER

SIADH DOiRIETIX, JFIRBEZIEFETHZ LIk - T, K Na JEZ 5 & 2 RN Z2RET D
ZENEETH D, FIEEOIRRIC & 5 MIE Na iREOUEEDN KL HNRWEEITIE, LT OXHER
ENRFERS NS,

3% Na #EEEA 120 mEq/L BA F OHAEME: & OEERMRIERZ R L T2 5E81E, Ba
(N EDTRIR BB L 72 D72, miRAHEIK GUAEHEIK) ZAMIC T Na 2 i 5 & & i,
7t 2 ROEIRNE G X @RI KyEFRE L, ME NaBEOHIEEZITH, 72721, ZOE
1, SRR MYE Na JRE D LA X 212 B EEMEHERRE (ODS) OFIEARET 572012, FEIRIC
175 Na J2EZHHIET 5 2 L ITEET 5, (K Na fIEIC0E 5 #BIEIR S B 5 22 W gA=e, I Na
BREEN 120mBg/L £V & EWIEATE, FICKSEBEHEIRICE Y, i Na lREOHIEEZITH, Lo
L, AKEEGSIRE, ZhROFBHBEBENZT TR, FRBOIGBREO T DR EZ1T 5 Ha 13 %E
FEREETH 0, E - ERE 22K BRI E O NBORK E 2, BEOIF VT 44T T4
7 (QOL) DK TFIZEND Z ENH D,

ZOEH 7%, BAOME NaBEOHELLE L LW EBE T, AKOOEBHIBRZ Tk Na

1.5 FJF 3T R O R & OB D&
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D EFHRRF570GE81E, Y T Vv V- BT O AT 2 U5 Shb, L,
TP ARTH ATIE, BhEE - RN BFE SIADH PEAENES A FURR ETOHAICRES D Z &,
7 AMZE R TG L DA OVZ M 2 Et U T BRR R 23 i S 41 TR WA D FRREDS
bb, Fiz, BARBENENOL CTHREZORGHE L DN b, HHENTHNLIEENET
—Z ORIELE KRE RV,

UbDZ Ent, BEDIMIE Na IBEOHIEZ MLE L L7V SIADH (Z351) 51K Na IfiLiE DTEH%
IZBWTC, KEBEGIBRE CTlx -+ 2 G MED 5 H 4172y SIADH SBEICK LT, JREE AR D
T, MYF Na 25 OUGE K OHERF 2 FIRE & T~ 287 IR R D T D

152 FREDRERE

1.5.21  FEERRHABRORAFE DR

FERG A FRBR OB T OFFRIL, WA AT EE 15 mg DU HFERFEEHIR LTV 5,
AREFEDRNEE « NRITFE YT 2T VB & A 7o SNSRI 1,  WEI R GERR S HR A
HDI=, LRLEAEA FET 2 2 & & Lz, AR TSR K OB O GEIL, FEH
FERFICHEH L, BEICEHMES LTV D, Z0%, HAR L ITGEIGED 572 2 K[E K ORRM Iz TR
] SN E RS LT AR O 7= D12, B E AW m B A I L2y (P AR
AEE 7.5 mg AFEEZRIZ 36T D IRIEATR RERFICS B R & U TR |, ARHFEICER L T ic i
L7z BRIT 720,

1522 BRRHAROFFEDERE

2013 4F 12 H, HAWNGWF2 X0, TSIADH (BT A& b U o AMEDOSE] ([Zx4 54K
FEDOBHF B LN Z AL TEE TR S e, 2D, 2015 4 4 A0 5 23 [HIER EOLEMEOS
WARKGRIEE - BN EREISE (BLT, MEtaid) | IO TRIEITER O MLEMED m O FEH &b
I, 2015 4 5 AICJRATEE L RERSKICBBEGE S S iz (EBWF 0521 55 1 5, 3
BHRATE 0521 5 15) . TD1%, 2015410 A0 1425 [FEEE] 12T, [ENERRRZE
ML, HEETEOME - HEOZSM (ZoMikE - HETOFIMEROZeM) , SlELEE=
2 T R TOREWEIZOWTHRT I2MLERS D, | LW S, ENO SIADH E3&
ERIRE U CAREORNM L el RitT 2 B IHERER (156-14-003) Z5FEMid 52 &L Liz,

ARBR (156-14-003) 1%, SIADH (281} DK Na MEHE (At ADH #EAERC L 5 SIADH
&, TNLSOFIKIC K 5 SIADH) & 2l S 4, 1RBRIER G-BlAaHT B £ TR BRI 4 Fki L
THAK Na MAEA L LWV H AR NEBE Zxtg b L-IE iR - JEE/M - HEIEABR TH 5, 5
F, BEOIR Na MAEBE S, FFEOREEBOBFIHO VX 2 ICFEE iz, A¥K 7.5 mg
Zhie &R L U, HEEEICE SO THEBE 217 > THBRE Z L ISR &2 REL, &K 30
HEREROBE L7z (FHEIX 7.5mg, 15mg, 30mg, XiX 60 mg DWWy , ZOfEE, &
I E Th 2, Hmi&ih 03 H oM Na JREOIEF(E (MLE Na RE >135mEq/L) #I&1X
81.3% (13/16 #) T v, AFEROIEFIEGER E RIS 7T & R iR Et@ﬁ%(&mTlﬁ%
F O SALT-2 #kBR) 07 7 v RHOMEEEICHRE L-METHD 43%% ERlo7, bHELR
w%mtﬁ%$%m,D%&@ﬁ&ﬁﬁ@%3m(mwwﬁ%@,ﬁ%%%@%<i%§ﬂi¢

1.5 FJFOUETE RO & OBRJE Ok
5



T, R, A XA v, R2FELERBEICBW T, 28t EoM&IT o7,
DD, HAAD SIADH IZ81T A1 Na IEBH TO, ARIEOFLME L LEMENHER I
7=,

1523 HBHIUBOBMERUZFDX
20l I 7o, B E R SR A L OIS (EE S TRRRERAE T %) ROt

zosgmyao, [INGEKGGKG
WOV THRELE, ERGERESROEE S, T -,
I = - 2wt (ES I EEE T 1132 20 ERLE TR
sk TRk, 2E S ORI EEE S 1132 38 EE S S %
HREREE) . ZOWSICESE, WREICEE S AEOMEH FEICH L ERAE b5
O EWE 1 AHRAER (156-14-003) OREBRGIEIZ LR L, AR T & 7o pliid & ONgEsh iR
(SALT-1 3R K& OF SALT-2 iBR5E) O plif 2 W CRUEIRGEAGRHFEZ1T O 2 & & LT,

f7-, ARz s, 0 E Wi, ERGEREERAKE L OIS (ERHE
HIFHRR) ZEEIC L VIT- 72,

1524 SEIZE T HEKRABRDOFEFEOZERE

WK Tl SIADH % & T Na MJEABE 2 %G & Lz 2 2O R X Vi LT, 77 &R
R, VR4, “ESR, 4 OIMRR (SALT-1 3B &L OV SALT-2 #BR) BE Sz |, 23
BRORERT VA NTUEIEFRET, FEFHMBER X, X—AT7 A4 0o &G54 HEKN30HEET
DOIMIE Na JREED 1 B4 720 O AUC OB & TH -7z, W<, WIhoEEFMEE I
BWTH, BRI 7 BRI TARERE TR E S, BEICHEIFHRAEERED LI
(p<0.0001) , F£7z, FETIE, € Na MIEEE RIKEBADREO L OZERS) x5 L LT,
ARIOFIER L O EZ M 572012, 772 Rxl, BEAL, —EsEHAR (156-07-
802-01) MEMEND, KEOEDE (N—2F 1 b5 4 AEKLKOT A B £ TOMIE Na
O 1 AZ{LE) KOS HER S,

AT, 2019 45 9 A £ TIZ 45 OFETHIEE T, SIADH (Z351) 51K Na IfiE DRI & L TK
BINTHWD (1511 581)

1.5.2.5 ﬁmb\ ( Fﬁb\éﬁﬁﬁntﬁj- 3

AFED SIADH (ZF T 51K Na IMGELEH ITXT 2 A 20RO LML, EWE I FHERER
(156-14-003) DOl % AW TEME L7z, F7=, 2017 4 11 AT, A A ATAID SIADH DO%hfE
BMO7-5 MAA #2H (2019 42 5 H7&G8) Z 417z CTD [Module 2.7.3 Summary of Clinical Efficacy |
KO [Module 2.7.4 Summary of Clinical Safety] ® 225, & Na IJELE & x5 & L7zigsh e 11
FA7" 7 & ARk EBR DO A M U T Z RVERGR OFS A fRtT (G 2WE 2 3R, 28k 4 3B O %R
&, FEEME DIk 5 BRIC Téﬁ@ﬁ%f@ﬁ%%&@%éﬁ@&ﬁ% BERES 0Tt
PHR— T 25EET—2 L L THWE (F 1525-2) ,

LA DAGRHFEIC AW ERRBRT — &, AA A CTD 273/274 Z#Ek4 2 WA ik BR M O A i
HraAT o TeBRRER, AT 2 B ORMEMN A, & 1.52.5-1, £ 15252, ¥ 1.5.2.5-1 (TR

1.5 EJFOUTF RO OB O &
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%= 1.5.2.5-1 AAEBBHBFCTHWV-EREABRT—4
AH R4 (ME4) FaE=ss RO B 1Y
(5 E)
EN CHEE L 7=k GEh)
101003 | W0 SIADH 8 & 4% & 7= A3t | SIADH 123511 5 1 gﬁgi
R 2 A b 25 ANEA e
(EIZIK) &U\ﬁ‘ﬂil\iuiﬁﬁ (Wﬁ:—.’r 111 *Huﬁ:%) Na J]']lfh m%%iﬂ
WA CE LR (%)
156-12-203 #F5h 0 SIADH B E 2%t & LI (K& . Il hE
Plb (3.75mg, 7.5 mg, 15 me) Fitaksh (i ?ﬁi%k*”éﬁ S5
(EIRELER) | pRIKEREER) 2 L

A A AD SIADH @ CTD 273/274 % ¥Rk 5 BaIR

B O T 21T > iR (%)

# 1.5252 581

*& 1.5.2.5-2 R A R CTD 273/274 %M T DEERABRR VR EMRIFTET o =68
PRELER
B E - Hﬂ
1 RBROME (54) *He ﬁﬁ;ﬁf ﬁEJZ E
(%ﬁ@) MR M
oL CFE i L 73R8k
156'1(3?235 WA DG U 7 L RH | 9 o MbEOFRE, AP
CKE) AR (SALT-1 #5) SIADH (2531} 51& Na mu“ o
156'1(3_2'238 WA AT 52 RAHR | 5 o b ORS, FFmzs, | oo
(EE L) AR (SALT-2 ) SIADH (2531} 51& Na mu“ 5
el PaN: 7l
156£;b246 SO AR 7 £ AR | i i M/ T M O K Na " B AT
Cki) | PR e
156-08-275 | | .
1 % R %t A
pip | EAPHIITZ LR g Na s v
CkIE) e
156_22_244 Mo O Wik GREBR (| 2 oMb RE, FFZ, 5 .
(EpstE) | SALTWATER &) SIADH (231} % {f& Na I3

TO) IIARFET TERMERGE ) T Mt & LTI 28T — 2,

REMEMIT LT — 2 21T 5,
—Z L LTHWD,

156-04-246 AR & 156-08-275 RERDT — Z 1%, %48

1.5 EJFOTZE R o & OBRFE D%
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Bl e T v | 2003 | 2004 | 2005 | 2006 | 2007 | 2008 | 2009 | 2010 [ 2011 | 2012 | 2013 | 2014 | 2015 | 2016 | 2017 | 2018 | 2019
H.15 | H.16 | H.17 | H.18 | H.19 | H20 | H.21 | H.22 | H.23 | H24 | H25 | H26 | H.27 | H.28 | H.29 | H.30 | H.31
B H B 48| 48| 48| 48| 48| 48| 48| 48| 48| 48| 48[48| 48| 48| 48| 48|43
| N Y S T S T S A S S A [ A A S I A |
C I . 1] 16
M ERRSEEASR (o) - 25)
&5 R U A STADH ([EPY - 5F4T) 5 ]3
it
i3 4 12
ﬁ,ﬁ % 11 7
Bl o [ R U oy A DR, BEREZE, 5T 1
SIADHft (St - %) 5 7
10 4
[y NI Ay
1.5.2.5-1 FILINT 5 UBFDORER

KRR ORBEZ1X, E2DIEIC TROEY,
AR ¢ 156-12-203
I ARERER  156-14-003, 156-02-235, 156-03-238, 156-03-244, 156-04-246, 156-08-275

153 FILNATE2UOBEBRUERNL

1.5.3.1  JEERRFABRBEN O A-FEEUVERAN

MR T 2 TR ARG THNRIENTF N Vo-ZRIEKFETE TH D, BEAFOFRIE & 7
30, EAREREOHINZ DV IRPEOIIER OKRIR) 2777,

(1) {E Na MEDNHE

NRT AL, KRR ET AET Vv DR R 51 L 0 ERL L 724K Na i 7 v
(7 v ’) IZBWT, B5EICEKF LT Na BE A2 Lz (A2 BEE 15 mg HIRIARR
FHFEEE (CTD 1.13.1) CTD 1.5.3.1(6) F@) .

1532 MEKRABRBENOA-FHEEVERN%

EINEE T FEFRER  (156-14-003) % & el RilBRpE IC D &, ARIFEDORFBME OF AMEEZ LTI
R,

(1) mENa BEOSWVEEILLEE

[E A L AHRRERIZ U T, ARFRITHOKHIRR 2 32k L T HRRA+47 T o 72 SIADH & D1l
H NalREA LA S, &5 HEHOEFEIAIE81.3% (13/16 ffil) & EmWMELA R LIz, 1
Fh SALT SR DS I OFE RISV T S, 5 30 H HOIME Na IREDOIEFLEIGIE, A3
BEN T T B RRET AR THEHARICAH BIZEVWMEDGE D b iviz (RHERE 65.9%, 77 £ AREE 21.6%,
p <0.0001, SIADH/other 7' /L —7)

(2) FEOMGHMRER LIRS HOMREGE

[EINE I FHRRBRIC BT, ASERE 3 H H £ Cl2iik Na A 135 mEq/L (252 L 7= 45
N L FRO LI, MREBEE CORRITESCHTh oz, AN ST ToOgRE
THLE Na JREEDS B L, M Na JREIHR G-I 208 U TR E-BIGAT & Hit L CRfEasmiRr S
NTWz, SALT RBROMAMRNT ORI b, HERG4% 8 K6, AFERETITIT 7 AR
WX LC, 1yE Na REOEFLEIGICEE L THREHFIZRAEENZEO b/, Mg Na BED

1.5 BRI R oA & OBIE Of%is
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HERBIZHOWTIE, B G HRTOT R CORET, RERETIX T 7 B RBER U THREFEIICE R
iﬁ[ﬁl{ﬁ Na /}i%f@i:%?ﬁnm&)%ﬂﬁo

(B) BRETFICEEINTGLHR

IW%HI FAFBR B OF SALT SBR O ST OFRERN G, Fllin, VYRR, HAEE, JRRER] DA

BB O Mg Na JE O EFEIAEEOAIEICKE RIENIT D o7, ENE I FHRERT
%, ADH FEAMEBLUANAORINIIC L D SIADH BHESC, MAERomE (g Na BE 125~
134 mEq/L) DEFE bIMAANTZD, ZHEDOBEITK L THARMEDNHER ST,

(4) BELGAIUERUVREMT—2 25D Vo-RBAKERE

AIENT, Vo-Z AP E LT, (K Na ififie, OM#IE, IFH#IE, ADPKD % & TelE A\ %h
HEZ B L CRIRMBHED Sz, BCkE & T 45 OFE X d g C© SIADH (2 L % 1K Na [fILIE D 1R
WL LU TARBINBERERA SN TEY, 2 OFIMEROLEEET —2 N ERSNTD, 7TH
MAEBZ -G ICHT DRAN SN T RNWEF AT Z o LR ) [ENG T AR SALT
RERTIX, A3ED 30 HREE G TORDER PNZRMEDRRET S, S 5T SALT #BR Okl
Td % SALT-WATER iRBR TIZ, A 214 WM £ TROKEG S, REIFIZE S A0 & 24
PRI TND

1.5.3.3 RILINT B U DBREEDRE T

ARAEEUHIBRIL, SIADH OJFUEBIZ b 5T, BEDOMIE Na IREOHEALEL L,
HEBEAOEE FE O Na fISE B 168 D b ﬂxﬁ’]iﬁﬂ“fﬁf&;é L, MREED M8 5HEEE DK
Y EEGHIBRS T E 2 WEARe, FURHROIEHR L U Clik 2 3 5 72 /K43 LB R 25 IR 8 70 35
HERHY, KOBEHIRN TE /2L LTH, AKGBEGHIIRE T Tid+40 72 M35 Na I OSE A
BNRWEELH D, £72, MIF Na BE O T 28 AR CRAER O BE TRV TH, BTk
ERLEEXRMIC X DM, FRAMEE, B0 22035 D 2 ERRE S TN

Z D & 9 2K BUGHIIRAE OIEHRIC L DK Na MUEDSEN A S WEAITE, XY 7Ly
VBRI TH LY ANT X o OEERBEIND, LnL, BFART X O - ShE
IR FTYE ADH FEANERIZ X % SIADH (Z351F 21K Na MAEDAIZIRE S LTI Y, £727 A%
HE R TGS L DA O 2 et U 72 BRIREBR 23 32 S Tuniany,

NV RT B A, IR EHIRC & 5-Clridkd® L 72\ SIADH (235 1) A 4K Na IMEIZ%F LT,
BEDOEERTICEEBIND Z L7, M Na BEZ#HCnIcdE L, BEFFICh - TR
HZENRTEOINY T VLU V- BRI TH D, LIz T, MAANT XL, BREADMG
Na IRE DR IELZ VLI L LW D0, BEAFDOTENR TIIE Na MENSE LRWEHEITH LT,
15 Na JEEE OH 0720k K OERF & ATRE & T~ 2 8- iR & L CALERH T b s,

1.5 EJFOTZE R o & OBRFE D%
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SAMSCA® (tolvaptan)

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: 2009

SAMSCA® (tolvaptan)

DOSAGE AND ADMINISTRATION

*  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

WARNING: INITIATE AND RE-INITIATE IN A HOSPITAL
AND MONITOR SERUM SODIUM
See full prescribing information for complete boxed waming.
e 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.
WARNING: NOT FOR USE FOR AUTOSOMAL DOMINANT
POLYCYSTIC KIDNEY DISEASE (ADPKD)
¢ Because of the risk of hepatotoxicity, tolvaptan should not be used for ADPKD outside of the
FDA-Approved REMS [see Contraindications (4.1)].

RECENT MAJOR CHANGES
Contraindications
Use in patients with Autosomal Dominant Polycystic Kidney Disease (ADPKD)

outside of FDA-Approved REMS (4.1) 04/2018
Warnings and Precautions

Too Rapid Correction of Serum Sodium Can Cause Serious Neurologic

Sequelae (see BOXED WARNING) (5.1) 06/2017
Liver Injury (5.2) 04/2018

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 mEg/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)

¢ Tablets: 15 mg and 30 mg (3)

CONTRAINDICATIONS
¢ Use in patients with autosomal dominant polycystic kidney disease (ADPKD) outside of
FDA-Approved REMS (4.1)

Need to raise serum sodium acutely (4.2)

Patients who are unable to respond appropriately to thirst (4.3)

Hypovolemic hyponatremia (4.4)

Concomitant use of strong CYP 3A inhibitors (4.5)

Anuria (4.6)

Hypersensitivity (4.7)

e o o o o o

WARNINGS AND PRECAUTIONS
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 3A inhibitors é5.5)
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).

USE IN SPECIFIC POPULATIONS:

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

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

¢ Pediatric Use: There are no studies (8.4)

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide

Revised: 04/2018
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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 hyponairemia (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.
WARNING: NOT FOR USE FOR AUTOSOMAL DOMINANT POLYCYSTIC KIDNEY DISEASE (ADPKD)

Because of the risk of hepatotoxicity, tolvaptan should not be used for ADPKD outside of the
FDA-Approved REMS [see Contraindications (4.1)]

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,



SAMSCA® (tolvaptan)

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 (4.5)]. 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 (71)].

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 (71)].

P-gp Inhibitors

Tolvaptan is a substrate of P-gp. Co-administration of SAMSCA with inhibitors of P-gp (e.g
cyclosporing) may necessitate a decrease in SAMSCA dose [see Warnings and Precautions (5. 5)
Drug Interactions (71)].

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 Use in Patients with Autosomal Dominant Polycystic Kidney Disease (ADPKD) QOutside of
FDA-Approved REMS

Tolvaptan can cause serious and potentially fatal liver injury. Tolvaptan should not be prescribed
or used outside of the FDA-Approved Risk Evaluation and Mitigation Strategy (REMS) for ADPKD
patients [see Warnings and Precautions (5.2)].

4.2 Urgent Need to Raise Serum Sodium Acutely
SAMSCA has not been studied in a setting of urgent need to raise serum sodium acutely.

4.3 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.

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

4.5 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.

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

4.7 Hypersensitivity
SAMSCA is contraindicated in patients with hypersensitivity (e.g. anaphylactic shock, rash generalized)
to tolvaptan or any component of the product [see Adverse Reactions (6.2)].

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 mEg/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 mEg/L had
anincrease 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 mEqg/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.
Co-administration of diuretics also increases the risk of too rapid correction of serum sodium and
such patients should undergo close monitoring of serum sodium.

5.2 Liver Injury

Tolvaptan can cause serious and potentially fatal liver injury. In placebo-controlled studies and an
open-label extension study of chronically administered tolvaptan in patients with ADPKD, cases of
serious liver injury attributed to tolvaptan, generally occurring during the first 18 months of therapy,
were observed. In postmarketing experience with tolvaptan in ADPKD, acute injury resulting in
liver failure requiring liver transplantation has been reported. Tolvaptan should not be used to treat
ADPKD outside of the FDA-Approved risk evaluation and mitigation strategy (REMS) for ADPKD
patients [see Contraindications (4.1)].
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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.

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 (71)]. Do not use SAMSCA
with strong inhibitors of CYP 3A [see Contraindications (4.5)] and avoid concomitant use with
moderate CYP 3A inhibitors.

CYP 3A Inducers

Avoid co-administration of CYP 3A inducers (e.g., rifampin, rifabutin, rifapentin, barbiturates, phenytoin,
carbamazepine, St. John's Wort) with SAMSCA, as this can lead to a reduction in the plasma concentration of
tolvaptan and decreased effectiveness of SAMSCA treatment. If co-administered with CYP 3A inducers, the
dose of SAMSCA may need to be increased [see Dosage and Administration (2.3), Drug Interactions (7.1)].

P-gp Inhibitors
The dose of SAMSCA may have to be reduced when SAMSCA is co-administered with P-gp inhibitors,
e.g., cyclosporine [see Dosage and Administration (2.3), Drug Interactions (7.1)].

5.6 Hyperkalemia or Drugs that Increase Serum Potassium

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

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

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

In multiple-dose, placebo-controlled trials, 607 hyponatremic patients (serum sodium <135 mEg/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 mEg/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 mEqg/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 placehbo) in Tolvaptan-Treated Patients in
Double-Blind, Placebo-Controlled Hyponatremia Trials

System Organ Class Tolvaptan

MedDRA Preferred Term 15 mg/day-60 mg/day Placebo
(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)
Pyrexia 9(4) 2(1)
Metabolism and Nutrition Disorders
Hyperglycemia® 14 (6) 2(1)
Anorexia® 8 (4) 2(1)
Renal and Urinary Disorders
Pollakiuria or polyuria® 25 (11) [ 7(3)
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The following terms are subsumed under the referenced ADR in Table 1:
2 polydipsia; ° diabetes mellitus; © decreased appetite; ¢ urine output increased, micturition urgency,
nocturia

In a subgroup of patients with hyponatremia (N = 475, serum sodium <135 mEg/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
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: 0smotic 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.

Immune System Disorders: Hypersensitivity reactions including anaphylactic shock and rash
generalized [see Contraindications (4.7)].

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 (4.5)].

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 CYP 3A 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.

1.2 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

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.
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Lovastatin

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

Pharmacodynamic Interactions

Tolvaptan produces a greater 24 hour urine volume/excretion rate than does furosemide or
hydrochlorothiazide. Concomitant administration of tolvaptan with furosemide or hydrochloro-
thiazide 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

hhese rr}nedications with placebo. Serum potassium levels should be monitored during concomitant
rug therapy.

As a Vp-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 VIl 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 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 Lahor 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 years 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 (4.6) 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 LDy, of tolvaptan in rats and dogs is >2000 mg/kg. No mortality was observed in rats
or dogs following single oral doses of 2000 mg/kg (maximum feasible dose). A single oral dose
of 2000 mg/kg was lethal in mice, and symptoms of toxicity in affected mice included decreased
locomotor activity, staggering gait, tremor and hypothermia.

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

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

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

11 DESCRIPTION

Tolvaptan is (+)-4-[(7-chloro-2,3,4,5-tetrahydro-5-hydroxy-1H-1-benzazepin-1-yl) carbonyl]-o-
tolu-m-toluidide. The empirical formula is C,6H,5CIN,O,. Molecular weight is 448.94. The chemical
structure is:

HO
H
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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 V,-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 V,,-receptor. When taken orally, 15 to 60 mg doses of tolvaptan antagonize the
effect of vasopressin and cause an increase in uring 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.

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. /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 somewnhat shorter than 12 hours. There is marked inter-subject variation in peak
and average exposure to tolvaptan with a percent coefficient of variation ranging between 30 and 60%.

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

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 mEg/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.
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13.3 Reproductive and Developmental Toxicology

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

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 mEg/L.
Fluid restriction was to be avoided if possible during the first 24 hours of therapy to avoid overly
rapid correction of serum sodium, and during the first 24 hours of therapy 87% of patients had no
fluid restriction. Thereafter, patients could resume or initiate fluid restriction (defined as daily fluid
intake of <1.0 liter/day) as clinically indicated.

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

Tolvaptan .
15 mo/day- Placeho Esllgg&;dcli;fect
60 mg/day °
Subjects with Serum Sodium <135 mEq/L (ITT population)
Change in average daily serum
[Na+] AUC baseline to Day 4 4.0(28) 0.4(24) 37(3.3-42)
(mEg/L) 213 203 p<0.0001
Mean (SD) N
Change in average daily serum
[Na+] AUC baseline to Day 30 6.2 (4.0) 1.8(3.7) 46(3.9-52)
(mEg/L) 213 203 p<0.0001
Mean (SD) N
Percent of Patients Needing 14% 25% _
Fluid Restriction® 30215 51/206 p=0.0017
Subgroup with Serum Sodium <130 mEg/L
Change in average daily serum
[Na+] AUC baseline to Day 4 4.8 (3.0) 0.7 (2.5) 4.2 (3.5-5.0)
(mEq/L) 110 105 p<0.0001
Mean (SD) N
Change in average daily serum
[Na+] AUC baseline to Day 30 79(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% <0.01
Fluid Restriction* 21/110 38/106 p<
Subgroup with Serum Sodium <125 mEq/L
Change in average daily serum
[Na+] AUC baseline to Day 4 5.7 (3.8) 1.0(1.8) 5.3(3.8-6.9)
(mEq/L) 26 30 p<0.0001
Mean (SD) N
Change in average daily serum
[Na+] AUC baseline to Day 30 10.0 (4.8) 4.1 (45) 5.7(3.1-8.3)
(mEg/L) 26 30 p<0.0001
Mean (SD) N
Percent of Patients Needing 35% 50% -0.14
Fluid Restriction* 9/26 15/30 p=9.

* 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%).

Figure 1 shows the change from baseline in serum sodium by visit in patients with serum sodium
<135 mEg/L. Within 7 days of tolvaptan discontinuation, serum sodium concentrations in tolvaptan-
treated patients declined to levels similar to those of placebo-treated patients.
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Figure 1: Pooled SALT Studies: Analysis of Mean Serum Sodium (+ SD, mEq/L)
by Visit - Patients with Baseline Serum Sodium <135 mEq/L
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Figure 2: Pooled SALT Studies: Analysis of Mean Serum Sodium (+ SD, mEq/L)
by Visit - Patients with Baseline Serum Sodium <130 mEq/L
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In the open-label study SALTWATER, 111 patients, 94 of them hyponatremic (serum sodium
<135 mEg/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
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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% Cl): 0.98 (0.9, 1.1)] or the combined
endpoint of CV mortality or subsequent hospitalization for worsening HF [HR (95% Cl): 1.0 (0.9, 1.1)].

SAMSCA® (tolvaptan)

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
SAMSCA® (tolvaptan) tablets are available in the following strengths and packages.

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

Blister of 10 NDC 59148-020-50

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

Blister of 10 NDC 59148-021-50

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

Keep out of reach of children.

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].

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 P-gp inhibitors

Advise patients to inform their physician if they use strong (e.g., ketoconazole, itraconazole,

clarithromycin, telithromycin, neffinavir, saquinavir, indinavir, ritonavir) or moderate CYP 3A

inhibitors (e.g., aprepitant, erythromycin, diltiazem, verapamil, fluconazole) or P-gp inhibitors

g.g., cyclosporine) [see Dosage and Administration (2.3), Contraindications (4.5), Warnings and
recautions (5.5) and Drug Interactions (7.1)].

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

SAMSCA is a registered trademark of Otsuka Pharmaceutical Co., Ltd., Tokyo,

101-8535 Japan

,Otsuko

Otsuka America Pharmaceutical, Inc.

© 2018 Otsuka Pharmaceutical Co., Lid.
07US18IBR0002 April 2018
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WARNING: INITIATE AND RE-INITIATE IN A
HOSPITAL AND MONITOR SERUM SODIUM

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

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

WARNING: NOT FOR USE FOR AUTOSOMAL
DOMINANT POLYCYSTIC KIDNEY DISEASE
(ADPKD)

- Because of the risk of hepatotoxicity, tolvaptan
should not be used for ADPKD outside of the FDA-

Approved REMS [see Contraindications (4.1)].
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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.
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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
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 (5-fold) increase in
exposure [see Contraindications (4.5)]. 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 3AInducers

Co-administration of SAMSCA with potent CYP 3A
inducers (e.g., plasma
concentrations by 85%. Therefore, the expected clinical
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)].
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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 Use in Patients with Autosomal Dominant

Polycystic Kidney Disease (ADPKD) Outside
of FDA-Approved REMS

Tolvaptan can cause serious and potentially fatal liver injury.
Tolvaptan should not be prescribed or used outside of the
FDA-Approved Risk Evaluation and Mitigation Strategy
(REMS) for ADPKD patients [see Warnings and
Precautions (5.2)].

4.2 Urgent Need to Raise Serum Sodium Acutely

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

4.3 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
sodium, hypernatremia and

correction  of  serum

hypovolemia.
4.4 Hypovolemic Hyponatremia

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

4.5 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
strong CYP 3A inhibitors such as
ketoconazole,
nelfinavir,

tolvaptan with

clarithromycin, itraconazole,  ritonavir,

indinavir, saquinavir, nefazodone, and

telithromycin.
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4.6 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/24hours). Osmotic demyelination results in
dysarthria, mutism, dysphagia, lethargy, affective changes,
spastic quadriparesis, seizures, coma or death. In susceptible
patients, including those with malnutrition,
alcoholism or advanced liver disease,
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

severe
slower rates of

and no patient had a rise greater than 12
mEq/L/24hours. 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
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. Co-administration of diuretics
also increases the risk of too rapid correction of serum
sodium and such patients should undergo close monitoring
of serum sodium.

5.2 Liver Injury

Tolvaptan can cause serious and potentially fatal liver injury.
In placebo-controlled studies and an open-label extension
study of chronically administered tolvaptan in patients with
ADPKD, cases of serious liver injury attributed to tolvaptan,
generally occurring during the first 18 months of therapy,
were observed. In postmarketing experience with tolvaptan
in ADPKD, acute injury resulting in liver failure requiring
liver transplantation has been reported. Tolvaptan should not
be used to treat ADPKD outside of the FDA-Approved risk
evaluation and mitigation strategy (REMS) for ADPKD
patients [see Contraindications (4.1)].
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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.

5.4 Co-administration with Hypertonic Saline
Concomitant use with hypertonic saline is not recommended.
5.5 Drug Interactions

Other Drugs Affecting Exposure to Tolvaptan

CYP 3A Inhibitors

Tolvaptan is a substrate of CYP 3A. CYP 3A inhibitors can
lead to a marked increase in tolvaptan concentrations [see
Dosage and Administration (2.3), Drug Interactions (7.1)].
Do not use SAMSCA with strong inhibitors of CYP 3A [see
Contraindications (4.4)] and avoid concomitant use with
moderate CYP 3A inhibitors.

CYP 3A Inducers

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

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
hypernatremia of 1.7% in patients receiving tolvaptan vs.
0.8% in patients receiving placebo.

values demonstrated an incidence of

Immune System Disorders: Hypersensitivity reactions
including anaphylactic shock and rash generalized [see
Contraindications (4.7)].

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
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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

(4.5)].

Moderate CYP 3A Inhibitors

The impact of moderate CYP 3A inhibitors
erythromycin, fluconazole, aprepitant,
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)].

(cg.

diltiazem and

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.,
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)].

rifabutin, rifapentin, barbiturates, phenytoin,

Lovastatin, Digoxin, and

Hydrochlorothiazide

Furosemide,

Co-administration of lovastatin, digoxin, furosemide, and
hydrochlorothiazide with SAMSCA has no clinically
relevant impact on the exposure to tolvaptan.
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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, 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 weak inhibitor of CYP 3A. Co-administration
of lovastatin and SAMSCA increases the exposure to
lovastatin and its active metabolite lovastatin-f 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
receptor
inhibitors

blockers, angiotensin blockers, angiotensin

sparing
were

converting enzyme and potassium

diuretics. Adverse reactions
approximately  1-2%
administered with angiotensin receptor blockers, angiotensin
sparing
diuretics compared to administration of these medications

of hyperkalemia

higher when tolvaptan was

converting enzyme inhibitors and potassium
with placebo. Serum potassium levels should be monitored

during concomitant drug therapy.

As a Va-receptor antagonist, tolvaptan may interfere with the
Vz-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 Vz-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)].
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8.1 Pregnancy

Pregnancy Category C

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

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

8.2 Labor and Delivery

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

8.3 Nursing Mothers

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

consideration the importance of SAMSCA to the mother.

into

8.4 Pediatric Use

Safety and effectiveness of SAMSCA in pediatric patients
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
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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
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.

12

NN AREMEIXTE TE 2\, FEMo EFIZES d v
INT B DMBEFIRE~DEEIT 2,

b=

8.6 FFEREZ~OMEHA
A ~FERFEEICLD MR TEZ U DREBEA~
DGR B 2B, IO R R A2 A+

P

B BE~OARB|OFE A ITHET B Z &,

8.7 EBEEERE~DEA

BRREIIS U A ERE 21T 0 MEIX R, Z LT T
=« 7T 7 A 10 mL/min A0 BE IR 5
KRBT — 2 1372\, F72, BHEE D TR IR RE
T, MiEF R Y U MMEOHIEIZK T 2 /T I
T&ERWiY, Z v 7 F=v 7077 A
10 mL/min i O B3E TOEHIIHELE S ey, MR
IEOBE COMRITMFFTE W (/25 45 HED
HpyFipE (12.3) BHEH),

8.8 S5 oMt ALBE~DHEH

5 SIMMHEOLAREBZETO NUART X O RFBENEER
MICABERBREECEATIZ Sidnizd, HER
B OMELZ2 N,

10 BAERS

TERERAN &t & L7 BRIZE VT, 480 mg £ TOH
RO RO300mg £TO1H RS HFKERA
BHizBW\WTh, IRMIIBHFCTH -z, MR TH
VHBRICHT SRR SRRV, AR5
BRI S BT 2 e Je OVER & U CIE SRR o 8l I
IERTRESNS (NEF Y v ARE ER, £, 0
8, Wik, R,

T v MROA XZBITF D bAARTHoroROfbIz L
% LDso I% 2000 mg/kg ZHz 5, 7 v hXiFEA XIZ b
JVoNT B 2000 mgkg (B RTRER N R) A HERR O
BELIEGAORTIIRD TV, k7
> 2000 mg/kg OHEIFEOFEEIL, ~ 7 AL o THIE
BETHY, HLUHTIIEREDHORT, LA EH45k
1T, R & DMK 72 & OBMER RO Hiviz,

HWERG LSRG, ETPHEOREL MDD 2 &2
HETH D, HERLGOFEMARRELFELVAEEZA
FL, HEORAZERTD 2 L, HEOEA DS
LTWAOARHERSHDZEBBET D L,

Bwe LT, M, DEM, mEZE=2—L72RnR
5, RERIEKR OHIBIRIE 21TV, SBITIE U TRy
M OEMRE 2 MG 5, MO TR OZ 2 KMRE
AR FRIN, KoORABRTHIETERWES
X, ERE AR OEREEEEZEERS E=2— LR
o, REEZFIRNES T 2 &,



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.

11 DESCRIPTION

Tolvaptan is(z)-4'-[(7-chloro-2,3,4,5-tetrahydro-5-hydroxy-
1H-1-benzazepin-1-yl)carbonyl]-0-tolu-m-toluidide. The
empirical formula is C26H25CIN203. Molecular weight is
448.94. The chemical structure is:

(EZFEER]

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
V2-receptors compared with tolvaptan.

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

12.2 Pharmacodynamics

In healthy subjects receiving a single dose of SAMSCA
60 mg, the onset of the aquaretic and sodium increasing
effects occurs within 2 to 4 hours post-dose. A peak effect of
about a 6 mEq increase in serum sodium and about
9mL/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
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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%.

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.
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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 well-controlled
studies of SAMSCA in pregnant women. SAMSCA should
be used in pregnancy only if the potential benefit justifies the
risk to the fetus.
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14 CLINICAL STUDIES
14.1 Hyponatremia

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

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

[Table 2. Effects of Treatment with Tolvaptan 15
mg/day to 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
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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, 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 (xSD,mEqg/L) by Visit-Patients with
Baseline Serum Sodium < 135 mEg/L]

[Figure 2. Pooled SALT Studies: Analysis of Mean
Serum Sodium (+xSD,mEqg/L) by Visit-Patients with
Baseline Serum Sodium < 130 mEg/L]

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

[Figure 3: SALTWATER: Analysis of Mean Serum
Sodium (£SD,mEq/L) by Visit]

14.2 Heart Failure

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

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied

SAMSCA® (tolvaptan) tablets are available in the following
strengths and packages.

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

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 P-gp
inhibitors

Advise patients to inform their physician if they use strong
(e.g., ketoconazole,
telithromycin, nelfinavir, saquinavir, indinavir, ritonavir) or

itraconazole, clarithromycin,
moderate CYP 3A inhibitors (e.g., aprepitant, erythromycin,
diltiazem, verapamil, fluconazol) or P-gp inhibitors (e.g.,
cyclosporine) [see Dosage and Administration (2.3),
Contraindications (4.5), Warnings and Precautions (5.5) and
Drug Interactions (7.1)].

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

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

[Company logo]
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Samsca 7.5 mg tablets
Samsca 15 mg tablets
Samsca 30 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Samsca 7.5 mq tablets

Each tablet contains 7.5 mg tolvaptan.
Excipient with known effect

51 mg lactose (as monohydrate) per tablet

Samsca 15 mq tablets

Each tablet contains 15 mg tolvaptan.
Excipient with known effect

35 mg lactose (as monohydrate) per tablet

Samsca 30 mg tablets

Each tablet contains 30 mg tolvaptan.
Excipient with known effect

70 mg lactose (as monohydrate) per tablet

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Tablet
Samsca 7.5 mg tablets

Blue, rectangular, shallow-convex tablets with dimensions of 7.7 x 4.35 x 2.5 mm, debossed with
“OTSUKA” and “7.5” on one side.

Samsca 15 mg tablets
Blue, triangular, shallow-convex tablets with dimensions of 6.58 x 6.2 x 2.7 mm, debossed with
“OTSUKA” and “15” on one side.

Samsca 30 mg tablets
Blue, round, shallow-convex tablets with dimensions of @8 x 3.0 mm, debossed with “OTSUKA” and
“30” on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Samsca is indicated in adults for the treatment of hyponatremia secondary to the 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 has to be initiated in hospital.



Posology

Tolvaptan has to 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.

For patients at risk of overly rapid correction of sodium e.g. patients with oncological conditions, very
low baseline serum sodium, taking diuretics, or taking sodium supplementation a dose of 7.5 mg
should be considered (see section 4.4).

During titration, patients must be monitored for serum sodium and volume status (see section 4.4). In
case of inadequate improvement in serum sodium levels, other treatment options have to be
considered, either in place of or in addition to tolvaptan. Use of tolvaptan in combination with other
options may increase the risk of overly rapid correction of serum sodium (see sections 4.4 and 4.5).
For patients with an appropriate increase in serum sodium, the underlying disease and serum sodium
levels must be monitored at regular intervals to evaluate further need of tolvaptan treatment. In the
setting of hyponatremia, 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 hyponatremia is no longer a clinical issue.

Samsca must not be taken with grapefruit juice (see section 4.5).

Special populations

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.

Hepatic impairment

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

Elderly
No dose adjustment is needed in elderly patients.

Paediatric population
The safety and efficacy of tolvaptan in children and adolescents under the age of 18 years have not yet
been established. Samsca is not recommended in the paediatric age group.

Method of administration

Oral use.

Administration preferably in the morning, without regard to meals. Tablets must be swallowed without
chewing with a glass of water.

4.3 Contraindications

. Hypersensitivity to the active substance or to any of the excipients listed in section 6.1 or to
benzazepine or benzazepine derivatives (see section 4.4)

. Anuria

. Volume depletion

. Hypovolemic hyponatremia

. Hypernatremia



. Patients who cannot perceive thirst

. Pregnancy (see section 4.6)

. Breast-feeding (see section 4.6)

4.4 Special warnings and precautions for use

Urgent need to raise serum sodium acutely

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

Access to water

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

Dehydration

Volume status must 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 has to 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
must 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 must 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 hyponatremia (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 have to be
closely monitored for serum sodium and volume status (see above).

In order to minimise the risk of too rapid correction of hyponatremia the increase of serum sodium
should be less than 10-12 mmol/L/24 hours and less than 18 mmol/L/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 hyponatremia or medicinal products which increase serum
sodium concentration (see section 4.5) prior to initiation of treatment with Samsca must 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 hyponatremia, and medicinal products that
increase serum sodium concentration, is not recommended during initial treatment or for other patients
with very low baseline serum sodium concentrations (see section 4.5).

Diabetes mellitus

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

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

Idiosyncratic hepatic toxicity

Liver injury induced by tolvaptan was observed in clinical trials investigating a different indication
(autosomal dominant polycystic kidney disease [ADPKD]) with long-term use of tolvaptan at higher
doses than for the approved indication (see section 4.8).

In post-marketing experience with tolvaptan in ADPKD, acute liver failure requiring liver
transplantation has been reported (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

(>3 x ULN) 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.

In a post-authorisation safety study of tolvaptan in hyponatremia secondary to SIADH, several cases
of hepatic disorders and elevated transaminases were observed (see section 4.8).

Liver function tests must 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 must be promptly discontinued, appropriate
treatment has to be instituted, and investigations have to be performed to determine the probable
cause. Tolvaptan must not be re-initiated in patients unless the cause for the observed liver injury is
definitively established to be unrelated to treatment with tolvaptan.

Anaphylaxis

In post-marketing experience, anaphylaxis (including anaphylactic shock and generalised rash) has
been reported very rarely following administration of tolvaptan. Patients have to be carefully
monitored during treatment. Patients with known hypersensitivity reactions to benzazepine or



benzazepine derivatives (e.g. benazepril, conivaptan, fenoldopam mesylate or mirtazapine) may be at
risk for hypersensitivity reaction to tolvaptan (see section 4.3 Contraindications).

If an anaphylactic reaction or other serious allergic reactions occur, administration of tolvaptan must
be discontinued immediately and appropriate therapy initiated. Since hypersensitivity is a
contraindication (see section 4.3) treatment must never be restarted after an anaphylactic reaction or
other serious allergic reactions.

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
medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Co-administration with other treatments for hyponatremia 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 hyponatremia such as hypertonic sodium chloride solution, 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 hyponatremia 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 during initial treatment or for other patients with very low baseline serum
sodium concentrations where rapid correction may represent a risk for osmotic demyelination (see
section 4.4).

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 has to be exercised in co-administering CYP3A4 inducers (e.g.
rifampicin, barbiturates) with tolvaptan.

CYP3AA4 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 [Cmax] 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.

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  Fertility, pregnancy and lactation

Pregnancy

There are no or limited amount of 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.
Samsca is contraindicated during pregnancy (see section 4.3). Women of childbearing potential have
to use effective contraception during tolvaptan treatment.

Breast-feeding

It is unknown whether tolvaptan is excreted in human milk.

Available pharmacodynamic/toxicological data in animals have shown excretion of tolvaptan in breast
milk (for details see 5.3).

The potential risk for humans is unknown.

Samsca is contraindicated during breast-feeding (see section 4.3).

Fertility

Studies in animals showed effects on fertility (see section 5.3). The potential risk for humans is
unknown.

4.7 Effects on ability to drive and use machines

Samsca has no or negligible influence on the ability to drive or use machines. However, when driving
or using machines it should be taken into account that occasionally dizziness, asthenia or syncope may
occur.

4.8 Undesirable effects

Summary of the safety profile

The adverse reaction profile of tolvaptan in SIADH is based on a clinical trials database of

3,294 tolvaptan-treated patients and is consistent with the pharmacology of the active substance. The
pharmaco-dynamically predictable and most commonly reported adverse reactions are thirst, dry
mouth and pollakiuria occurring in approximately 18 %, 9 % and 6 % of patients.

Tabulated list of adverse reactions




The frequencies of the adverse reactions from clinical trials correspond with very common (> 1/10),
common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000), very
rare (< 1/10,000) and not known (cannot be estimated from the available data). Within each frequency
grouping, adverse reactions are presented in order of decreasing seriousness.

The frequency of adverse reactions reported during post-marketing use cannot be determined as they
are derived from spontaneous reports. Consequently, the frequency of these adverse reactions is
qualified as "not known".

System Organ
Class

Frequency

Very common Common Uncommon Not known
Immune system Anaphylactic
disorders shock,
Generalised rash
Metabolism and Polydipsia,
nutrition disorders Dehydration,
Hyperkalemia,
Hyperglycemia,
Hypoglycemial,
Hypernatremia?,
Hyperuricemial,
Decreased
appetite
Nervous system Syncope?, Dysgeusia
disorders Headache?,
Dizziness?
Vascular Orthostatic
disorders hypotension
Gastrointestinal Nausea Constipation,
disorders Diarrhoea?,
Dry mouth
Skin and Ecchymosis, Pruritic rash!
subcutaneous Pruritus
tissue disorders
Renal and urinary Pollakiuria, Renal impairment
disorders Polyuria
General disorders | Thirst Asthenia,
and Pyrexia,
administration site Malaise?
conditions
Hepatobiliary Hepatic disorders?
disorders Acute hepatic
failure®
Investigations Blood urine Bilirubin Elevated
present, increased (see transaminases?
Alanine section 4.4)!

aminotransferase
increased (see
section 4.4)%,
Aspartate
aminotransferase
increased (see
section 4.4)%,
Blood creatinine
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System Organ Frequency
Class
Very common Common Uncommon Not known
increased
Surgical and Rapid correction
medical of hyponatremia,
procedures sometimes
leading to
neurological
symptoms
! observed in clinical trials investigating other indications
2 from post-authorisation safety study in hyponatremia secondary to SIADH

8 observed in post-marketing with tolvaptan in ADPKD. Liver transplantation was necessary.

Description of selected adverse reactions

Rapid correction of hyponatremia

In a post-authorisation safety study of tolvaptan in hyponatremia secondary to SIADH, including a
high proportion of patients with tumours (especially Small Cell Lung Cancer), patients with low
baseline serum sodium as well as patients with concomitant use of diuretics and/or sodium chloride
solution the incidence of rapid correction of hyponatremia was found to be higher than in clinical
trials.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

49 Overdose

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. 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 (profuse and prolonged aquaresis).

In patients with suspected tolvaptan overdose, assessment of vital signs, electrolyte concentrations,
ECG and fluid status is recommended. Appropriate replacement of water and/or electrolytes must

continue until aquaresis abates. Dialysis may not be effective in removing tolvaptan because of its
high binding affinity for human plasma protein (> 98 %).

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Diuretics, vasopressin antagonists, ATC code: CO03XA01

Mechanism of action

Tolvaptan is a selective vasopressin VV2-receptor antagonist that specifically blocks the binding of
arginine vasopressin (AVP) at the VV2-receptor of the distal portions of the nephron. Tolvaptan affinity
for the human V2-receptor is 1.8 times that of native AVP.

In healthy adult subjects, oral administration of 7.5 to 120 mg doses of tolvaptan produced a increase
in urine excretion rate within 2 hours of dosing. Following single oral doses of 7.5 to 60 mg, 24-hour
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urine volume increased dose dependently with daily volumes ranging from 3 to 9 litres. For all doses,
urine excretion rates returned to baseline levels after 24 hours. For single doses 60 mg to 480 mg, 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.

Clinical efficacy and safety

Hyponatremia

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

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

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

Data on the long-term safety and efficacy of tolvaptan were assessed for up to 106 weeks in a clinical
trial in patients (any aetiology) who had previously completed one of the pivotal hyponatremia 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.

In a pilot, randomized (1:1:1), double-blind trial in 30 patients with hyponatremia secondary to
SIADH, the pharmacodynamics of tolvaptan following single doses of 3.75, 7.5 and 15 mg were
assessed. Results were highly variable with large overlap between dose groups; changes were not
significantly correlated with tolvaptan exposure. Mean maximal changes in serum sodium were
highest following the 15 mg dose (7.9 mmol/L) but median maximal changes were highest for the
7.5 mg dose (6.0 mmol/L). Individual maximal increases in serum sodium were negatively correlated
with fluid balance; mean change in fluid balance showed a dose dependent decrease. Mean change
from baseline in cumulative urine volume and urine excretion rates was 2-fold higher for the 15 mg
dose compared to the 7.5 and 3.75 mg doses, which showed similar responses.

Heart failure

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

2,072 patients received 30 mg tolvaptan with standard of care (SC) and 2,061 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
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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.

The European Medicines Agency has deferred the obligation to submit the results of studies with
Samsca in one or more subsets of the paediatric population in treatment of dilutional hyponatremia
(see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

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
of a 60 mg dose with a high-fat meal increases peak concentrations 1.4 fold with no change in AUC
and no change in urine output. Following single oral doses of > 300 mg, peak plasma concentrations
appear to plateau, possibly due to saturation of absorption.

Distribution
Tolvaptan binds reversibly (98 %) to plasma proteins.

Biotransformation

Tolvaptan is extensively metabolised by the liver. Less than 1 % of intact active substance is excreted
unchanged in the urine.

Elimination

The terminal elimination half-life is about 8 hours and steady-state concentrations of tolvaptan are
obtained after the first dose.

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 7.5 to 60 mg.

Pharmacokinetics in special patient groups

Age
Clearance of tolvaptan is not significantly affected by age.

Hepatic impairment

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 oedema, 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.

Renal impairment

In an analysis on population pharmacokinetics for patients with heart failure, tolvaptan concentrations
of patients with mildly (creatinine clearance [Cc] 50 to 80 mL/min) or moderately (C. 20 to
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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 reveal 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 1,000 mg/kg/day (up to 15 times the exposure in humans at
the 60 mg dose, based on AUC). No teratogenic effects were seen in rabbits at 300 mg/kg/day (up to
5 times the exposure in humans at the 60 mg 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 1,000 mg/kg/day.

Two fertility studies in rats showed effects on the parental generation (decreased food consumption
and body weight gain, salivation), but tolvaptan did not affect reproductive performance in males and
there were no effects on the foetuses. In females, abnormal oestrus cycles were seen in both studies.
The no observed adverse effects level (NOAEL) for effects on reproduction in females

(100 mg/kg/day) was about 8-times the total daily dose of 60 mg/day on a mg/m? basis.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Maize starch

Hydroxypropylcellulose

Lactose monohydrate

Magnesium stearate

Microcrystalline cellulose

Indigo carmine aluminium lake (E 132)
6.2 Incompatibilities

Not applicable

6.3  Shelf life

Samsca 7.5 mg tablets
5 years

Samsca 15 mg tablets and Samsca 30 mg tablets
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

Samsca 7.5 mq tablets

PP/Alu blister
PVC/Alu perforated unit dose blister

Samsca 15 mg and Samsca 30 mq tablets
PVC/Alu perforated unit dose blister
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Pack sizes
10 x 1 tablets
30 x 1 tablets

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

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Otsuka Pharmaceutical Netherlands B.V.
Herikerbergweg 292

1101 CT, Amsterdam

Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

Samsca 7.5 mg tablets

EU/1/09/539/005 (10 x 1 tablets)
EU/1/09/539/006 (30 x 1 tablets)
EU/1/09/539/007 (10 x 1 tablets)
EU/1/09/539/008 (30 x 1 tablets)

Samsca 15 mg tablets
EU/1/09/539/001 (10 x 1 tablets)
EU/1/09/539/002 (30 x 1 tablets)

Samsca 30 mg tablets
EU/1/09/539/003 (10 x 1 tablets)
EU/1/09/539/004 (30 x 1 tablets)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 03 August 2009

Date of latest renewal: 19 June 2014

10. DATE OF REVISION OF THE TEXT

{MM/YYYY}

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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Samsca (tolvaptan) £z

1. NAME OF THE MEDICINAL PRODUCT
Samsca 7.5 mg tablets
Samsca 15 mg tablets
Samsca 30 mg tablets

2. QUALITATIVE
COMPOSITION

AND QUANTITATIVE

Samsca 7.5 mq tablets

Each tablet contains 7.5 mg tolvaptan.
Excipient with known effect
51 mg lactose (as monohydrate) per tablet

Samsca 15 mgq tablets

Each tablet contains 15 mg tolvaptan.
Excipient with known effect
35 mg lactose (as monohydrate) per tablet

Samsca 30 mg tablets

Each tablet contains 30 mg tolvaptan.
Excipient with known effect

70 mg lactose (as monohydrate) per tablet
For a full list of excipients, see section 6.1.
3. PHARMACEUTICAL FORM

Tablet

Samsca 7.5 mq tablets

Blue, rectangular, shallow-convex tablets with dimensions of
7.7 x 435 x 2.5 mm, debossed with “OTSUKA” and “7.5”
on one side.

Samsca 15 mgq tablets

Blue, triangular, shallow-convex tablets with dimensions of

1. 85

i

Samsca £ 7.5 mg
Samsca #E 15 mg

Samsca #E 30 mg

2.

Samsca £ 7.5 mg
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6.58 x 6.2 x 2.7 mm, debossed with “OTSUKA” and “15”
on one side.

Samsca 30 mg tablets

Blue, round, shallow-convex tablets with dimensions of @8
x 3.0 mm, debossed with “OTSUKA” and “30” on one side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Samsca is indicated in adults for the treatment of
hyponatremia secondary to the syndrome of inappropriate

antidiuretic hormone secretion (STADH).
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

Tolvaptan has to 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.

For patients at risk of overly rapid correction of sodium e.g.
patients with oncological conditions, very low baseline
serum sodium, taking diuretics, or taking sodium
supplementation a dose of 7.5 mg should be considered (see
section 4.4).

During titration, patients must be monitored for serum
sodium and volume status (see section 4.4). In case of
inadequate improvement in serum sodium levels, other
treatment options have to be considered, either in place of or
in addition to tolvaptan. Use of tolvaptan in combination
with other options may increase the risk of overly rapid
correction of serum sodium (see sections 4.4 and 4.5).

For patients with an appropriate increase in serum sodium,
the underlying disease and serum sodium levels must be
monitored at regular intervals to evaluate further need of
tolvaptan treatment. In the setting of hyponatremia, 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 hyponatremia is no longer a clinical issue.

Samsca must not be taken with grapefruit juice (see section
4.5).
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Special populations

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.

Hepatic impairment

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

Elderly

No dose adjustment is needed in elderly patients.

Paediatric population

The safety and efficacy of tolvaptan in children and
adolescents under the age of 18 years have not yet been
established. Samsca is not recommended in the paediatric

age group.

Method of administration

Oral use.

Administration preferably in the morning, without regard to

meals. Tablets must be swallowed without chewing with a

glass of water.

4.3 Contraindications

e Hypersensitivity to the active substance or to any of the
excipients listed in section 6.1 or to benzazepine or
benzazepine derivatives (see section 4.4)

e Anuria

e Volume depletion

e Hypovolaemic hyponatraemia

e Hypernatraemia
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e Patients who cannot perceive thirst

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 adverse reactions 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
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may be at greater risk for too rapid correction of serum
sodium.

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

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

If sodium correction exceeds 6 mmol/l during the first 6
hours of administration or 8 mmol/l during the first 6-12
hours, respectively, the possibility that serum sodium
correction may be overly rapid should be considered. These
patients should be monitored more frequently regarding their
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
products  which
concentration (see section 4.5) prior to initiation of treatment

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

potential additive effects.

Co-administration of Samsca with other treatments for
hyponatraemia, and medications that increase serum sodium
concentration, is not recommended during initial treatment
or for other patients with very low baseline serum sodium
concentrations (See section 4.5).

Diabetes mellitus

Diabetic patients with an elevated glucose concentration
(e.g. in excess of 300 mg/dL) may present with pseudo-
hyponatraemia. 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
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managed cautiously. In particular this applies to patients with
inadequately controlled type II diabetes.

Idiosyncratic hepatic toxicity

Liver injury induced by tolvaptan was observed in clinical
investigating a different indication (autosomal
dominant polycystic kidney disease [ADPKD]) with long-

trials

term use of tolvaptan at higher doses than for the approved
indication (see section 4.8).

In post-marketing experience with tolvaptan in ADPKD,
acute liver failure requiring liver transplantation has been
reported (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 (>3 x ULN) 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.

In a post-authorisation safety study of tolvaptan in
hyponatremia secondary to SIADH, several cases of hepatic
disorders and elevated transaminases were observed (see
section 4.8).

Liver function tests must be promptly performed in patients
taking tolvaptan who report symptoms that may indicate
injury, right upper
abdominal discomfort, dark urine or jaundice. If liver injury

liver including fatigue, anorexia,
is suspected, tolvaptan must be promptly discontinued,
appropriate treatment has to be instituted, and investigations
have to be performed to determine the probable cause.
Tolvaptan must not be re-initiated in patients unless the
cause for the observed liver injury is definitively established

to be unrelated to treatment with tolvaptan.

Anaphylaxis

In post-marketing experience, (including
anaphylactic shock and generalised rash) has been reported

anaphylaxis

very rarely following administration of tolvaptan. Patients
have to be carefully monitored during treatment. Patients
with known hypersensitivity reactions to benzazepine or
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benzazepine derivatives (e.g. benazepril, conivaptan,
fenoldopam mesylate or mirtazapine) may be at risk for
hypersensitivity reaction to tolvaptan (see section 4.3

Contraindications).

If an anaphylactic reaction or other serious allergic reactions
occur, administration of tolvaptan must be discontinued
immediately and appropriate therapy initiated. Since
hypersensitivity is a contraindication (see section 4.3)
treatment must never be restarted after an anaphylactic
reaction or other serious allergic reactions.

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 medicinal product.

4.5 Interaction with other medicinal products and
other forms of interaction

Co-administration with other  treatments  for
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hyponatremia and medicinal products that increase

LHRCEIEEREDHA

serum sodium concentration

There is no experience from controlled clinical trials with
concomitant use of Samsca and other treatments for
hyponatremia such as hypertonic sodium chloride solution,
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
hyponatremia 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 during initial
treatment or for other patients with very low baseline serum
sodium concentrations where rapid correction may represent
a risk for osmotic demyelination (see section 4.4).

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.
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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 observed plasma
concentration [Cmax] 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.

maximum

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

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

contraceptive measures during tolvaptan use.

Breast-feeding

It is unknown whether tolvaptan is excreted in human milk.

Available pharmacodynamic/toxicological data in animals
have shown excretion of tolvaptan in breast milk (for details
see 5.3).

The potential risk for humans is unknown.

Samsca is contraindicated during breast-feeding (see section
4.3).

Fertility

Studies in animals showed effects on fertility (see section
5.3). The potential risk for humans is unknown.

4.7 Effects on ability to drive and use machines
Samsca has no or negligible influence on the ability to drive
or use machines. However, when driving vehicles or using
machines it should be taken into account that occasionally
dizziness, asthenia or syncope may occur.

4.8 Undesirable effects

Summary of the safety profile

The adverse reaction profile of tolvaptan in SIADH is based
on a clinical trials database of 3,294 tolvaptan-treated
patients and is consistent with the pharmacology of the
active substance. The pharmaco-dynamically predictable and
most commonly reported adverse reactions are thirst, dry
mouth and pollakiuria occurring in approximately 18 %, 9 %
and 6 % of patients.

Tabulated list of adverse reactions

The frequencies of the adverse reactions from clinical trials
correspond with very common (>1/10), common (>1/100 to
<1/10) and uncommon (>1/1000 to <1/100), rare (= 1/10,000
to < 1/1,000), very rare (< 1/10,000) and not known (cannot
be estimated from the available data). Within each frequency
grouping, adverse reactions are presented in order of
decreasing seriousness.

The frequency of adverse reactions reported during post-
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marketing use cannot be determined as they are derived from
spontaneous reports. Consequently, the frequency of these
adverse reactions is qualified as "not known".

[Tabulated list of adverse reactions]

Description of selected adverse reactions

Rapid correction of hyponatremia

In a post-authorisation safety study of tolvaptan in
hyponatremia secondary to SIADH, including a high
proportion of patients with tumours (especially Small Cell
Lung Cancer), patients with low baseline serum sodium as
well as patients with concomitant use of diuretics and/or
sodium chloride solution the incidence of rapid correction of
hyponatremia was found to be higher than in clinical trials.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of
the medicinal product is important. It allows continued
monitoring of the benefit/risk balance of the medicinal
product. Healthcare professionals are asked to report any
suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

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. 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 (profuse and
prolonged aquaresis).

In patients with suspected tolvaptan overdose, assessment of
vital signs, electrolyte concentrations, ECG and fluid status
is recommended. Appropriate replacement of water and/or
electrolytes must continue until aquaresis abates. Dialysis
may not be effective in removing tolvaptan because of its
high binding affinity for human plasma protein (> 98 %).

5. PHARMACOLOGICAL PROPERTIES
5.1

Pharmacodynamic properties

Pharmacotherapeutic group: Diuretics,

antagonists, ATC code: C03XA01

Vasopressin

Mechanism of action

Tolvaptan is a selective vasopressin V2-receptor antagonist
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that specifically blocks the binding of arginine vasopressin
(AVP) at the V2-receptor of the distal portions of the
nephron. Tolvaptan affinity for the human V2-receptor is 1.8
times that of native AVP.

In healthy adult subjects, oral administration of 7.5 to
120 mg doses of tolvaptan produced a significant increase in
urine excretion rate within 2 hours of dosing. Following
single oral doses of 7.5 to 60 mg, 24 hours urine volume
increased dose dependently with daily volumes ranging from
3 to 9 litres. For all doses, urine excretion rates returned to
baseline levels after 24 hours. For single doses 60 mg to 480
mg, 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
concentrations of tolvaptan are present for longer periods of
time.

active

Clinical efficacy and safety

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 aetiology subsets (e.g. HF,
cirrthosis, SIADH/other). At 7 days after discontinuing
treatment, sodium values decreased to levels of placebo
treated patients.

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

tolvaptan treatment in an open-label,

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.

In a pilot, randomized (1:1:1), double-blind trial in 30
patients with hyponatremia secondary to SIADH, the
pharmacodynamics of tolvaptan following single doses of
3.75, 7.5 and 15 mg were assessed. Results were highly
variable with large overlap between dose groups; changes
were not significantly correlated with tolvaptan exposure.
Mean maximal changes in serum sodium were highest
following the 15 mg dose (7.9 mmol/L) but median maximal
changes were highest for the 7.5 mg dose (6.0 mmol/L).
Individual maximal increases in serum sodium were
negatively correlated with fluid balance; mean change in
fluid balance showed a dose dependent decrease. Mean
change from baseline in cumulative urine volume and urine
excretion rates was 2-fold higher for the 15 mg dose
compared to the 7.5 and 3.75 mg doses, which showed

similar responses.
Heart failure

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.
had no statistically significant
favourable or unfavourable effects on overall survival or the
combined endpoint of CV mortality or HF hospitalization,
and did not provide convincing evidence for clinically

Tolvaptan treatment

relevant benefit.

The European Medicines Agency has deferred the obligation
to submit the results of studies with Samsca in one or more
subsets of the paediatric population in treatment of dilutional
hyponatremia (see section 4.2 for information on paediatric
use).
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5.2 Pharmacokinetic properties

Absorption

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 of a 60 mg dose with a high-fat
meal increases peak concentrations 1.4 fold with no change
in AUC and no change in urine output. Following single oral
doses of > 300 mg, peak plasma concentrations appear to
plateau, possibly due to saturation of absorption.

Distribution

Tolvaptan binds reversibly (98%) to plasma proteins.

Biotransformation

Tolvaptan is extensively metabolised by the liver. Less than
1% of intact active substance is excreted unchanged in the
urine.

Elimination

The terminal elimination half-life is about 8 hours and
steady-state concentrations of tolvaptan are obtained after
the first dose.

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 7.5 to
60 mg.

Pharmacokinetics in special patient groups

Age

Clearance of tolvaptan is not significantly affected by age.

Hepatic impairment

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
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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.

Renal impairment

In an analysis on population pharmacokinetics for patients
with heart failure, tolvaptan concentrations of patients with
mildly (creatinine clearance [Ce] 50 to 80 ml/min) or
moderately (Cer 20 to 50 ml/min) impaired renal function
were not significantly different to tolvaptan concentrations in
patients with normal renal function (Cer 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, carcinogenic
potential.

genotoxicity or

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 (up to 5 times the exposure in
humans at the 60 mg 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.

Two fertility studies in rats showed effects on the parental
generation (decreased food consumption and body weight
gain, salivation), but tolvaptan did not affect reproductive
performance in males and there were no effects on the
foetuses. In females, abnormal oestrus cycles were seen in
both studies.

The no observed adverse effects level (NOAEL) for effects
on reproduction in females (100 mg/kg/day) was about 8-
times the total daily dose of 60 mg/day on a mg/m?2 basis.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Maize starch

Hydroxypropylcellulose

2 LME LTV,
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Lactose monohydrate
Magnesium stearate
Microcrystalline cellulose

Indigo carmine aluminium lake (E 132)

6.2 Incompatibilities
Not applicable.
6.3 Shelf life

Samsca 7.5 mg tablets

5 years

Samsca 15 mg tablets and Samsca 30 mg tablets

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

Samsca 7.5 mg tablets

PP/Alu blister

PVC/Alu perforated unit dose blister

Samsca 15 mg tablets and Samsca 30 mg tablets

PVC/Alu perforated unit dose blister

Pack sizes

10 x 1 tablets

30 x 1 tablets

Not all pack sizes may be marketed.

6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Otsuka Pharmaceutical Netherlands B.V.
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Herikerbergweg 292

1101 CT, Amsterdam

Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

Samsca 7.5 mg tablets

EU/1/09/539/005 (10 x 1 tablets)

EU/1/09/539/006 (30 x 1 tablets)

EU/1/09/539/007 (10 x 1 tablets)

EU/1/09/539/008 (30 x 1 tablets)

Samsca 15 mg tablets

EU/1/09/539/001 (10 x 1 tablets)

EU/1/09/539/002 (30 x 1 tablets)

Samsca 30 mg tablets

EU/1/09/539/003 (10 x 1 tablets)
EU/1/09/539/004 (30 x 1 tablets)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF
THE AUTHORISATION

Date of first authorisation: 03 August 2009

Date of latest renewal: 19 June 2014

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.eu

European  Medicines

16

Herikerbergweg 292
1101 CT, Amsterdam
Netherlands

8. RERDES

Samsca £ 7.5 mg

EU/1/09/539/005 (10 x 1 &)
EU/1/09/539/006 (30 x 1 &)
EU/1/09/539/007 (10 x 1 &%)
EU/1/09/539/008 (30 x 1 &%)
Samsca & 15 mg

EU/1/09/539/001 (10 x 1 &)
EU/1/09/539/002 (30 x 1 &)
Samsca & 30 mg

EU/1/09/539/003 (10 x 1 &)
EU/1/09/539/004 (30 x 1 &)

9. FIEIAZERA/AZEEHA

WIEAFR A 2009 428 H 3 A
FAETEHA 201446 A 19 A
10.2:TH

{(MM/YYYY}

AREFMIZET 27722 F L, BRINEIESLITO Web
A N CAFHETH D, http://Www.ema.europa.ecu




COMPANY CORE DATA SHEET

Tolvaptan

Cutoff Date: 07 Dec 2018

Effective Date: 22 Mar 2019

Note: This CCDS information is limited to the Otsuka territory
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xR 2 REMBROETEEERBMOEMEIECRITTA
SAFTYV I HADRE(EYNT & VIEEIERE MRS
BICWd 54 S aFV —ILHAROL)

la=x7] B AUCeo
KRR 1.47 1. 84
M1 2.63 4. 94
M2 0. 80 1. 60
M3 1.07 3. 14
M4 1. 29 3.33
M5 2. 43 4,37
(e Rk N 53 7-24451)

AREERA BT 2R RICEYINT F D 30meZ S AR 1%
5L, FFAMORARMVT 7 > BALKEREE K DCYP3AL
e UNCYP2D6IZ & BRI T T B EZRAM Lz, TFA DO
A RV T 7 > RALKEFRE KR D CYP2D6IZ X 21T T
HINT 5 R O EIIZRD SN0 o /20, CYP3A4IT X
LRBUIETNT Y DHEEEIC XV IESI N, (FFA DO
A MIVT 7 2 BACKEREIEKFIY B G NN S
& M EE ORI, R 3-methoxymorphinan/
dextromethorphankt2%0. 5165 & 72> 7=,)

AREERR A B T2 RICEYIN T D 30mg D Hiph % G-
KO ot 2 R20mgE O ff 5RO 5B ifn 4 Bl 95
BERH Uz, BRMIEEORSANS OZLEIZ. EFN
7y IR A SR 5% 2 KR, AR T ER TN
—1.2%., —3.9% THho/zDizHL., 70t 3 REFHERC
13, B5% 28R, AR TEN TN -10.6%. —11.4% T
H0., 7Ot REDOHAICK D EAOEERN A SNz,

(B R RRAR)

BFRPEHIRIR A )V E > PE AR IZ K 2 HIRIR BV E > ANEE 57
FEMERFDBE 160 Z R E LIFERIEF IR (1 B 1R 7 H
FDIZBWT, EFNT S IR 0mgR SIC X D IiEF bU D
LREO EANEO SN, MiEF MUY ARED BRI £Y
INT & CHEEER G M ER IO RSN, 4 HH (3 HEH#E.24
i te) & 8 HHE (7 [mIH #5240 f8%) B RREOEZ /R L7z &
3)e Few BUINTY BB GANICERIE T, EK - R,
S, MHERSE DR N U U AMUE T RERE S 2 BRRAEIR & 38 7=
H8BIDS B, T HITWT N DEEARNEIR D I3 RAED
507,

3)

&3 EYNT S VIR0 H 1 BIREEOKRSHOMBET b

U ARBREHE
BFEA FlE | FHE | RERE | &IME | FR(E | ZKE
5 HE i 16 | 122.8 6.7 107 | 123.0 | 132
| [AIE#25-24050%% | 15 | 129.1 5.7 117 | 130.0 | 138
2 [ H e G24ER% | 14 | 129.9 5.4 119 | 132.0 | 137
3EIH$ G242 | 15 | 1318 5.9 121 | 131.0 | 142
7 [mH 24N | 14 | 133.3 8.3 119 | 133.0 | 148
BT mEq/L
(ERhER)
1. EEBER

MNYT L2 N -ZREERERD
EPNT Y UHEEBEIZ. B RN T LY OV RSB
KT b, A IBEBEAEAICBNT, EHNY LD
Vo2 RARAN DR A 2 IRERGERNCHEL -, TFNTY
BT, & "N T2 V-2 B RREBIC BT, Ehn
B & TIEAMPO AN Z R I T NV T L3 I K BeAMP
OEAZIH L= ENS, NV T3 V-2 BERENER
EHLTWDZED RSN, £, —HOEERBWICH
N T2 V-2 RIREETUER RO 5Nz, E kNY T
DOV T 2HEFEEEIE. REMAK (9. 42+
0.85nM), M1 (0. 88=0. 11nM), M2(1. 88==0. 30nM). M3 (6. 594
0.50nM), M4(22.5+2. 3nM), M5(24. 3+3. 0nM) TH > /=,

Q)EEREWICHIT 2 FIRIER?

ETNT S OHEEEEIT. RET Yy NROA XICBWT, HE
KEMICREZENSE, RESBLEEZ TS Ek, KEA X
T3, MEOHRETHSD 70t REFERRD, JRPEMR
BHEANOFEBIASNT, HHAKZ DT T2 A0 EFRNGE
BN,

QYAFIRRIVE > FEE N WEERBETET IV EMICH T BERY
EBHNT S BT FIRREBIVE > AR5 G o WAE 5 T
FIVTy MZBWT, KF MU DA MEDEEZER L,

2. ERR

EYNT Y AR, N T V-2 B RE A 2 KR

FIFHETHHEATH D, BIEEAETONY L itk

HKFEWINZHET S EICXD, BEIRMITKZP L, BR

Bk O8N D IR WFIRMER OKFIRIER) 2R 7,

(B ICEET 2 BEFHMER)

—i 4 T BN Ty e Mozavaptan Hydrochloride (JAN))

b4+ N-(4-{[(5RS)-5-(dimethylamino)-2, 3, 4, 5—-tetrahydro-
1H-benzo[b]azepin-1-yl]carbonyl}phenyl)-2-
methylbenzamide monohydrochloride

MK 0

SO
O
H *HClI
CHs KOG FAEAR
773 ¢ CortlaeNs0, + HCI
S TE ¢ 464. 00

R BOORERIEOM R TH 5. PAFILZIERFT RITHE
T <, BEEE (100) RUOA Y J —)LIZRRmEiT 7 <,
KITODEITIZS K, T4 /=)L (99. HIZEFic< <.
AFHICIFEEAEBBT RV, KFEDAY J — LRI
(1 =100 et 2R S 72,

Al T K9264°C (SR

(@ %)

74XV §E30mg : [SP] 18



(EEXE RO E AR L)
FE K
D) HAFseRstiE Ay« SR SR, 34(7), 827-834, 2006
2) AT E A ¢ SEEE SRR, 34(T), 835-845, 2006
3) BN ¢ B SR, 34(7), 847-854, 2006
MHEKEE K

RIFRSEGR A B3Rt & —

T108-8242 FHETHBHE X HEFG2-16-4

ST 5> R R IINIYT—
EE 0120-189-840
FAX  03-6717-1414

XK (B &)
NV T LD 5B EIEE (SIADH) DD FEE| & & U ke
I. FEME
BiK D 2B s,
I. AT R
O IEF N U D AJEEIX1835mE/LE A%,
L IMAEESEEIE280mOsm/kg & R IE] 5,
€7 b U AMYE, KEBEMECEAND ST, /N
TL T DRENIH S N TV,
PRIEEEIZ100mOsm/kg % L[E]%
L RPN D ARREIZ20mE/LEL ETH 5,
B HRE R
. R R BRI R,
[F2 I L itE]
FEE : T BLVTDOITNTEHZTHD,
v, #ERIzw
K MU T AMFEZRTRD S D ZRINT S,
1. M/ EOBEIKS N Y D AME @ DAZ, IFEED
MEK B, 7 O —UREEERE
2. F MUY LAREERHSMMEE ORI SIS N
L IME © JRFE R E R B A AR AR T, O A MR RE,
X PR SECRE P JE R, R, MEIE, TR A fE
3. MRMEREDIFIFIER KT N YU ™ A ME © 5676 PR R
EHEAR IR T (R AR AT ZER AR (K T E)
) R ERER B S R RREBCRT S 3
TR T TR RERE 2 1T BT 2 A ATISE) BE @ HARNS I ES
MEgE, 95(Suppl. May), 18-19, 2019
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ESIES IS, I
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B LANE 7.5mg

Y LAXHEE 15 mg

B L X HEE 30 mg

H L X7 OD £ 7.5 mg
H L X H OD & 15 mg
H L X5 OD £ 30 mg
Y LRAHDEEN 1%

%150
(RFEFTRERE VRN XEICET H1FH)

1.8 RHXE ()

X RIXE () IBEEREOLOTHY,
BMDRNXEESHRITH &,

REHRERAZH

XK BTG MR AL 2 R
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1.8.2 HEXEFHR, AERVAERMMERALOTIEORERML ... 14
1.8.2.1 MRER TR BV TRERUVRAE] () EZORERM ... 14
1.8.2.1.1 FEHRESUITINIE ] (B2) e 14
1.82.12 [ZHBEX TN IR ) (F2) DFERTERRML .o, 14
1.8.2.1.3 THVEJL OV B ] (B2) oo 19
1.82.1.4 THER O E] (52) OFRTERML ..oovoeeeeeeeee o 19
1.8.2.2 MEALDEE] (B) EFDRERI oo, 25
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202045 A1ERL
THRE - RITHRAXEISDERS

By ¢ SRR

BEXHEIRE : $¢7.5mg - 15mg - 30mg (364 H)
OD%¢7.5mg - 15mg * 30mg (304 H )
WK% (3014 H)

MIVINT B8
BIZE, MAEEZERY

F)ER—EMEFEOMLECLVERTH L

V-SRI

T XE (F)

$021D 275
$L21 2 15™

BFEEmANEES

872139, 87249

ARES BR5chAta

#€7.5mg | 22500AMX00010| 20134 6 H

#215mg | 22200AMX00956 |  20104F12H

#230mg | 22600AMX00552| 20144 5 H

OD#£7.5mg
OD#g15mg
OD#$E30mg

30100AMX00226
30100AMX00227
30100AMX00228

20194111

FERL1 % | 22900AMX00508| 20174 6 J]

YL EE30™

Samsca” tablets

MILINT 4 ‘/EI@H'%WEEiEﬁE
¥,2h'0D%E7.5™
¥0,2N'0DEE15™
JLAN ODEE30™

Samsca” OD tablets

NIVINT & > FERL

YL 1%

Samsca” granules

1. BE

(OARLRUHEZICE T 210K ETE)

1.1 REREICE Y. 8BEKFRD S RAKERPYS
FRUILMEERL., BHEEICE > HEGIFEH
E3hTHY. £, ABEMBEF MV ILBED
TR P2EEEMEEERBEERTEThIH D
CEPSH, ARRTC#HREZHABIXISBERT S Z &,
-, BICRERBAREBRBICEmEBEF YUY
LEEHEEICHFES B &, [8.8. 8.12. 9.1.3,
11.1.3._11.1.4 B8]

(SIADHIC B3 B1KF b U Y ALNSE)

1.2 AFBEICEY ., 2BEMBFF VI LEED L
BRIt 23 MEBEEREE LTS ZIhIHEC
Eho. ABRT TS %6, EEXIIHEL, &
BAEMEF R LABEQERPHSNEBEICE
B HENBEEITS &, $FICRERIAE. MERAXR
EEBRICIEKADFIBREERL ., MiFF U LE
ExEOICHETS_&. [8.14, 9.1.3, 11.1.4 5
i1

1.3 AFEEhEImEF b D LRBEEZE=-42) T
Lieho, BEBEICRKELRAEL. B KKI
[BAfEETBZ &, [8.14. 9.1.3. 11.1.4 BHE]

(BRafEESEMED S IRE)

1.4 AFF., BLEeFBHLREEOSRBICOVTT
AEHMBELOEMNDS & T, AELOFREEIE
fatbsx LE 2 EHIKT SN B3GR ICOAEETHZ &
T, REBRERIBICEILD. FFIEHRRERAES
EREFTEHAVWC EXEE LT HEREEI» #IRT
DEThPH3Z L. BYLKSERROCESRNE
MEREZICLDIEZLU L TOERIDETH S
CEEED. FEOFWHERVUEREE BEICTS
ICEHBAL. AE%EE3 &,

1.5 45 ISR SRR T ENEERIC W T, BRI £ KF]
RICESRAKER, &F MUY LMELR EDOEIER
PHODLhdEThIHBDT. 2HELEDHBEFEFD
BERAIZART TITV., BYEKIEBEODES
ICDOWTIEET B &, /-, FEHEEREIDEL

o

(D

EHR1EIIGMBEF MUV LEBREZRET S &S
[8.21. 11.1.3 BE]

1.6 REIDOHTRESICELY, EELHEREIRKBEL -
EFIPRESNhTVWBEENPS, MBI AT I
F—EERVHBEVILE MEZ &8 -IF#ERE
D ARFIREFEETM R CESEICKBE L. KFKRE
g EHBIEISFFEEREE =R T &,
¥/-. EEPRBROONABEICEESICHKEEZHIE
L. @Y)eBE#IT>2 &, [2.8. 8.18. 8.19.
11.1.5, 15.1.1 B8]

2. BE(ROBEICIIBELEWI &)

(xhEEdLE)

2.1 RAOB S TP EY (BN T & V3R
SR LBBGE DA B 5 B

2.2 T8 % & U2\ USR-S EU DS Rk 70 B (6 BR
MAFREDORWRAN X D ET MY 7 A E L TBKRD B
ENDDH 5H.]

2.3 IR IR L Cw A Wtk H 5 Z1E(9.5 &
1]

(DAL RUFEZEICH T 24F%ETHE, SIADHICH I
BKF b Uy LIMNE)

2.4 RO BE [ AH OB BT E v,

2.5 FY) 7 KAl 5 R 8k 7 PR BE 0 3 9,31

2.6 wF MY AGE O B [ARF O KFRER I X
DEF MUY AMENHEST 2 BENDH 5]
(BLeABMLRHED S RE)

2.7 W RBRERERE 4 (eGFR 15mL/min/1.73m2A)
DHrHHBHK9.2.2 B]

2.8 MBYENT g, AR T B Bk BT 5 5 o T B dk b (R
el REBL RO 5 MEICEMHT 20 ) B2k
) XZZFOEAEDH 5 BH[1.6. 9.3.3 ]




3. fER% - MK
3.1 #rk

Wese s ARG A

¥R H |15 - s =
VST Y AR, vy ERI YT
$€7.5mg | VST F V7. 5mg S e

KAt lﬁq]“ o FaefFy7ruertio—2x,

$¢15mg | PV NT F V15mg | .. o <
HFH25 T NI AL —F,

F A LG AFTY VTRV A

$t30mg | VN7 ¥ ¥ 30mg

ey o N

0D %liﬁﬁlﬂ D-v=bF—, LFBFY

FVNT YT 5mg | F7uErkira—R, EY¥

Z)L'imfﬁ :_)1/7)1/:'—)1/‘(?[:%0)‘%\/“1
0D ﬁwﬁﬁ W), ZuxAKRE R, o
15mg MVNTH V1bmg |U—RA, bUERITT VT
F A “. %5@2%7&3:#51/—
0D %Hﬁiﬁlﬂ FLATFTY VB TIATY
FVTH V30me | D

30mg

AMAF, PyEDAT T
WA H lgFF' MAAVAN "anHt’II/D—-X\ |

FafFy7ruertio—2x,
R MK A B, H2s 7w
S AL—F

Wiki1% |k 37 ¥ 2 10mg

(Y L2 H$E30mg. L X HODHI0IME)
OHFIRAIVE > NEE S MRS (SIADH) ICH 1T 5
EF bV LMEDRE
OBFHEIRICHEALTSEY., PO, EEREDEAE
ErRVEREHFRIESRED S REOEITIH
(%)

$¢7.5mg
$E15mg $E30mg
OD$¢7.5mg

WKL 1% OD%$¢15mg | OD$¢30mg
DA BT B A O O -
NFREZE L2 B B IR O - -
SIADHIZBIF AKF b
V) 7 A E O O O
g RS Yo
5 Wl © © ©

O:AikdH Y. — k%L

5. MEERITNRICEDHET % x=
(SIADHIC &3 B{EF b U 7 LIMSE)

3.2 HAOMHK

Wres |t S | Es | #S

(mm) | (mm) | (mg)

HOH 7.7
FAAH FAD D ein Rt

o o sy 0 G2 P 26 | om0
W dbi

FHlodE| —
gy o | (2L
%bi :

A/

$E15mg 3.1 #4180

HtodE|
FAAA AD D
$e30mg |||
Fhe

3.1 |#174

IR0
SERTIRAD 0| e =
7o |
e o #s

2.6 | #85

F LR A | FHtaDE
O D HMAY D¢
15mg | #EHE

3.1 |#170

Hooh|
gﬁf;ﬁlhw‘
30m I PHEIARICTE]

LS

3.1 |#160

F DRI 5 st o Wik

MR %

4. HEERITHR
(B LAHEET.5mg. ¥ L AXAHODEET.5mg. Y.L X HFER
1%)
ONW—7HREBEZEDMOFIRETHER+2ELFE
NP YO 37 327 : =
OIW—THREZEDMDFIRE TCHRERA T2 EFEEL
IZH (T 21465 ETE
OHmFRFIVE > TNEE S hEESE (SIADH) IS 2

5.1 AR#NZ, PAURE B IV E ¥ A G WEERE (syndrome
of inappropriate secretion of antidiuretic hormone :
SIADH)IZ2OWT I % HiEk%E dORED §; <‘:. <.
SIADH.ZW S h =B HICHG T B L, FWICH

710“('@ Hi%“r@rrif”@fiiﬁﬁ”ﬁgﬁﬁﬁﬂj‘:%ﬁmIiiz

Bl i b i g~ % g A1)

%A/?v//\Mﬁﬂﬁﬁmﬂmﬂzﬁﬁﬁiﬂ_i%
AT s I L

5.2 kK \ﬁﬂﬁﬁ%%jﬁbfijﬁﬂ' b Y A iHE A L T
VWHEWEHIZORBEHTH L,

(%%@ﬁ@ﬁ%ﬁﬁ@?ﬂﬂ%)

53 UTOWTNIZHFEUTH2IGITHEHT LI &,

- MR A RAT50mLLL L TH B 2 &,

c AWM RKBEIARS%/ SELLETHE L, IR
AR, TR AR TS50mLEL BT, BEAR O
PHEVEHEIND BB EZHMAANT, [17.1.4 &
]

5.4 5B OZ LT F = 7Y 7 5 ¥ AH60mL/min
KOBFIIBUT 26 RREEIHELL Tk
Vo BRI, EHBROZ VT F=Y YT

7 ¥ ZAH60mL/minPl LD BH ZMAANTz, [17.1.4
2]

6. AERUHE

(OARLICH T BFEITE)
R RAIZE RV TF v 2 LT15meg% 1 H 1R
%595,

(FFEZICH T BEKETE)
WE. MANIZE P VAT H 2 LT7.5mex 1 H 1M
3253 %,

(SIADHIC 5 B b U 7 L MfE)

EF kYUY LINFEQHE
OBRBIEICEXLTHEY., D, BRBEDEAR
EFrRVEREFEMSHEMO S REOETIME
(B LZAAEE15mg. Y.L X HODEE15mg)
ONV—THREZDMOFRETCHEFR T2 EO0FL
& T 26T
OMFRAFIVE > FE AP MAEREE (SIADH) (B 5
&K b U LMEDSE
OBREIBRICHEALTHY., o, BEEREOHEAR
EFROVEREFEESHEMED S REOETIE

W WA NN TH 2 LT7. 5mex 1 H1M
%595, BECRUET, FEFLWMEF YT A
WEIET A CERBMICHETE S, b, BAOD
R X VBT 2A%, ik HEIZIH60mgE T
L35,

(ﬁ%ﬁ%ﬁ@‘l‘i%ﬁﬁﬂ) SHE)

CEANZIZ IV NT 2 LTIH60mg % 20 (3]
45mg A F15meg) W TROH -2 BEd 5. 1H
60mgdO M TLHEB YL L5 L. AR D 55612
. 1H90mg (#60mg. # J530mg). 1H120mg (¥
90mg. # J30mg) & 1M LLE O RIFE 2 220 TE R
RS 5, BB, AAEMEICD U CHEAERKT 5205
e HEIZIH120megE TE T %,




(%)

P55 )51k Peht
%ggahmmw 1H1E |15mg
ggg“ﬁ”%%:lawu7ﬁmg
SIADHIZ BT % 1H1f DG 7 . 5ma
B b0 s | S | G i) — i R60me
- B UG 1 H 60me (W145mg. 4 Ji15mg)
Tgf?,ﬁffﬁ%% 1H2E |+ 1H9%mg(#60mg. 4 %30mg)

POIeH (%) 17120mg (#9%0mg. 4 Ji30mg)

7. BERUHABICEET 3=
(DARERUHEZEICH T 24K EFE, SIADHICE 1 31K
7 b Uy L INfE)

7.1 CYP3A4RHER (L bFaF vy —)b, ZhaF ) —b,
752034 Y UE) LML EET L
Vo RLEMTIHT A2EEE. AR ORED HVIHE
HE»SORMKLEZERT A &, [10.2, 16.7.1-
16.7.3 1]

7.2 R OYRZ T 720, TR T LI e
ZE L,

(ODRERVFFEZEICE T 2 4KITER)

7.3 ARFANIRPELZ BN S €55, F U w7 2562 1Y
msghna s, MoFREOV—FFIRIE, 4
THA FRARIE, LTV AT VL) LA LT
T AL, B, & bOENEF VYT AFIRART
F F & OB v,

7.4 HRHUER AN 2 LB iz G52k a2 &,
HERTH R OMEFHC T 2 AR I TH iR n,

(DRLICH T B HEETSR)

7.5 MiEF B A EEA125mEq/ LA D MF, 2k
MEEMFEROBLHU T LL v HB s h 3 BH,
B, MLFET DY Y ARENIEF RN TR O B E
CHRGTASAIE. PR (7.5me) S HIBT 52 & A
PELwv, [9.1.1. 9.1.3, 9.8.1. 9.8.3 BF]

(FFEZEICH T 2 5RETR)

7.6 MEF Y 7 ARENI2SmEq/LAMO S, 2k
MEEBRIMAE R DOWPHU T L vl sh b BHIC
B5T AT, LR (3.75me) S HBT A 2 LAY
FLwv, [9.1.1. 9.1.3, 9.8.1 BK]

(SIADHIC &3 B{EF b U 7 LIFE)

7.7 > b Y 2 EN125mEq/LRMDOEE ., & ik
RIS P v A BELHIET LN EDH L BT
UEH ) o 2, R, 7 a— g, ffREE
%), [ EIEBRINE R ORADUEFE L < v &HIRES
N2 BHCHEG T2, = (3.75me) 5 iR
LT ENHFT L, [9.1.1, 9.1.3, 9.8.1 B

7.8 0 H O A&H# P 520 & 24 Ho$ 5-ji F T2+ b
U AREASmEq/LUE ERUASE. MHIME L
BV EDRET LW,

(BLarBHEsRMED > RE

7.9 WIEBIRZ W 5 720, 4 )5 O 5 X817 4057 [ LA
kI BZENET L,

7.10 CYP3A4BIER L OB IZ#IT 52 LT L v,
RPHEETHHT AL, TEZ2SRL., AF0OH
Wiz ITo 2k, [10.2, 16.7.1-16.7.3 & M]

3)

LU H AR E D i) 7 CYP3A4
HWH O CYP3A4RHEHI & > | KLEH & OfF D
MR OCH=E | PFHROREROCHE AR O R
GEE R D1/25) GEH R0 1/45)
1H60mg 1H30mg 1H15mg
(#45mg. # Ji|(#22.5mg. % J|(§¥11.25mg. ¥ Ji
15mg) 7.5mg) 3.75mg)
1H90mg 1H45mg 1H22.5mg
(#160mg. 4 J|(#30mg. #F15mg) [(#H15mg. ¥ K
30mg) 7.5mg)
1H120mg 1H60mg 1H30mg
($90mg. # Ji|(#45mg. # Ji15mg) |(#22.5mg. ¥ Ji
30mg) 7.5mg)
8. EELEALNEE
(hBEHE)

8.1 ARADAKMBAEHIZ X 0 AR IMAE R DA% K L.
MiEFH Y 7 2RELZ B S8, LEME, LCEHNZ
BT HBLNDDH H DT, AHFG PG A ) 7
ARERWET L L, [9.1.2 BH]

8.2 INgEAFRET G113, WEEZEZEET LI L,

(DAL RUFTREICH T 2 F&RITE,. SIADHICH 1 K

F b U LE)

8.3 AHl OG- M. BRI L FRIZHED BiAK. &F b
U AEZR EDORIEHRD Sbh b BZNEDH 5D
T, HHgREOBREORBZBIE L. W 2K
AT, ARE, ME. IRAAE RS 2 BNl e g
LTk,

8.4 AHKIDOFRIEHIEEN, 1B, Bk EDERD D
LbhzHEIE. Koz ir) XoHET s L,
[11.1.3, 11.1.4 K]

8.5 AHKNI OG- MW H» O EELIFHEEREND OIS
CENH DD, ARG B RRRE R 2 i
L. Ade < &b $ 5 B 208 B N A R et 2 47
Ik TRLEHT. ToBLEGEMET LY
H120E, MIHREEZITS 2 &, [11.1.5. 15.1.1 BR]

8.6 ODFTVENHLDLNLI ENRDHLDT, ERHITEER
TAHZ L, Fo. SUEE. BB E OMERS G R % M
I B A BT ARBICIIEE S L L,

(DAL RUHEZICE T 210K ETE)

8.7 IR IRIEDT L L W &id, MR E &Mk
WMLzwz e, [17.1.1, 17.1.2 W]

(ODREICHB T BHRETER)

8.8 AHIPE G- B Ufi 1% 245 W] AP K FUIR B He 255k < S8 3
T 5720, A L bS5 FMA~6R B 0NII8~12
WA M) v 2 REZNET A L, $HH
BEHPSLEMEEIZBEHINE L, 20%dk5 &Mk
M ALAICIE. HENET S L, [1.1, 11.1.3,_
11.1.4 W]

8.9 HEUAE (A IRELRIFICa Y Pr—raEnT
W5 L EDRE) IR AL BRE G 2L
T &, ENBERREBIZBWT2HEE 282 % 0%
Bl 72 v,

(FFEZICH 1 25T E)

8.10 AR DG L Y HE LR E D SbNE S
END D, WHERETIZ. FBREL2 X ELZES
BEhH A L. ROERBOEALE RANC X 5T
R EDORIA L OXPXHETH L Z L ITHEL T,
AH DTG IIHIzoTIE, VAZEXRLAT 4 v b EFE
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8.25 KK DTG L VIRNENDH LML LBH LD
Ty EWTRAEEZIT) T EHEFE L,

BEOEREETIEREICETIER
1 BHHE - BEEEDH 5EE
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BWMBARED Sbh e, 2l 2G5,
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NHDHEE
B LewZ s, ARAOHMEPHFETE RV, [2.7 2
Hig]

923 EENBHEBE(VLF7FZIUTI R
30mL/minzkii) D& % BF
Wik B &, AFOMMEPRES EA TS, [16.6.1
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14. BRHLOEE

141 EEAZFEFOEE

($&. OD#g)

14.1.1 PTPREOEAIIPTPY — b2 SR L CTIRA
THIIWET L L, PTPY— F#KICE D, fl
WA AR A L, Bk ils b LT
Wb R EDOEE L GIHEZ IR T 22 L 05D 5,

(OD#z&)

14.1.2 AHF T O Lo TR 2R S8 5 L #EP )
T 5720, K LTIRWETH S, 72, K
TRHTAZEBTE S,

14.1.3 AFNIE-F FORETIX, KeLTHREZSER
Wz,

15. ZOMOEE

15.1 ERPRERICED 158

(BLEAEHSEMD S IRE)

1511 WHOREERL D ) R RZZ R E L2E
AR = 5 5 Wb e (B L IR 3 Y 12 B v T AHl
60~120mg/H X137 5 £ R Z3EMPG Uz H. 3%
A EROUGE 22 58UV E v E5, okl
FRO3ME 22 5 MHEALT LA U MiEAST LR85,
AFN PG BEDO2NED bNTze Tz, M ERD
25 % B2 AALT LA ORBBEN. 7R LI
U CARA B G- B TR Do 72 CRAFI B 55960451 4761
(4.9%). 75 & REA3BIFF6H](1.2%)) 0 B AHI
BB BT 5 M FRO3MG 2B HALT LA O%
id, ®E5HB3~147 Aoz D SRz, [1.6.
8.5, 8.15. 8.19 BI#]

15.1.2 Wy mAEEL 3t ) B E 2R E L8
I AH = 5 Wi (IR L R 3B 12 B v T AH
BB 7o RBEE LR L TR OB O RRBLER
DD o 72 GEECHI TR (AFP 5-5£0.8% (8/96141) . 7
T REE0.2% (1/483%1) ) . MR ONE CRHF 3585
0.2%(2/961%1) . 75 & KREE0% (0/48351)) o AFHl & D
B IX 2 CoREMTRES N, HRATORIIZ L
Motz

16. ZE4)EHRE

16.1 Mg

16.1.1 BEE%KE
FERERE NI VST & 2 15~120mg % 225 Hi R 18 5- L 72
g D I R BEHE RS B OSSR BN TE /X 5 X — & & M 16-1 R O° K
16-11275R73 2,

800 1
o *— 15mg
= —— 30mg
5 " —— 45mg
Z 6004/ —o— 60mg
g - — 9233
= —o— 120m
A I B
=400 4% |
™
o U &
z 200§\
= VB

o ,
de¥r

12 24 36 48 60 72 84 96

Ja
0
F2 R (h)

[16-1 fEE R AIC BT B DIV T & v $ 5.0 o I e v e 3
& CEME, 661, 30mglE o & 1241)

7

#16-1 M T 5 v M GO EE T X — 5

F%E tmax Cmax AUC( t12
* (h) (ng/mL) | (ng-h/mL) (h)
15mg 2.0(1.0~4.0) | 135+53 645+367 |3.3+1.2

30mg 2.0(1.5~6.0) 21376 1,302+553 |3.9+1.7
45mg 2.5(1.0~3.0) | 363318 | 2,098+1,950 |2.9=0.8
60mg 3.0(1.5~4.0) | 315+105 2,321+634 |4.6%0.8
90mg 2.0(1.0~3.0) | 429+146 3,600+922 |5.8%1.4
120mg 2.0(2.0~3.0) | 661276 | 5,908+2,091 |9.3+3.2

CPI9 = B tmax D AP (FEPH) . 661, 30melE o> A 1241)

(SIADH(-_%H 61&7‘ F U r7.L\I£[l fiE)

#h L7 H%W) FUNT S /@%%@ﬁf INT A — 9%%16 212

AT OHEIATFT—%),

W H)] 1\7)( 4

L =N Lmax sznx AUCl M
Lo (h) (ng/mL) | (ng-h/mL) | _(h)
Z.5me | 2.00.0~4.0) | 107+49 | 608332 |6.02.5
mg | 2.00.0~3.0) | 157+68 | 944339 |5.9+2.1

I f i 84
(I15mg##))
16.1.2 RIE#HxRE

FERER AN B VN T & 2 30~120mgZ 22 MERET H 1m7 B 18 AR
BIOPRG L2 VAN T Y oMM PEREIC BB ITAON
Lol

(DARLICH T 216%ETE

DRI BRI VNS F 2 15mek 1 H BT H B RAER 185
L72BED M VST & v OB /NS A — & 2 F16-312R8F9,

2£16-3 ORI M VST & v 15mek 7 H [ AT 515 o SE 1 B
BT A—%

tmax Cmax AUCz4n t1/2

(h) (ng/mL) | (ng-h/mL) (h)

Pe51HH | 4.0(1.8~5.9) 258 +95 2,057+795 [6.6+2.1

#57HH | 3.9(2.0~6.0) 256+102 | 2,173+1,188 [6.8%£2.2

CPIH £ BT tmax @ 2P ULAE (HEPH) . 1081)

(FHEZE IS H (T 2 EETE)

PRI E S S VST 7 V7 5meZ L H 17 H AR O3

G LD PV T 5 v DY EE ST A —F 2 FRKI6-UTRT7,

716-4 NFEFIE B EC S VN T 5 07 .5mg % 7 H I B 5-0F 0 3£ B

BT 2—%

tmax Cmax AUC2an tie
(h) (ng/mL) | (ng-h/mL) (h)
P45 1HH |4.2(3.8~11.8) 100 +54 1,061+732 [9.1+5.4
P57HH | 4.0(1.7~7.9) 112 +60 1,370+1,165 |8.5+4.1

CEI £ B A, tmax® A I (FEPH) . 2041)

(BREFBEESREED S RE)

WA RENEZ O 9 B EFHIC1IH120mg% 2/ (90mg.
30mg) (250 CTTH BRI 5 L72RED vy 7 7 o
WE)E T A — 5 & FK16-5IRTY FHEAT— %),

F16-5 W HAREES B0 ) MFEFIC VAT 5 Y1H120mg% 7
H RGO SE B RE N T A —

tmax Cmax AUC2n
(h) (ng/mL) (ng - h/mL)
FE57THH | 2.0(1.0~9.0) 716+ 344 6,570+ 3,230

CPIIE = BEER A tmax®D S HYH (FEFR) . 1261)

16.1.3 &EMFHIREMH

TEEEE A PV N T 2 15mg (ODEE iE % $e) Xix30mg
(OD$E T EMeE) & 7 T A — 3 =BT & 0 2255 )k
L85 LR oY BRI T X —F % K16-612RTY Coall
WAUC D BT MO DI0%E X iz w1 b0.80~
1.250FPHANTH Y. WIhDOERIZBWTHODSEE Emse
FAEMFENCHETH 720 T2y PV TF V7 .5mgODEE
EI AR R % 5 BROBEERA QLW EHHEE L FI4
YIZHO &, BHERHAIZ N VNS Y V15mgODEEE L7z,
IR ENE A L S, EWFENICRS L A STz,



#£16-6 MV N7 F 2 15mg X i30mgHi % R DKL S5 2 — ¥

3 tmax Cmax AUCt t12
AR (h) (ng/mL) |(ng-h/mL)| (b
15 2.0(1.0~4.0) 13171 697 £+ 440 3.4+1.0
mg
OD#¢15mg _
kL) 2.0(1.0~5.0) | 149+73 674361 | 3.2%1.0
OD#$t15mg N
kD) 3.0(1.0~5.0) | 125+63 685+ 392 3.3+0.9
T
Hilgt 2.0(1.0~5.0) | 203+73 | 1,120+334 | 3.2%0.6
30mg
0D$¢30mg
kL) 2.0(1.0~4.0) 218 £56 1,130%£306 | 3.2%0.72_
OD#$¢30mg _
ki) 2.0(1.0~6.0) 198 £55 1,110+312 | 3.3%0.6
CE¥E = B 2. tmax®D S P I (FEPR) . 3981 (15mg) . 4161
(30mg))
2) 401
16.2 BRIR

16.2.1 BEORE
R AN D VST & 15mg7x HRIRE I G- U720, 22
BHICHREBTE G TlECoa L FAUCIEZ R ZNL MG R
1.15CTH - 729,
ERFERR A VYT 7 2 60mg!? iZ90mg'V & HilmFR 14 5 L
7oWE. MR GAC R EZ G Tl Cradd TN ENL AR5 K
U200, AUCIRZNRZNL. IMERDL.05TH - 72 (SEA
F=%)0

16.2.2 $EHBINA FTANLZEY T ¢
R AN BT 2R OK G ROHMFIW N, + 7L 5
T 4 1E56%TH - 72 FAEAF— %),

16.3 o
b MR AR, 98.0%0h T - 722 (in vitro. WAL
2iik) o

16.4 L&
PUNRTH L E, EMFIZRY—AF 70— AP450D 5
FHDH L, FELTCYPIALZ X WU &N BY (in vitro)o
[10. B]

16.5 HEtt
FEREE AL, UC- M VN T ¥ V60mg % 22 R I R 3 5
L7720, $rp R ORI ZEn e S L7z it ie 058.7% K O
40 . 2% A S e REBARO IR R OIRBPORIERIZ, 7
NENEGRED18. 7% R TP1% A TH - 72 MEANTF—% ),

16.6 HENERZEI2EE

16.6.1 BEEEESAE
HEREOREORLLIHEBRE (F LT F=0 20T I VAL
30mL/min. 7 V7 F=Y2797F ¥ A=30~60mL/min &~
L7F=r 27 YT Y A>60mL/min) i M VN T ¥ 2 60mg
P L7z AUCIEK. FhZ17,360ng - h/mL. 6,980ng * h/
mL &% 083,890ng - h/mLTd o720 F72. MUEHEEEN 3,
FNENL.2%. 0.6%K1.0%TdH o 7o MU bEEER 53 %
W TR U2z RREOAUCKE., 2V T7F=v 7
V79 Y A<30mL/min, ZV7F=2U7 5 A=30~
60mL/min X7 L7 F=2 27T I Y A>60mL/minTZh
ZN71.8ng - h/mL. 36.4ng - h/mL}& 0*37.5ng + h/mLTC® -
W HEANT—%). [9.2.3 B3]

16.6.2 FHiREREEEE
YRR P VST Y Y 15megh kG LD AUCIE,
85 BN 2 3 (Child-Pugh %38 A X1xB) T1,618ng - h/mL.
T S B (Child-Pugh % #C) ©2,172ng * h/mLTH -
7219 (REERIEHT) o

16.6.3 SnE (65 L) . 751
MVNT & OB EREIIZAE R L ORI X 2 B
SN h o7z,

16.7 EMHEIER

16.7.1 A vaFJ—JL
R AICB VT, B RCYPSAAD M EEHZ A3 57 b2
FV—N200mgk FANT F U30mgDPHIZE D, RS
% ¥ DCmax L FAUCIZZENZENI 5 L U5 . 4512 7 o 7218 (HF
FA7F—%). [7.1. 7.10. 10.2 ]

8

16.7.2 ZJLarvJy—Ji
R A B W T, PEEEDOCYPSAADEH ZHT 5 7V
a2 —N200mg& bVNTF V30mgDPHICE D, PN

75 Y DCrnax L TAUCIE ZNZNL .85 L U3 01512 7 o 7219

MEANTF—%), [7.1. 7.10. 10.2 BI#E]

16.7.3 JL—F70—YY1—2X
R ANICB VT, PV ANTF Y60mg% CYP3A4D FHEE M
EHTAIL =TIV =Y V2= AZXOVIRM Lz, v
NTZ VDCrax RFAUCKKZNZENL. IR OL.64512% -
72O AEATF—%). [7.1. 7.10. 10.2 ]

16.7.4 U7 7EY >
EFERAICB VT, CYPIAADFENEH 24T B 77 v EY

Y600mg& MIVNTF V240mgP DPEHIZE Y. P ANTF Y

DCanax L FAUCIZZNZN1/6 S T1/812 78 - 728 (FHE N 7 —

%) [10.2 ]

16.7.5 x>
RSB WT, PHIEADOEETHSL Y TF Y ~0.25mg
LMW T S 60mgDBEHICED . VITF T UV DCua kT
AUCKK. ZNZENL.MGR L2512 520 PN TEZ VD
Crnax EAUCIE, WIFNBL. IFEICH >V HEAF— %),
[10.2 ]

16.7.6 Z DDA

AEHERAICBWT, CYP3AADRERE THILUNR Y F ¥
80mg& PN T F 90mgDPHICE Y, anAFF D
Coax L PAUCIZL. 3G R U1 A5 12 o 72, anNA T F v
80mg& M WANT 7 60mgDBEHIZE D FIVNT F ¥ DConax
EAUCIRWIN B .25 - 72D AHEAF— %),

c ANEPRBEFICBVT, CYP3AMADEETHALT I FHFay
200mg& MR TF YO0mgDEHIC X BT I Ay u o
MBI EDZEALIZS% R TH - 7220 BHERAF— %),

AR AICB VT, CYP2CODRE THAHLTINVT 7 ¥
26mg& PAANT F V60mgDHEHICE D, R-I VT 7 ¥
ES-TNT 7Y Y OSEY BRI T 2T Rd o 7P (S
ANF—=%),

AR ANICBWT, PUANT S Y30mge 7k I F80mgk
DOFHICE D, DU T T VDCrax L FAUCIT VT ILH 1.2
il olze B FEBZBTF 7 Y F100mgs DPFHIZE D
PUVINTH Y DChnax L TAUCIZZAL L 2 Hr o725 B IUNT
yrikzuetI PR Faszous7 Y FOEYBREIC
WEBEGZ oD MEANF—%),

HARKOARBRENZIHHRZ, DALICBT B KEES
15mg. FFMZ 2B 5487 .5mg. SIADHIC BT 2
Y A MSET . 5~60mg M O Geta it L2 ko 9
Juf60~120mgTdH %,

17. ERPRELHE

171 BMERORLM(CEET 2 Rk
AR A OB E D TFIRT

(DARLICH T B RS

17.1.1 EINE T HRER
D FRHE Z 25 L CHARBIEFE 2D 5 b ) o kLR
ERFEENR L LT EHERBERBICBWT, bV AT S
Y16mg i 7 7 R 21 H1M7HMREO8%RS- Lz,
FHEFEHH TH 2 R 5 OREZLREIE. PV T S
156mght-1.54+1.61kg(\R—2 5 4 ¥ :59.42+12.30kg. 53
) CEME = BEEf =, LT . 79 2 XREE-0.45=
0.93kg(N—2 54 ~ :55.68+12.60kg. 57%I)THH. b
NTH UEETIR, 79 REEICHKRL THE LR RE IR
HHN7z(p<0.0001, thiE). RERAEHGEH L) ADN
P50 28 U CRkbe L7z (K17-1) 0 F 72, miik5HFICE
2 O PEIRIE LA S L GHERIR R, IR, FGRIE) 2%
i L7z (RI17-D) 7,




1 |-
05 -
0 S [ O [ IS S
g'o 05
i}
2 -1r
X
S
@ —15F
£ —o— FIEREEM=5T) *x
—o | —e— MILNT S »15mght (n=53)
SPIAH + R HEf
Kok P<0 01 (v s7°7t‘1‘4€¥— tﬁu‘:)
_2‘5 Il Il Il Il Il

/\;X IHH 2HH 3HH 4HH SEFI 6EFI 7EFI IEFI ZEFI
FA v

sl BH —

K17-1 DEEEEH BT B REONR=F L V95D
(77 2R Lo HERLERER)

RKI7-1 DRI S T O ZAL (7 7 £ R & o ZHHERILKRR)

OPETRIE LAY D T FVINT F 2 15mght 75 & R
SHFIR RERZ L i (cm) -2.03+2.81 -0.51=1.18
[#1%] [27] [19]
JFRE R ZE AL &k (cm) -1.07=0.89 -0.35=1.00
(B (18] [17]
I TR O R (%) 63.9 42.1
(B [23/36] [16/38]
CPINE + BEHEAR )

HIVEHIZEBUBEE X 535112981 (54.7%) T - 7z FREIWEH
. E9BI(17.0%)  AERR6H (11.3%) . HUR5HI(9.4%) KT
BEIE3H (5.7%) TH - 720 [8.7 BR]

FFEZICH T 2 HREE)

17.1.2 ERE DHEHE
D FIPRIEZ e 5 LT H RN 2580 S 5 IR E %
e L EERIEERBICBWT, PV YT Y V7. 5mgX
377 RZ1H1RT7HBFEORS L.
FEFMGIEHH Th 5 Rl 5 oREZ{LRIE. b7 S
7. .5mghtE-1.95+1.77kg(N—2 5 4 ~ :59.35+12.69kg.
82) CPgfl = B R 2%, LLTFRABR) . 79 2 KEE-0.44+
1.93kg(N—2F 4 >~ :59.15+13.15kg. 80F) THH. b+
NTy UEETIE, 79 RBICHE L THERERERD IR
OOz (p<0.0001. thiE). HRERIIHEGEH LY ALN
Pe 5 W1 258 U CRkbE L 72 (X17-2) o BB H-FIC B B 1
PERIECRE D AT R OBk . BEPH, TR 2583 L7z (3%

17-2)0 %720 WRAEIR (A0, BRI, BN C oI
R PR, 45 IREE) b 8 L 7o,
15

HEDZALR (kg)

—o— TR
—ol—e— MINTH T snght

+mm+ﬁ¢r¢
SEIH 4EH SEH GEIH 7EH

_25 Il Il Il
~—2 1HH 20H
I4 v
W% o
A A i\ i 80) (78  (19) (74)  (T3) (71) (700 (7D
MIUNT & 7. 5mghE (82)  (82)  (81)  (81)  (718)  (76)  (75)  (75)
H17-2 PR EF BT 2REDOR—2F 4 5 0%1L
(75 v R0 EEHILERE)

©)

K172 RIS RE S T O ZAL (7 7 £ K & o “HHERILKRER)

SRS A 5 b MV TH T 5mght | 75 REE
WA ZE bR (mL) -492.4+760.3 -191.8+690.8
[#%4] [82] [80]
M PRZEAL Rt (cm) -3.38+3.56 -1.11+3.67
(%] [81] [79]
TN R (%) 54.8 28.3
[B%] [23/42] [13/46]
CFI il + B )

RIER R BUIE X, 82BIFR37H1 (45.1%) T - 72. EHRRITEA
. LB (13.4%) . HUR6HI(7.3%) . FEHA3HI (3.7%) & OF
ARIRAESB (3.7%) TH - 720 [8.7 BIR]

(SIADHIC & F BEF b Y 7 LIMFE)

17.1.3 EANE M B
ARSI BR 2 F2 i L C h i b ) v AREAEFEAL W
SIADHEZ166] (L5 Y 7 2 E135mEaq/L &) % X
Lt Eajﬁﬁﬁﬁkhw PV TE 1H1AT. 5msz7a’:?x—bf

i L. R

Lto liE'
&5%&3¢a:mi§+ PU v AREAEFALL, KF YT A

30El kL

MHECAED HEEIRD 22 {, R TICX - TiiEF bY >

LEEAMET LW cX25H13, BG4 7

e L7

%ﬁ%mi®mﬁli7.5m2 1141, 15mg 4BITH Y . 1Lk
X MERHRESRESh o, T, MR RIGEE
6B CHEAEEH I, aﬁ'ﬁ"‘% @)ﬂgljﬂ Smg 8@]

15mg 66, 60mg 1 TH - 7= 1330H
22~29H ] 5 15~21H 1 8"'14[] ] 21 1"'7[] i 2
Eu?&)o?‘:o

FEEA CTH 2 G HBH (RUOYEEIE, B&kEE
H¥HF TORKOMETHIS) DILEF b Y 7 2380 IEF{k
HE L5135 mEq/LARM TH o 2 BB E A3, B

135mEq/LUJ: &oﬂ*ﬂ") LiSl 3%(13/16%)“(%0t0 1

1% F ~ VU 7 2 (mEg/L)

110 T T T T T T T 1

0 5 10 15 20 25 30 35 40
Bz
[¥17-3 SIADHBFIC BT 2 i+ b U 27 2 i o 46 B3
GEE #BaRE)
i+ b Y A EEo51H 0 O : 126.9mEq/L

13 4% 5 1 DL o i i

EIERI R BIBUE 3. 166111051 (62.5%) TH o 720 T EIIER
. 1E3B1(18.8%) . it 7 L 7= Hm2f (12.5%) K T°
PRI 201 (12.5%) T o 70

U ARED

(BRadEMESREMD S RE)
17.1.4 SN EERERHER
WY RS M 0 O B B (1, 44481, HARNBE177H)

PEL) R L EERLERBRICBWT, PV TS
~45mg/15mg. 60mg/30mg. 90mg/30mg X7 J K % ¥,
A 1H 21 34E R4 5 L 726

R E Lz H et b2 5tk o ) RS RE . BT o4&t
27z L7zo D205% (A 18%) DL S0 AT . @ ME1E 2
MHBIAMND Z L7 F =27 5 ¥ A%%60mL/minkl I,
QAL BT REFOMRIZ & 0 BFAER ORI A H W L e Sh
% B (i A RT750mLEL 1) o



53, 1H60mg (#45mg. #15mg) & D BIE L. ZAAMEHE
HHNMNIE, 1HIOme (#160mg. #30mg). 1H120mg (5
90mg. #30mg) & LM & ZHiHg U, &g 25 K Ak A vy
R 2 e KT 2 34E R 5 L 720

FEMEEE T 5 MNEEROZLROBERM A 13-2.7%/4F
(MWNTH VB 2.8%/4EDRM. 75 v REE : 5.5%/4FED
BN &R, 79 RBEICHR VAT S U BECTELRZA
IR 272 (p<0.001) (K17-4) 0 F7-. HWYetufhEmt2
TV 5 ML O Wi EAEIR S B 5 84 5EMEH 0 (B e AL,
B RILEEA L, TV T VIREARD)ICBWTH, #BEA
NV MOFREBY A7 A B S 72(£17-3) 0BG I
JHHOFZHH LOEEEOZILOR ROV TIE, £17-31C
R o HARADERICBWTORMELRFHERETH - 72,

60 | = kLT E (n=819)
- 5 (n=458)

40
#
e
fil
e 20
=D
e
i N
=y
no 04
B
|
k¢
<20 -
et ) 12 24 38

S HAMCE)

BU17-4 F Rt RS J8 1 0 9 BB B 30 % i B A A
DOEALHRIIH T 5B (7T R L o HEHRER)

MHEMOR=Z25 4 YOFHfE : vV NT 5 UH#1,704.8mL. 75 &

AH1,667.5mL

KI7-3 W RARENES R 0 5 T IS0 2 # 3l B H #5430

AR HAR N
o |7resm| DT | s e
B AR O Z L] L ¥KaL 2.80 | 5.51 | 1.27 | 5.04
(n=819) | (n=458) | (n=106) | (n=58)
RERIZE -2.708 -3.770
(pfit) e (p<0.0001) (p<0.0001)
BATMEE |4~ M Ee-| 43.91 | 50.04 | 40.98 | 51.87
(n=961) | (n=483) | (n=118) | (n=59)
NF— I 0.865 0.771
(pfii) (p=0.0095) (p=0.1281)
BRREREREAL| 4~ FRBL| 1.85 | 4.84 | 1.33 | 8.25
(n=961) | (n=483) | (n=118) | (n=59)
B s 0.386 0.167
& (pfi) (p<0.0001) (p=0.0011)
af el |4~ RERL| 4.73 | 7.30 | 2.33 | 2.9
fil (n=961) | (n=483) | (n=118) | (n=59)
? = R 0.642 0.767
- (pfit) - (p=0.0071) (p=0.6564)
b |FIEEAL |4~ b EeL] 3074 [ 32.05 | 28.32 | 31.83
¥ (n=961) | (n=483) | (n=118) | (n=59)
2 NF— Kl 0.942 0.863
% (pfiti) - (p=0.4223) (p=0.5248)
W TVTI VARV IR | 817 | 7.75 | 9.00 | 8.84
H |REAL (n=961) | (n=483) | (n=118) | (n=59)
NF— Tl 1.037 0.994
(pfif) - (p=0.7420) (p=0.9827)
RO Z AL |2 kit -2.609 | -3.812 | -4.837 | -6.279
(n=842) | (n=464) | (n=108) | (n=58)
RERIE 1.203 1.442
(pfifi) e (p<0.0001) (p=0.0119)
a) %/4E

b) A R ¥ b/100BIEENAE

o7 VT F= v ok

d) (mg/mL) ~ /4

) MIBIRAE T VT X B4 50 L R O R AR O M@ & 0 5k

DA XY ML E TORE (FREZED)ICOWT, 5HERTLE L
proportional rates/means model % Ji\» THiH

(10)

FIE BB EE 1. 96161 (HAAN118% % & &) 85141
(88.6%) Th o720 LREMWERIZ. 1178525061 (54.6%). %%
36661 (38.1%) . 1 FIMEIR280%1(29.1%) . SHRR22351 (23.2%)
IPRE1E15290 (15.8%) « B 12990 (13.4%) & OF% fkE10041
(10.4%) TH - 720 [5.3. 5.4 BH]

18. ZENZEIE

18.1 1EA#RF
NV THZ iZ, NV T LY Vo BAREE BRI % 3B
LT 2EAATHY, BEABETONYTL Y VITL DK
HWINEHEST S22 2L, BIRWIKZIEEL., EfY
P Bm 2 b e W FRER ORFIURIER) 27" F. %72,
ZRMED ) BHFIZBWTIENY TL Y VI & BHAcAMP®
LHEHHTZZ LD, BERBROEO S o KEH
3 %,

18.2 NVYTL Y VS REHERER
FUVRTE L E, B bV T LY U Ve AR BRI ) O
Sy b A IEBEEAICBNT, ERAY TV Y YDV
BRANDOHE FRERGERICHE L. T2, YT L
¥ UV HARRBMIIC B VT, ZHEH S TIEcAMPO /L
BMAEREF, NV T LY VIZE b AMPOREEZHR LS
LB, NYT VY UV ZBEREE 2/ L Twb 2 Lt
RENT, B bV T LY U V-2 BRI 5 BE R .
0.43+0.06nmol/LT& - 72332 (in vitro) »

18.3 FIR/EH
VN TE i, BT v P ROA XICBWT, HREED
WCIREZHMEE, REBEZET SR, TOLE, V—
THRELZERLY, HHKZ VT 5V AREDHEE R,
H K D PEE 2 80 X 872 ORFVRVE) 3239

18.4 HUREEER
FUVINTH i, 5y MRIBEFVICBWT, A55=Vik
SRR R 7 3 VR BN & W0 T 2 ] RAK
BRI L72ze 720 BEOASERITB W CTRAREM 2
RU. RIS 2B S 7239,

18.5 FEKEA1EA
MVNTH . Ty MIFRBABEKETVIZBWT, JEKD
BT HIREJ IR &2 WA & 8723,

18.6 {KF b U LINFFEER
PVNTE E, 5y MEF P Y AMIEEF VBT,

MEF r Yy 2382 PR S, KF Y Y AMSEZRSEE L0,
18.7 @S MEEITINHI(ER

MUNTE iE. SRED D RO E T IV TH D pcy~<

A, PRA2VSH < A R OPCKT v MIZBWTHEAEROH K%

P L 723810

19. BRI T 2L EIEA

—f%% : bV TF ¥ (Tolvaptan (JAN) )

1b%% : N-4-[(GRS)-7-Chloro-5-hydroxy-2,3,4,5-
tetrahydro-1H-benzo[b]azepine-1-carbonyl]-
3-methylphenyl}-2-methylbenzamide

BF : CosHasCIN2O3

DFE - 448.94

M R ARoORN L ERENREORKTHE, A5 -V
FT g 2= (99.5)ICRRHEIFICL L KiITIFEA
LT v AFD R ¥ ) — Vg (1-50) 3 etk
BRI R\,

RO g AL i
B & :224~228C
20. BURV EDEE

(OD#8)
T IO —HERERAE T TRET ST L,



21. HABEH

(BEadBHuERMD S RE)

211 FYA R EEL O ) RS OBEBRORFA DY 2 7120
WTHSICHE L. $e50 5 o RIRPL TR RE R MiE F ~ U
2 BE 0 SE T R A 2 13 LD & 3 B AR o0 3 1F A A g
BREMIZE > TORMGE N, 51T, EHEY - ERICB
WTIRHAIB IS Y FEMIC L s TG SN L2 HRELE
ECHRAzREND L5, BERFICHZZ> TUELIENZ
HLaorzE,

21.2 BIEWNGES. —EROEMIARS F— B EMENL T
O RAPBEL SN2 EIER %2 WGBSR e kA E
FEMTH LI, RAOREN R OEMNECET 55—
FEBINCNEL., AAlo@EEMHICLELHBEZ#LSL S
Lo T ERENFHRICOVWTIEMMICHE T2 &,

22. ‘A%
(B L A H$ET.5mg)

PTP : 205 (108¢ x 2) . 100$¢ (108E x 10)
(Y L 2 HEE15mg)

PTP : 205 (105 x 2). 1008 (105 x 10)
(Y L A H$30mg)

PTP : 105 (105¢ % 1)
(Y 1L 2 HODEE7.5mg)

PTP : 205% (105 x 2). 1005% (105E x 10)
(# 1L 2 HODEE15mg)

PTP : 205% (105 x 2). 1005 (105E x 10)
(% s 7 OD$E30mg)

PTP : 105 (105 x 1)
(B LA 2 BRI %)

TIAF v 7RIV 30g

23. EE

1) Oi, A. et al. : Cardiovasc Drugs Ther. 2011 ;25
(Suppl.1) : S91-S99.

2) Furukawa, M. et al. : Cardiovasc Drugs Ther. 2011 ; 25
(Suppl.1) : S83-S89.

3) Torres, V. E. et al. : N Engl ] Med. 2012 ; 367(25) :
2407-2418.

4) Kim, S. R. et al.
(Suppl]) S5-S17.

: Cardiovasc Drugs Ther. 2011 ; 25

H ARG CTD2 7. 6 22

6) FLPVEE DR RIE I B B R S B EER (20104E10 A
27H&#. CTD2.7.6.5)

7) FLPVER - IR RS BT B R SR B R (20134E9 H
13H&F. CTD2.7.6.4)

8) thER - RO REEL O S B RF 2R E L
Jigi PR SR P 2R 6% (20144E3 A 24 H KR8, CTD2.7.6.5)

9) *LNERL : ODSE D A Wy 221 ) 5=k

10) PN EH - AHORERB60mg (201443 H 24 H K3
CTD2.7.6.2)

11) #EP&E -
CTD2.7.6.3)
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Otsuka s=x#F A HK#HEDA2-9

: Endocrinology. 2005 ; 146(7) :




1.8.2 HREXIIHR, BERUVAERMERLOFEDR TR
1.8.2.1 EERIIHR ] RU TRZERVHZ] () &Z0OHRTIRN

1.8.2.1.1 MREX (IR (F)

4. HEER (TR
(WLRDEET75mg, YL RXH ODEE7.5mg, Y LRXHEH 1%)
O L—THREZEDMDFIRETHRFT+2ELLRLITE T HHERETE
O L—THREZEDMDFIRETHRF+DLEHEEICS T 5 HERETE
O HFIRHBIVE D FEE S MEIEEE (SIADH) IZHFBES ~ ) Y LAMFEDSRE
BEEMNEICEBALTEY, D, BEROBAXEENEVEZEAEHSHEEDOSRED
HEATHN S
(U LRADEE15mg, Y LXH OD & 15 mg)
O L—THREZEDMDFIRETHRFT+2ELLRLICE T HHERETE
O HFIRHBIVE D FEE S MEEEE (SIADH) IZHFBES ~ ) Y LAMFEDSRE
BEEMNERICEBARLTEY, D, BEROBRXEENENVEZEAEHSHEEOSRED
HEATHN S
(B LRXA%E30mg, ¥LXH OD £ 30 mg)
O HFIRHBIVE D FEE S MEEEE (SIADH) IZHFBES ~ ) Y LAMEDSRE
BEEMNERICEALTEY, D, BEROBREENEVEZEAEHSHEMEOSRED
HEATHN S

(Z #)
“ Z'S me $E 15 mg BE 30 mg
OD%S%? e OD 5 15 mg OD $ 30 mg
DA T B IR O O —
FFEZE IS 1T B IR T O — —
SIADH {[Z¥J 21K b U ¥ AfifiE @] O @]
R ERENE L RIED S E O O O
O:2iEbbv, — : Zhie/z L

RS L ARSI O AH N

1.8.2.1.2 MZHEEX (TR () OFRERM

MRT Z %, KETIE RO SIADH 72 EOBFIZHB TS, BEMICRIEE 22 51k
IR ST IEF L OAL T b U 7 A MGEDIRFE] , BN T TR ANIZEiF %5 SIADH 12485
KFH MU U AMIEDTER ] Z2hEE - 2R E L TUKRBINTWD, HATIE, HANSWMFEEND

[SIADH (28 24K7F b U 7 AMAEDLE | (%53 D2 AIKO B EE N EAL A IR S,
2015 4F 5 HICEAET B & 0 RIFRSKICBHI 25E  (EBOE 0521 55 1 75, BERFEAI 0521 5 1
) BN ENZ®, ENO SIADH 28T 25K MU va (LU, Na) MJEDBEZNRE L
T, KRIEOGHNE & ZoME2 a3 2 EWNE T AHRER (156-14-003 3A8R) 2 50 L7,
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EINE I AHRRER (156-14-003 3R5R) 1%, HAKEWNT SIADH (Z381F 51K Na MUE & 22 W S i,
IRASFEBUHRIBR 2 3206 L C & I TE Na #2EE)Y 135 mEq/L ARl D 20~85 sk DHRE 16 fila x5 L Lz,
FERRIEE M BB TH 5, ARBROMISE A2 1.8-1 ITR- LTz,

x 1.841 SIADH B&%Zx% & LE-ERNE Il #ER (156-14-003 HER) D
BEBE
FRERIE 4 ENE I AEGER (I M)
ZhER I - 156-14-003
AR EHBY ML K 7.5~60 mg/H % e K 30 HE#EG L7z & DM Na BEOE&EIC

FO AKX OV B DR

PR AR

SIADH (28 %15 Na MfE£EE (HAEBIE 16 61)

- IR BRI O MG Na DY 130 mEq/L Al OBERE 05 B EEGIEL D 50%LL 112
B EIITT D,

- EFRHEHRIR AR L€ U RBEAENEEIC L 5 SIADH B R OV EN LS OFREAIZ L S
SIADH BBFE OHNKELL B b7 L 91235,

BBRT YA

FERIIR, FEERR, R R

R AL e

- SRR 20 LA _E 85 5k UL R H AN SIADH fB#E (B 4)

- AR HEEUHIIR A FM L C 4K Na i (M7 Na 2 < 135 mEq/L) 23 LT
QY= e

M - &

FLARFH 1 B EIREROFRS,
- 7.5mg ZBAMEHAE S L, 2 H BURRICH &R 216, JIER 15 mg/H, 30 mg/
H, 60mg/H &L, MRAEZRET D, HEAERERIZFERE L THE
EHERF L, BGBRA%RRK 30 A OB % ks,

- BEHIMZ®E LT, ZEMEIMEDNH Y IREREESUI D HEM AN LB & | L7z

G X E TRE, MERFHBERERIL, FRIEROEMAR SICL VRSN &
D, BBREOHEENMIET, NOMEL THLEEMEICREN W EIEBRETL XX
SPHERAHINT U772 35A 1T R TR (G- &I 7.5~60 mg OFFHN) |

A E H

(EECEE RN |
A& BB AICBIT 5 IMIE Na #EEOIE L (Mg Na #2E > 135 mEq/L)

A
(FIMGORZRENED
1% Na 5 DAL &
1% Na JREE OHER
fiX Na MAELZfE 5 ERRAER OHER

TRBR S Mt ft %

13 g% (HAERN)

AKIGERTIX, SIADH (251 24K Na IILAED H AR NEFE 31 Bl gek S, 16 Hili M7z
(LR, ARI) &5, Bt g4EM (16 ) OMmiE Na BEOIEF(LES (iE
Na JRFE > 135 mEq/L) &% 1.8-2 (9, #&5B4%, 3 HBIZIME Na BEOEFLEIAIT
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80.0% (12/15) &720, LA HIRBIEKR G- TIIEWMESHERr Sh, FERHMEERE Th 2 k&5
H¥ HOMmE Na BEOIEFILEISE, 81.3% (13/16) Th-olz, ZOIEFILES 81.3%1%, 1A
B I i G B R U E BRIV T, SALT RO 7 7 v RBEDE 2 KL 5% E L 7= B
(443%) B2 TEY, KEOHRBMENMHER I NI,

B 5 BB A OME Na BEOIEFIESGIZOWT, SIADH OJFHEHE [EiTtE ADH
(antidiuretic hormone, LA T ADH) PEANEE, N VADIREE] BN 7 70— T 217>
Tl ZAh, HY T NV—T7OIEFEEIEE, Bt ADH BEAEESE 90.0%, %hWM)E{“%
66.7% Ch -7, £z, N—RAF7 A OILiF Na i (130 mEq/L A4, UL L) Bl 77—
T 2T o728 24, KV T 7 N—T7OIEFELEISX, 1MmE Na 2 130 mEq/L ﬂ%{?&iﬁ‘fim 0%,
130 mEq/L BA_ ECiE 100.0% TH 72, WTHOHERICBNTH, 2R TORE & FEEICIE
LEIGITEME (44.3%) 22 Tz (127334 S0EFICB T R0k 2R)

x 1.8-2 m;E Na REDEELLEE (BT RER)
B ;& Na ZREDEFILEE
(EEefFIHU 25150
It G AR A (FERHMEER) & OWER H & E B
&G AR 81.3% (13/16)
HEFFH & E H 80.0% (12/15)
S5 H
whH2HE (580 43.8% (7/16)
453 HHE (500 80.0 % (12/15)
54 HH (B5HI) 80.0 % (12/15)
55 HE (BE5H0) 85.7% (12/14)
57 HH (B5H0) 92.9% (13/14)
whH 14 HEH (BE5AD) 83.3% (10/12)
w521 HEH (B5AD) 81.8% (9/11)

B G BB H ORI OLGAE L, RBREREES HEH £ TORKOMHE THiTE
<EBHEE 5.3.5.2-01 : CT-5.1 L 0 Hfe>

RIRAFHEE H Ch A 1MIE Na JBEON—RT7 A b0 bEEER 1.8-3 1Z7x7, 3 HHLL
B, IM3E Na JREDON—RA T A b OYE (b EIL 8~10 mEq/L ® ERZHER L, Bk 5 H
BHDOR=Z T A )pbOYHEE CEYE + HEERFEA) 13, 11.0 = 43 mEq/L Th-o7,
3% Na JEEDOR—RZ T A b DEEIZOWT, SIADH OJFEE (Bt ADH BEAEE,
TNUNDFEE) BN T I NV—T i a1t 2 A, £V T 7V —TOE{ED VE
+ fEAEEE (R/IME~BORE) 1, BATME ADH FEANES 12.1 + 4.9 mEq/L (6~21 mEq/L) ,
FNLADFHE 92 £ 2.5 mEg/L (6~13 mEq/L) THY, WTNOFIRBORE L 2EMT
OFER (11.0 £ 43 mEg/L) L[REETH Y, TEPrME ADH EANEE) & TS OREE )
DOWERHZE T, MiE Na JBEOR—AT A4 U NLOELEICKEREWVIT o7z (TF
2.7.3.3.4.1-2 SIADH OJFFEBBIIMTE Na J2ED_—2 T A b 028 (EWNE I FERER) |
ZH) .
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#* 1.8-3 m:F Na REDR—R 44 UMb DELE
(ATt REH)

45 m;& Na BENDZEILE (mEq/L)
’ 1511 %% FHELIZERE
HERFH B E B R Ok 5-H 3 H
MeF SR E H 15 8.5+t4.2
A& G- 1R 16 11.0+4.3
% 5-H
&hH2 BB (500 16 6.9+2.6
w53 HHE (B5aD) 15 8.1+3.8
BH54 8B (BHaD 15 8.5+t4.6
w5 5HRBE (BHHD) 14 8.8+t4.4
w5 7HRB (BHHD 14 10.0+4.5
&hH 14 HE (B5A0) 12 10.8+3.7
&hH21 HE (500 11 10.4+6.0

PG BB A OEARBOBAE, BBRERERS AEA £ TORKOE THis
<ERHEE 5.3.5.2-01 : CT-6.1.1 L 0 #pe>

MIE Na JREEOMEBIHERE (GRWMEMITRISREN) 2 1.8-1 ITRT, AFEREIZLY, &£T
DR THLMITMTE Na JREED BA- L, ARIERGHIMPIL, &5 E ik L CEE HE
STz, FURMEA TRFTME ADH PEANES; ) OfBRE COMBIHER & 2SI
OREFRE TOMBIHERS b 2EM O R L FEET, R ADH FEAREE) & [ZhlSo)i
RIE) OPEERE T, MG Na EEOFERIHERICKE 2&E W TR0 o7 ( [[¥ 2.7.3.3.4.1-3 SIADH
O JFE LA MIE Na JREORERIHERIX (EWNE N AERE) | 28) .
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X 1.8-1 & Na REDEMNHERR (FHMEETNRER)

SRR 5 H 2 H AR O M1 Na J2 R OHER
<ERHEE 5.3.5.2-01 : CF-1.1>

F7z, WSGABR (SALT-1 X OF SALT-2 #R) OFEMNTHRER S, [SIADH/other] 27 /L—7
O IfiiE Na JEOIEFLEIAL, #5HFE G0 B F, 2 TORKTT 7R E L TH
WRT B RECE L, B HIEZE U TR CREF PGB R ENRD b, b5 30 A H
DIE Na BEOEFEAE, 77 vREE 21.6%IC6 LT AT Z URE 659%TH Y, #iit
FHNCHERENRO BN (p < 0.0001, [2.7.332.1 11L& Na JB2EOEFES (FEHE
H) Q) /AR A ] 2R . Z oW/ BRoERT, MmiE Na BEOEFLESICHT oA
ORI ONT, ENE I MEBROMREZXFHET 260 THL, ZOMWHNRAERTIT,
SIADH DJFRKEER DT ITAT DI TN, SEG#TT — 2 Z T ISIADH L a A7
L] L TSIADH BHERER] &k L7z &Mt O UM ClE, SIADH & TOAREDH
PR, BOFREICELL TR Ch -2 EHE SN TS ( 12.7.3.3.4.1 SIADH DJ5UEE
IZ LD AEREOLE: (1) 35 Na JBEOEFLEEG ) &)

INHDZ ENG, RKIEDOLEE « 2hH1%, SIADH OFEEBES, HERTDIME Na EESDRKE
DEERAEAT HEREICRETT, [HHRRALVE L RESOWERER (SIADH) I281F AKF K
Vo AMAEDSE] 352 En@ETEEZ 5,
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1.8.2.1.3 TRERUVAZ] (B)

6. BiERUHAHE

(DFREIZHITBARETE

\BE, AN I AAT 2L LT 15mg % 1 H 1 EROKET S,
<HJFEE£( BT 5K KRTE

\BE, A IAAT 2L LTT75mg a1 H 1 RRRAOBET %,
(SIADH [CETHES b D LMSE)

BHE, RANIEMANT 2L LTS5 mgz 1 H 1 EROKE5TH, MEIZSET, EFEL
WIS b U U AREICET H F CEMBIICHEETE 5, ok, BEORIEIZ XV @ EHEES
L0, HEHEIE L H60mg $FTET 5,

(BRBREESREDSRE)
WE, RAIE AT 2 LT H60 mg#2[E (145 mg, #7715 mg) (253 CTRRIO
BHAEZFMT D, 1 H 60 mg OM&ET 1 BHELU EEEG L, BEMERHL5E121E, 1 H 90 mg

(#160mg, #530mg) , 1 H120mg (F190mg, #530mg) & 1ML EDOREEZET T

EERERICHE BT 5, ok, ARMEIDS U CHEEIERT 528, REARIZ 1 B 120mg £ TET

%o
(z %)
551k B 5 &
ODARIZE T DRI 1H1[E | 15mg
JREZE I 1T 2 IRk I 1H 1A | 75mg

B & 7.5 mg

SIADH (2B & b U v AffE | 1 H1[H (LB C i) — B 60 me
BRIGHE 1 H 60mg () 45mg, % % 15 mg)
WA RENE L RIED S 1 H 2 l 1 H90mg (§]60mg, 475 30mg)
() 1 H 120 mg (8] 90 mg, 4 77 30 mg)

RS - ARHEEICHE O ZAH N

1.8.2.14 TAERUVAE] () ORERHL
THEROHE] () OBREICESTZRBOFEMIT, 12734 LS - HEICBET D
IRIG@OMAT) (TR LT,

182141 FHIEHA=E

[EIN S MARRRER Cik, SIADH B3 16 okt LT, 7.5 mg ZBMGHE L L TARIEKDE )33
o, BHRGEERIC KT MY U AMSEOZHAMIE] 23 1 fITRD bz, BT
RETHY, ZNUSNOEKRIERIZFRD bl oTz, EOMOEEREITHBWTEH, 7.5mg 2
G AT D Z LT, REMICRIBEIZ -T2, F£12, BEBRBRICE TOWBRE CTiliE
NaBEN EH L, —EOERE CIL 7.5 mg TIME Na 5O EFELAHE LN, ZAHDZ En
5, 7.5mg ZBRBHELE T2 2 &1L, BRMEROCEIMENG#EE EE X b,
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182142 HERAERURERE

EINE ISR T, &EGG%, 7.5 mg > L EILHEIZHE ST 15 mg, 30 mg, 60 mg & MY
B LANOWERE Z L ICHEFFAREEZIGEL, 1 B 1R, &K 30 AMKEROEE S, MR
FH I TVRBR E G I U COE S ey, MERFHEDE B2 80.0% (12/15) O#R#E T
MyE Na RENEF(LLTRY, HFFHEIXEUICEIRIN T\, MRFFARRERIC, AR
FEEN MBI o T HRE DS 6 5] OH&E 5 1, W 1 6 Aoniznd, RS aERITE
81.3% (13/16) DOHERFE Tilig Na JRENEFIL L (& 182 38) . 20X, KGO
HMEFF S E B R OS5 H 2B B TOEFEISITWTILE 0% ETho7oZ i, #
HHWIR 28 U C, #BRE 4 B SRR HEITE & B 2 o, £z, ENEIHE
BT, HEHMZE U T, < OHERE T 7.5 mg X 15 mg %534, 60 mg F CTHY &
SNTHERAEVL 16 B 1 BlOHThH 7273, [ENE I AHRER & B~ THEBRE B3 2 sk
B (SALT-1 MO SALT-2 iBR) OfEHEMNS, SIADH B ICKT HAHK 30 mg LT 60 mg D%
TMENRRIB S Tz,

INHDZ ED, SIADH EEICKTD2AEDOME - HEE N@EE, AT Tz
ELTT75mgZz 1 H1EROKEET S, HEIZGUT, BELWMET MY U AREIZET D
F OB ETE 5, Ik, BEOREICEVEEHEEKT 52, ZmHREIT 1 B 60 mg £
TLT 5, | ETHZENEUIEEZD,

182143 FERUVAEICEET 2EE
(1) BIthAEICET %38

AIEIX, 7.5 mg ZRIHHAEL T2 280, ZEEROCAEIMEORNSEY LB DD, L
L, ENGE AR T, BE5HGERIC KT N v AMAEOSEME] 25 1 I TRb L
TWbHZ &, REOBEARARE - 2R T, FFEOBRFEN (RGBSR OB i F
LS Etillfran 2 B, mimd, BEEOBRERESDE, CYP3A4 HEAIOHHEE) T
BEEBETHIELHINTND I D, ZRMEHROBLEND, 75 mg LV HEME

(3.75 mg) MODOFGHEEZEE TS Z ENEE LWEEEHICOW TR LZ, ok, 1t
R AR SEBEEABR  (156-12-203 3BR) OFERND, AJK 375 mg O E- T, 7.5 mg X° 15 mg D
B L HAT, M Na {REOHIMNECHEINT 2 88RE OFIGITRN S DD, AIER 55205
Na JREEDREINT DPBRE DTS D2 EDVREN TS (12,7221 ¥EF o> SIADH B35 % %t
GL LIS (3.75mg, 7.5mg, 15mg) Mmifikbr] &) |

I) ;& Na /EJ'_@ R ERD ')7\’775\ }Eéhé%%

ENEE M AR OFER D, N—2 T A VEEOMIE Na JREMRWVER, #5546 24 IFfE %
DI Na BEOEIENKEVEHALN S S Z LRSS, SO (SALT-1 KO
SALT-2 &) CTHLEEETH D Z EARE iz (12734 HEEREAE - ARICET 2 BRE®H
OfiEtT) ZH) o EWNE AR T, B5E%RIC HEF ) v AMEOTIEMME] 255880
LNTERE (1) O~—AF A > OifiiE Naj2EIL 119 mEq/L TH Y, BHRHE O T
HIMETH o7z, ZNHDOFERND, N—RA T A VEEOMLIE Na BEMROBEFEMATIE, &
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WEBFEM LT MR MY U AMIEDTEMIE] O U R T BNENT LRI, L
ToRo T, N—=ATA OIfiE Na FEENME SIADH BEIZOWTIE, MK MY 7 AffE
DEEAMIE] DU A7 28T 572012, FIRIEARHVFE (375 mg) No&R5 2GS
LIENEBLERD,

AIED TEOVEHAENSOELREEZBET 22 ENEE LWEEER] OX—2AF 1
DOIE Na JBED B2 2OV THOBR Lz, ENE I AR CIE, 504 24 Bif#
(ZHLYE Na JEED EF2Y 10 mBq/L 282 72 I1E 1 1T, HB%BE O 5RO MLE Na
IREEX 119 mEg/L TH Y, AIBEHICEMRESE 1 - 1) MOBEE (Grade 1) 7RDH LT
V72, SIADH OB DO F5 &2 Liuid, m%Nﬂ%ﬁﬁuomWL%%?$ﬁ%@ﬁF%%
D 72 O IRIE R A LB LT AGAE, REEMIEHEGEREO HBLAE T 570
mmfb)vA%ELﬂ#zWﬁﬁmommmu?&ﬁéiohgabﬁﬂa:mﬁmm%
SICTHERETIZENHESNTVDLZ Enn, AREZEETHRERBETREBELLT,
MIE Na JREE2Y 120 mEq/L Klili ) 1 Z—EDOHLERVGL, —J, N—=ZAF A DIl Na
IR & G-BG 24 WFEI% O LI Na IREOZBLEOBAMX (X 2.73.3.6-1 LU 2.7.3.3.6-
5) b, XR—=RT7 A OIMTE Na JBEMETT 52 LR - T, @RI IME Na JRE D%
fLENSRKEL RPN A LI, [EF RY T AMAEORERMIE] ZEHET 27200 —2
TALOMENaREO HLZEZWMEIRT Z EIXREEE 2 bz, LEER->T, TEY{EH
BNOOREHEEEET DL ENEE LOEREEN] ON—2F A L OIfLiE Na jBEO H%
LT, RIEoMmzhee ( LOARRICBIT 2 EITE ] RO TIFEZEICB T 2 KkirE) ) T,
[l Uil 72 AKFRERICAE S U A7 28T 5 72 OICERE S ATV S IILTE Na JREE 125 mEq/L
KiEHRET DI ENRBLEZD,

ZOMOWERE DR Rk, KE, B 1CHoWTIE, 5B 24 B DM Na
TREE DAL E E ORFMEZREEMEIIRD Dotz (12.7.3.4 HESEHYE - AEICET DK
THWMOMRYT] ZH)

i) RBEERMBEOHILAFELLGVEHIHEINLESE

EE TR LAE, MENREE(WIE 2 A3 2 BE S, BKITHE S MARZERIED Y X 7 A3

WA Y, SMRIEBR MR OB A F L < 2 & ERASHIE L2 EiE, FIURVER
DEVEBENSF G 2T 5 2 L0y, REOMBEE ( [OAREICBIT A RIEITE ] KO
MR B AT ) ) CTHESIL TS, SIADH 1281 51K Na MfEAEIZEAL T
L, ROV A BEEIND Z 0D, RS MEERMEREORD DG F L < Zav &l
SNDEF] IOV TE, & 3.75mg) NoxGEMKTLZENRYLEE XD,

i) KUBONIMBEFNIDLREFZHET IVLEDHIESE

ERND [N 7 Lo WG EIE (SIADH) OIE#OF51% | (21%, SIADH BEIZET D
My% Na JREOHMIEICBE LT, THERTOMEST U 7 ARED 110 mBg/l & FEIZKF Y
U AMAGE, &2OVIES Y U AME, K%, 7Tra— A dE, HEER EOEKRK 1%

DAL, RV MITIE T MY U MREAMIET S ZEMNTHMINTWD, 2,
S TEF R U o AGEDOZE, I, EEICOWNTOIF A8~ hoSx L oS (1213,
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AR MIE Na J2E D EFIC X - CTHI & Z S5 TN & 2 =G EVEBLBEEERE (ODS)
WBELT, MEF Y UAMAEDOHIEZIZ ODS Z35E L2 TlX, 7ra— i, 1KY
U U AIMAE, KEE, BROFEELZHWEETEIL TS ZenTfisn g, [
BRIZ, Wb MR RY O AMIEE &F N U U AMAEOZE & EEIZONWTOa T Y Fa
7 4] 2%, ODS (ZBAL T MEMERYRRIRMRT U ¥ AMAEDBHE TIE, MmiF Na REN
105 mEq/L #iifi, 7 /b2 —/L %, #ATYEORFRE, REHE, (K0 U 7 AMAEA ODS O
RIERKFThDH, DI TLIFT M) ULERHARETH LD, Y 7 LAORRIE, Hi
H~DF N Y T LAOBE) L ITE Na IBEO I B8N 27%2R3 5, KA Y 7 AlfSED ODS
DIERINFTH D] ZENTHEIN TS, THHEDOZ LMD, i/ MiE Na BEMEIC X
% ODS FIEDERAF (K4 V U AMUE, K53%, 7ra—AhE, FEES) 26754
FIZOWTSH, [TROELHICMIEST N U AREZMET OLEOHDHEE] & LTARE
7.5 mg LV HIEHE (375 mg) NOORGRGEZET RXIELEMIED D Z ENET EE 2
Al

iv) CYP3A4REFIDHAEE

AT, FIT CYP3A4 ITX» T &N D72, CYP3A4 BHEARIE AT Z LICL AR
HOMBEFRREN ERT L ENMLNTND, Lo T, REDOMhEE ( LARIZE
JORIRETE L RO TP IZ 3BT 2RI RE ) ) TiX, [CYP3A4 [HEAl (4 T =)y
—Jb, TnaFy—)v, 77V 2avA %) EOFRITETAZENEE LY, D%
BTOFHT 2581, AAIOHEERS 2 WVIMEHENS O R EE2ZETH 2 L) PHES
AL TW5, SIADH (28T 51K Na MFELEZIZELTH, RO R BEEIND T &b,
CYP3A4 [HERZRA L CWDEBEFIZOWTE, BHAENPLORGE2ZET L ENRY L
E2D,

(2) BEICEHTLHIE

E WA OB MAHRERIZ B W TAREE 5 #0272 MET Y v ARED EFIC X574
DRENRBD LN TS, MIET MY 7 AREOHIEIX, TEDETHERIITI ZENEE
LWZ Enh, AREAHETHIEOFERE L LT, MMICED THIELROHEICE#ET S
EE IS, ENE I AERBROEBHELZ S %I LTC BT ORAMRGR 5 Y B o 5aTE
TIZMyEFT MY U APREN SmEq/L ML EEA LSS, YRIFHEELRWI EREE LW
CaTar A R Pl DYt

(3) ®E5#EICET HFE

EWNE I FERBR CIX, N—A 7 A VRO MG Na BEOFHEIL 126.9 mEq/L Th 7273,
ABB GBI EA L, BEREGEFHICIE 1379 mEq/L &7e-o7z, L, AREKRGKT
IZPENZ < OHERZE TS Na JREITE T L, ®&E5% 7~10 BIZIX 129.7mEg/L &7 -7z
( [5£ 2.73.3.2.2-1 iy Na REX—R T 4 U0nb 02 bw (ENE AR | 28 . 2
DIRFIE, AREOLE G FITIK Na MAEOFUEBNEHE T, FHETIZE > TRIEDOKF]
RIEFIDEE Liz7o®, BOULTE Na IBEME N L EEZx b b, AL 30 ARG Sz
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WERE DD B, N—=RATA L DIMLiE Na JEEN 125 mEg/L LA T Th o7z 3 Bl TlE, ARIRFEHK
THIZ 12~23 mEq/L D Ifi{F Na REOR X K TR bz,

AN CFEfE SN 7= MAHRER (SALT-1 2 O8 SALT-2 iBR) I8 L7-#BrE & %f5 & L-3E
Bkt (SALT-WATER #RER) Tix, ZefTalic 74, 7 BRI EEEMERRIC R Lf:?&a:,
AFEOMWHEE L (1 B 1 [ 15~60 mg) 23FBH 77z, SALT-WATER 5ROz 5-BRAARTIC
FATRERD MV AT 2 AR EFEOMIE Na REIL, EITRBRO 77 v NG L H%ﬂ“iﬂﬁ&
TLTWe, AERGRGE, BITRBROVWTNOREFEOHERE 1BV TS, MiE Na RE
XEATRRD AT 2 R EREIZEFBREETEAL, 20% 214 HEH £ TRk L7-

( [ 2.7.3.5-1 1f{E Na JREDFEMEOHER « Je17ilBR (SALT-1, SALT-2 #ER) 7> 5 fkfeek
B (SALT-WATER #tBR) % TO#IM [SIADH/other Z/L—7 (OC) ] | ) , ZDOZ &%, K
WAL L TR 5 2 LTk D, RIEOZEN, EWNE N FHRERR SALT 3R To#5-HiH
ThbH30 HHZEBA THFRI T2 2 2R/ L TWD,

INHLOZEND, AR, FEENEUITIREIND £ T, I Na MAEHEEKREIIZ
MER B DET, HE5EMGET I ENLEELWVWEEZLND, LovL, SIADH (281
B Na MAEDRREL, FRBOEITPEBOIRIIC L 0 B+ 5 2 &, KO, BEAGERAIEE -
A CRQEREIEZRYED 5 JaE) OIFRICBWT, REORMEGIZ L JE R
FEGISE T AREM VR ENTVD Z L2 b, REORGIIER LT, BEOIME Na
REOHBEZE=2 7 LaNb, EMIICKERGMHEOEL ZHWT5Z L1285 T,
KIEOB G 2 LER/NRETDZLENEETH D, LIEBn-T, IMIXED TEHEREAR
PR 12, TRFIOEEIZLY, BEERFEERERNOODLNLZ ENHLHZ L, £, K
TR U U AIMAEORREIIFIREOEI TR ORIC LV BT 5 2 &b, ERITARAIR
RGO BRI OWTHRET L, BIREEL AR L2 &) 2E#Tb2 L LT,

(4) KHSERFRICET HEE

ARIINZ L DIREN ML 725 SIADH 31, A 0MiE Na IREOHIELZLEL LN E D
O, BAFEOEHE (EICKERHIR) CTIHE Na MENSFE LR2WERETH S, ENG I AR
BCi, KO EEGHIR (1 B ORKSEBEEAZAE 1 kg H720 20 mL LLT) %ML THif
16 Na JRENIER L (135 mEq/L LA L) LAanWdEE ) ZxREH L LTERI L, AREDOAHME
EREMENPHGR STz, LER- T, BAED T2 :is*dj% CRHET AR 1T, A
BIBRZ SEhE L CHAKF N U 7 AMAENLE L TOWRWEAICOAEHAT 52 L) 2T 252
Rl Oy e

TOXIRBEICK LT, REOEHIZE D MG Na BEL LR S, hoRelc#h ik
feT DI, ARERGHGE OB LK PEREDOEHMMIELY bEETH L, Z DKy
BEREOFHIZBW L,  [REOKMIRIMERCAE S W72 ME Na BE EH OB & TR
oA (MG Na BEEE) OHRR) NEZIC/R D, AREBHIZ X 5 E O KFREH
ZfE D 272 95 Na IBE EROV 2 71%, B5BGIH (FRCEGRBYIH) BikbEn
Eonn, ENE L FHRBR CIIARBL FCEGEBM L, RSG5 M%E 24 KR |
KROGEIHIR 2 R 5 & & I, MG Na REZHEENCAET 22 L2k 0, WEDOKFIR
TERNCHE S B2 I8 Na IRE ER OV RV 2T 52 L L Lic, ZORSE, EH5HRMEA

1.8 IRAF3CE ()
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2 MEF MU o AfMFEORIERE] 23 1 FICRO LIS, EIEEITIE T, RIS ik
WCRVEHE L7z, F7o, #BRE OREDOKSEBRIZ L > T, REOHENWT T 5 Z & &k
F LD, BEGIIH (FEBLAH% 24 FEE]) OfUKEL, #G5MG2 HELKED 1 Bbi:
DEKED ERE LT, WBRE ICHOKIEE 21T o7z, ZORE, HRFAESRE Sz 15 i
14 BIOFAKEHED 7.5 mg HDHUVME 15 mg THY, D HHO 12 HiITHLIF Na BEIXEF{LL
7o (13273352 MAARTZ U EAEHER O FEFHME E OFES (EWNE I HER — R
BERGEEM) | R . Fo, IROKEOERIREREDBEOFEES ) 1%, 1% 3 Fl, Bk,
AN, ROENHERINERS 18 THY, WInbBEThH-72 (274215 (1) () &
M) o ZNDHORREND, AFEREFRIT, AERICERS 2HOKITENC X 288 72 K UL
Wi, Do 7R KR A MEIT 5 2 LA, AEELREN OGS ETEELE
Z 65, REOFRIEMICEAENDH S Z &, BELSNHMIE Na BEORMENBEIC
FoTHERDZ L, MIRICLDBENULEL 2522 0PHIRENEESND Z L7 E 5B
T5 &, BEERICBWTIE, ZeMEefitd 70 5BE0) B3R B EGHIBR 2 ik L, 2
A HLRRE, AFEERGZOEL2 OBEZEOME Na REZE=2U 7 LaN6, flxDfEEIC
LIRS HAGEAT O 2 EMBENTH Y, EWEDRHIRFTE HKRSEREDOEHIZRD L E
2%,

ZOZEND, IRTCED M5 I, TARE T TG ARG, ¥ESOIHEAL, Sl
HET MY UARED EANLONTESGEIITETRAE LT 2 L), FRICERGHEH, #
B H U B3RO HIRZ MR L, Mg Y v AREZEENCEET 22 L), [TRAl
BeEhiTmiEST N U AREEZE=X Y T LD, BEBICHKEZMEIL, @YKy
IR ZHEES 52 &) Ziat L, [ERREWEM] &, 124 FFRELINIC 12 mEq/L 22 5%
DOIMFES BV U AREOZM R EERALNZHAICE, EHICAFIORS 2R IEL, ERIC
IS UC, RE SO TR EOMYIRLEEZITHI L, | FREToZEE L,

S HIZ, ARFEHREHIE Na MIEDOFREBNAEE L TORWEEICIE, ARG oI - f
Wric kv, BEBRWAATO L~V E TG Na IREMET T 2R "H L5, Leh-T, 20
L0 G AL, NSRS EREIRAZB/ET S & &b, K Na MUEDFRE O ATEEME D bR
SAENDFE TG Na IRELAZHENICHET RETHL, ZOI &b, IRMHED THEERKL
KHNEE] 2, RO TIE, SICmiEST S v ARENMET T 28EZ0WRH 5729,
YK HIROERZ BT D L) ZitfT 2L L L,
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1.8.2.2 MERALDEE] () LZORERR
ERALEDIE () R E DIRHL

1. &

(DFAERVFREEIZE T 516 KETE)

1.1 RFREIZL Y, RBUGKFRN 5 BRKERCTT b 0 LMEE %k
L. BHEEZFCE-EFNRESNTEY, £ FBEMBES b
JOLREDLERICL 2 EBEEMRMEEREEZRT EETNAHEH L
Mo, ARTTHREZMBRIIBRYTSC L. T, FHICKRE5/BE
XIFBERABICEmMEF YD LREZREICAET S &, [88,
8.12, 9.1.3, 11.1.3, 11.1.4 ]

(SIADH (2 &3 H1EF b 1) D LI jE)

1.2 RFTEICLY, BECMESF FIIVLREQLERICK 2 2B MR
BERBZRTIBEENAHEC &b, AIRTTERSZRIE, BEX
FEFAL, [RELGMES )V LRED LREAAHNIGEEICITEY
BREZTIC L, HICKRSEHIE, B8 B XIIERFRBIZIEKDFIR
ERRL, MEFEFEIVDLREZHEBICAEST S L, [8.14,
9.1.3, 11.1.4 58]

1.3 AFRSHIFMES F)VLREEZE=2) T LAENL, BEBIC
BRKEZHAE L, BULGKAIFREEESSH &, [8.14, 9.1.3,
11.1.4 ]

(BRBHREESEEDOSRE)

1.4 AFNX, BREAREESEEOSREICOVTHALGMBE L DEE
DHLET, BRLOABMUNBIRMEZ LES EHH SN LIERICOH
B’E5$HE. Tz, FERERBICKEILSL, FFTRFETASE
BEFTRHBVWI EPEECHHERERESNRRIOIEENLAHDC
&, BYGKAERRUVCERNGCMRIEEZICLSIEZZ2 )V ITDE
BABETHASLEZED, FHOEMWERVEREZESIC+2IC
AL, REZRS &,

1.5 BT SRBFRERITHBHICE T, BRIGKRBIRIZH S BKEIR,
EF D LMER EDRMERNH oONEEENNHEDT, ik
CEHLERFOBRERIBIIART T, BYGKIHEHEOLEMEICD
WTHET S &, £, FHBREREPLECELA 1 EIXMFS b

1.1

2010 A DD v il 7
FREEIL, A% 7 i i
FrU T LABEED
Hilzk o> TRHAT S
WO B 0 TS P
BE¥G AR EE | & i
N5 ENEho Tz
2, THEAh ) 2 bR
ERHLLND L0
5, BETFIMMIC
M= 28 1 P B i fi
B BMIAH STV
HlohEEHZ T,

1.2~1.3

ARFNX, BIRAIZK
ZHEM A 5 2 L n
5, AeimiE S b
U AEEO FHIZ
& o TIZ % i B
JEEREZ R T BZ N
R, AWM FRIC X
0 WK E R 2 5] & i
TEBENALD D,
DY, 5D
b, HEESIXHBIX
ABE T T K4y il R %
fiEg b L C1E & IZAT
W, 5T EEE

JOLBEFAESTS L, [821, 11.1.38H] | (238 G 72 K Sy iR 28
1.6 AFDHTREIZKY, EELHBERENARKE LEMN/RESA T || EHEIND L5+
BIEMD, MEFEFNS VAT IF—FEERUKBREVILEVEZED: || ZEETLI2LERH
FFHEERE 2T AFIIRERBRIMEVEERICERL, AFREDRIL || 272ORELT,
P ELA | BIIFHERBEZERT S L, £z, BEENREDHL
NG AICIEXESICERSE0IEL, BULGLEZTS &, [28,
8.18, 8.19, 11.1.5, 15.1.1 B8]
2.22 (ROBEIZIZEHEELEGWNZ L) 21~23
(hEEHE) A F L K F) R AE A
2.1 RFIOS AXHLUL &Y (BT AT 2 U HEIEES) ISR LBBUED || @O EFHO -
BE(ERE D & 5 B OFRE LT,
2.2 O¥ %L UV IR EBER R #E2 BE (IERMEEORAIZLY
mh hY U AMIEROBAKOBENARH D, ] 24
2.3 I TR L T W A RIREMED & 5 et [9.5 2] FI R FE D 2 5K 23 W1 45

(DRERUVIFEEICE T HKRKITE, SIADH [ZH1THEF b D LAIN

fiE)

TERWVWEOHEREL
77

1.8 IAI3CE (%)
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2.4 FEIROBHE [AAOHRIPERFTE 20, ]

2.5 YN 7o KA fAe A3 R EE A2 P ANORE 0 A [9.3.1 ] 2.5
(IDFL2RUREEICE T 50 ERITE, EFAFEHLSREOSME AFNOFHIZL D E
26 & RU U AMEDORE [RFOKFIREMICEDETFT FY ¥ AME | | ISEKEE DT 5
DHEETIBZENND D, ] BENWDHDH Z LD
(BREAEEZREDSRRE) HERE LTz,
2.7 HEREHAEREE (eGFR 15 mL/min/1.73m? Kii) D& 5 HEE [9.2.2
2]
2.8 1BVERTIE, BRFIVEATRERENE E 45 DITREREFEE  (F Ye M EBETE L 3D
IRBFICEOT OO EkR) X0 EREOH 5 BFH
[1.6, 9.3.3 &[]
5 $hEEXIISHRIZREET R 5.1
(SIADH [ZH 1T H1EF 1) 7 L fiE) 1KF b U T AILSE &
5.1 AKNZ, PLFIR BN E VRS 4 WIEE B (syndrome of inappropriate | 29 2 R B D 72 )T

secretion of antidiuretic hormone : SIADH)IZ DWW T4 R Mk % & D ERD

DH ET, SIADH WS nBFzIcHGTHZ L, BliichizoT

(3, O EA T BT Ee A B 5 S VA 1 7 R o IR A 5 S S P A T

EAE RS E TR A WEWIRIE AN Y F LT O WNBEIGE (SIADH) @

ZWOF5 & ] FEBRTLH L,
5.2 Koyl iR 2 Sk L T HIKT b U 7 AfiiE A ek LTV AR WEEIS D A

A3z,

(BEEEAREEZSREDSEE)

53 UTOWTIICHY T HHEICHEHT L2 &,

C WERBAREN 750mL UL ETH D Z L,

- BARBEEAKEENSER S%EUETHD Z L, BERBRICIE, WS
& 750 mL LI EC, BARBOBEMINEN EHETE S5 EE 2 #MAEAN
7o [17.14 BHR]

54 B HPMREO 7 LT F =07 VT T2 A 60 mL/min A O B IR
DA R OV MR I MESE L TR, BRIRERBRICIE, B EBIMER D »
L7 F =7 0T T AN 60 mL/min LA EOBEEZMAEANT,
[17.1.4 B ]

SIADH D2 W23 8 L
WEEANH D Z D
5, SIADH O#RZ
Wr % Mg 22 FE 4 5
T2 OIZFRE LT,

52
SIADH 37K 43 il BR 12
XoESTLGEN
HbH D, Kiy
Hil FR 12 & B iR TR
RA+07BFH &
BExtR LT 57012
FRE L,

7. RERVASICEEY HIE

(DFERUVFELICE T HKKRITE, _SIADH [CHE 1T 5EF YD LM

§iE )

7.1 CYP3A4 [HER| (A FTaFV—, Zraty—, 7T ) 2a<A
UE) LOPERITEET S Z ENEE LY, RUEETHAT IEA
X, ABOPED D WVTEHAENSORBREE2EET D Z L,
[10.2, 16.7.1-16.7.3 &[]

7.2 WEIOHEIR AT D720, FRIFICHEGT L2 ENEE LY,

(DFERUVFEZEICE T HKETE)

7.3 ARFNIAPEM Z M ST 52, F bY v ageit 28N SEons &
5O, MOFRE OL—TFIREK, ATV A RRFRE, HiTLVRERT
o UBRE) L LTRSS Z ., Aok, B MOEMT Y U AFIR
RXTTF R E OO HRRERIT 2,

7.4 REATREPT ANHR LT BR324 5 2 &, SERTE R % OffERr
VBT 2 2RI S LT R0,

(DAREIZH T BIKERETE)

7.5 MG R U o APREED 125 mEq/L KGO BE, SR MEER MR ORD
DiFE L R0 E S DB, &lnd, g MY U ARENER

71
AKAORHBEFE Th
% CYP3A4 MNPHE &
AU, AH o i
ENEATLIEZEN
NHDHZLENLHFTE
L7,

7.2
A A D AR foe 5
EEBLRE L,

7.7

A AN DR IRAF I X
MELOSTENR RO b
nNoo7T, K7 Y
v I ILE O 5 A IE
DY AT P EWE

1.8 IS 3CE (R)
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WNCTEREDOREICHRGT 2561, & (7.5 mg) OB ITHZ L
NEFE LV, [9.1.1, 9.1.3, 9.8.1, 9.8.3 & ]

(FEZEIZH T2 RETE)

7.6 MG R U 7 APREED 125 mEq/L KGO BE, SR 0EER MIEEORD
DIFE L oW SN2 BE IR G T 2561, & (3.75mg) 2
ORAT D5 ENEE LY, [9.1.1, 9.1.3, 9.8.1 ]

(SIADH [ZH T H1EF 1) =7 LI fE)

7.7 MiEF R U T ARREEDS 125 mBg/L RO BE, JVESLHICMIES Y
VAREEAGHIET DM EOS L EE KA U A ME, KXE, T
— A7, FEHESE) , SWEER RO 2 M F L <22 &
ShHBECEETIHEAE, ¥R (3.75mg) »HEMGTEZ NS
LV, [9.1.1, 9.1.3, 9.8.1 ZH#]

7.8 HIHOARAN 5RO Y HOEGREIE TIZMmIEFT b U T LFREN
SmBg/LU EEFA LA, MHITHEELRWZ EREFE LY,

(BEEBAREESREDSEE)

7.9 WEBIRZEET D720, 5T OFRGITERT 4 FEFLL E2200 5 2 LR
F LUV,

7.10 CYP3A4 fHEAR L OOFHITET 2 Z ENEE L, RS a B T0HT 5
Balx, TREZZRL, RAlOHE#HEGZIT> 2 &, [102, 16.7.1-
16.7.3 2]

FH, L0ESLHICm
BT MU LARES
WETHIHLEDH D
B, 2% 7218 B 1
REOW DN FEL
<BRWEHEEND
BEICIX, KHED
LT D ENE
FLWVWIENLRE
L7z,

7.8

Mg+ NV o7 ARE
DFET, TXxDT7E
FRERIZIT D 2 &R
BELVWIEND,
[ PN 55 T AA 3R o B
BHEEZBEILERE
L7,

IV TR D e
i D CYP3A4 [HEH & k%@%%ﬁ%ﬁggﬁa
IR R | DRSO MR O CREARD AR
G R 172 ) IR AR
1 H 60 mg 1 H 30 mg 1 H15mg
(5 45 mg, (§122.5mg, #J775mg) | (# 11.25mg, % J7 3.75 mg)
A J5 15 mg)
1 H 90 mg 1 H 45 mg 1 H 22.5mg
(81 60 mg, (830 mg, #7515 mg) (%4 15 mg, ¥} 7.5mg)
4 J3 30 mg)
1 B 120 mg 1 H 60 mg 1 H 30 mg
(81 90 mg, (8 45mg, #7515 mg) (8 22.5mg, #75 7.5mg)
4 J7 30 mg)
8. EELERNIER 8.1~8.2
(ZheEHE) RFRAE 208 o &

8.1 AHIDOKFIRIEMIZ L 0 FEERMIFEREOW D 2R L, MIEL Y ¥ LRES
EREE, LEME), DESEAZHETOIBENNHDLDT, KHEE
HISmE S Y v AREZRET S Z &, [9.12 5]

8.2 NIBMMAFHE T 2L BICIE, BEEEET DI L,

(DFRERUVUIFEZEICH T 5K KETE, SIADH ICH T LHEF R D LI

fiE )

8.3 AFI OB EMMIL, WRIZRFIRIZFE D WK, EF NV 7 AMAEZR & OF|

ERRH LN HEBENNHH DT, OBREDBREDRELZBLZL,

WY 22K 21T, KE, mE, Ih, RESZHEEICHIET S

L,

AFNOFRERHE, T8, Bk EOERNH 5 bz Ha121T,

KOG EATO LHmETH 2L, [11.1.3, 11.14 5]

AR OGO EHERIFEEREENR O LDLOND Z N LD, K

HI 5-BRIARTIC AP REME 2 i L, D7 < & L &RGB4A 2 B34

WCIFRRBERE AT Y 2 &, F02 BT, 2ok b5 2T 5%

AlZiE, wmEREEZITY 2 &, [11.1.5, 15.1.1 ]

8.4

8.5

BFEHOEZOHREL
776

8.3

ARF O 5P,
1t 3l 72 R R AZAE D B
IKOBZENNH D 7=
OFRE LT,

8.4

FIPRAE 23 B &
bbhicsa, MR
1 4% £ 0> A R0 1fiL 97
S iR e B SRl g/
H Y, WY 2K
FMABETHDH L
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86 OFEWVWENLLLNAZLNHDHDT, BENEET AL, 2, &
%, BEVEOEREMGERA O SR BIET 2BRICITERESE5 2
L,

(DFERUVFEZEICS T 5K ETE

8.7 KK ITRIREEN L E L e W AIX, BAREEEZRE LN &,
[17.1.1, 17.1.2 ]

(DFREIZH T BKERETE

8.8 A 5-5AhET: 24 W APNICKFIR NIRRT FBLS D72, Dip &
b G BIAA 4~6 BRI NS 8~12 FRRIZICHLTE T R U w7 A 2 1
ETHZ L, BHERGBEAND 1 BFBREIXEANEL, ZokbEE
ke T A5G A L, WERETSZ L, (1.1, 11.1.3, 11.1.4 M)

8.9 HIEMRE (KEITRIREENRIFIZaY br— 13N TS L EDORE)
RS T2%ATE, BAREBEE MR LT &, ENERARRBRIZIBNT
2 M Z 2 A ARBRIT 0,

(FEZEIZH T2 RETE)

8.10 AFNDOEHIZ X W HERIESERENOLDLND Z EBNH 5, AL
BETIE, FHEZLVELIEIBEZNRHD L, ROFEREADE
B EARAN L DIFHEREREEDORB E OXBINKRETH D Z LI EL
T, AAIOEEGICHT->TIE, VAZERRT 4 v FE2EEL, KHIH
HBOBEGIZOWTEEIHBT 5 Z &,

811 AFDEEIZLY, EERITEERELRHODONDLIZERHDHZ L,
ENEERRBRICIB VN T 2 B2 B2 2RIV D, (KHE,
MEBH, TROZMEZR EOBEOREZBEZEL, RERITFEIEE LSS
%, EBAREEG kT, RERE/NNROMIFOMERHICE EDD L,

8.12 AAIB H-BIAAH 24 BERILINICAKFIR DR TR S T D72, D7e<
EHEGME 4~8 FFfEIRICIE T MU U AREZHETHZ L, &5
W EBRE 2 BN 3~5 BEIC 1 [EEIEL, Z0% b5 A2k
THEAE, WEMETSZ &, [1.1, 11.1.3, 11.1.4 BH]

8.13 IFHZE B E Tlx, AFOFEGICI VM EHILO Y 27 NEELBE
N 5=, HEEHLOKERS SbhEAIcidgEsE2HiEL,
WY ILE AT D 2 &,

(SIADH IZH I+ B1EF b 1) D LIMfE)

8.14 2l4/emiEF Y vV AREED FFRIZE Y, BGEIEVEBBEIE R & kT
BENLAHLOT, UFTOSICEETSZ L, [1.2, 1.3, 913, 11.14
2]

- KA 5B AE XTI HE Bt 24 RERICAPIZ KRR R D3GR < L5 72
W, DI &L ER GBI E 4~6 REEZIONT 8~12 Wiz
EF NI ULREZEET S Z &, BGHMUIEEF A NS M, b
VO LRENLZETHETO | HEAREFFEARNEL, Zo%b&5%
Mkt 2B AL, BENETDHZ &,

« AREEBBICHZY, BEICINET P v A RE S BR SE L AN
DHDHIEE (BIEREKE) NI TV I5EE81E, ZoEELZPIET
DI EMLEE LY,

- MEISL, BUKEOEED S \WVIFEIE %7 oK) IcXv, @
BF bV U LAREED B 24 FERILANIZ 10 mEq/L Z##8 % 72\ K 5123
HI L,

8.15 AFDIEEIZLY, EHERTEERELHOONDZLRHDHZ L,
F7o, KT U T A MAEOFEE TR B OETOIER ORI L Y 21k
T5ZEnb, EHRICARIE GO BERIZOWTHRET L, BIRE

MHERE LT,

8.5

NG Nl A I N
5, EERFEEN
HoLbhbsZ EnH
D, LN EF
15 DY W &2 AT O W
ENHDH LMD
E L7z,

8.6
AFNFEEIZLY, ©
FWAboLbild
ERBDHTDH, %
h T — % v — b
(10 ) &#&EIC
RE LT,

8.14

2 mEST MY D
LREO EFIX, B
75 VR B E o B A
kTbBENNH D Z
LD, KEIO R
Mg < H % &5 B AA
K OV & 1% o i ig
MU DA E OB
£, AW g b
Vo ARELZ EF X
5RO H DA
BoOHIE, KK
A L 2 MmiE T b
Vo LRERIEL
E L7,

8.15

AFNOEHIZX O,
S e B re e 3
HbobhbdZ End
5 &, KT MU
I IS O R EE VLR R
BT OIRE O MR
WXV ZELT S5

EMBRRE LT,
8.16
FEHRIERIC, 2

ZiliE S P U U AR
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HSafe Lz b [11.1.5, 15.1.1 BE]
8.16 AHKloFEF L%, AIcmiE S M) v ABEENMET I 28200 H

Lz, YRR HIEOE A ERESTH Z &,

(BELBAEBEZEMEDSRE)

8.17 AR OHRIZH Tz > TIE, WY KSHHEPLERT-D, LITFORIZ
HEETHZ L,

- HOKBED DR TR OFKIRIZE Y, +0IKaHian TE R0
AL, ABNEWED D VIIIRET L 2 L,

- HAEEZHEE I ET ORI, AR ELSICEETDLZ L,

- HEEEAZICIIRFICOTE, PR EOERICERT DI &,

8.18 AFIDHEIZ LV BWEHORBBEN < RHEMAEO LN TN D
2L, 1A 120 mg BERFICEEZRITEREREEORBNRBD LN TNS Z
EnD, mARERGRICE, FRCFEERELIZICO & T 2RIEH O
BlctroEETs2 L, [1L6esH]

8.19 AFDEEIZLY, EERTERERELHODONDLZLENRHLHDT,
BEZH Tz > TR ITYZENERIC O W T+ 5 & & big, iE
KRB ONTZHEITITHSNCRELZIT L Lo ET 52 L, [1.6,
11.1.5, 15.1.1 &&]

8.20 & H-BRAARTICHLAER 3RO SN TZHAIE, BAERISEEST 8%
NRnH5HOT, FERPEE L TOLEEEBGTHZ L,

821 mT MY T AMIENDH HbONDEZ ENHDHDT, KEFILEE D&
BECRB W T, kEREICmE T MY v ABEZHEL, FO%HAH
BHEHRIFADRSEBA TEIFRET S22 &, [1.5, 11.1.3 58]

8.22 HHBAMARNICMIE ST Y U AREANE L, K MY U AMAENGRD
LINIEAEL, A myE ST M) U ARED ERICE Y, BEEMEREE
EERZ R TRBENRH DO T, KT MU U AMEDFIK ZB 5T
HElbiz, MiFF M) U AREAZHIEL, EEICAKIERS OME %
WrL7- B¢, BENEY) LM SN HGEICRY &5 2046752 L,
[11.1.4 ZHE]

8.23 AKIDOEGIZL VERIZHB T ZIRESZ VT 7 AN T 57280, M
HIREENS BRI 22 LR35 D 0T, RFEG Il P IRBIEICERT 5
&,

8.24 K, EiliEK, T VWERLLDLNDZ LR HHOT, HBEIICEER
THZ L, 2, mPTEE, AESEOERS R E M O B O BRIEICRE
FIHRVWEHIEETH L,

8.25 AKIDOHEBIZL VFENERS LDLOND Z E0nHDHDT, EMIIITHRIE
EITHOZEDNEE LV,

EPETT 2820
Wi Z L bERIE
L7z

8.22
[ A 0 Bl ¥R
i & TR 3 e
BOAE A ) o H S
Al HEF 11 &
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names
(Rec. INN): List 45

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3
(Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended
International Nonproprietary Names. The inclusion of aname in the lists of Recommended International Nonproprietary
Names does not imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-73) and Recommended (1-35) International Nonproprietary Names can be found in
Cumulative List No. 9, 1996.

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMENDEES
(DCI Rec): Liste 45

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org.
mond. Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous
sont choisises par I'Organisation mondiale de la Santé en tant que dénominations communes internationales
recommandées. L’'inclusion d’'une dénomination dans les listes de DCI recommandées n’'implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-73) et recommandées (1—
35) dans la Liste récapitulative No. 9, 1996.

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
(DCI Rec.): Lista 45

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Selecciéon de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucién EB43.R9)], se comunica por el presente anuncio que las denominaciones que
acontinuacion se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas.
La inclusién de una denominacion en las listas de las Denominaciones Comunes Recomendadas no supone
recomendacion alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-73) y Recomendadas (1-35) se encuentran
reunidas en Cumulative List No. 9, 1996.
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Latin, English, French, Spanish:
Recommended INN  Chemical name or description; Molecular formula; Graphic formula

DCIRecommandée  Nom chimique ou description; Formule brute; Formule développée

DCIRecomendada  Nombre quimico o descripcion; Férmula empirica; Férmula desarrollada

adekalantum
adekalant tert-butyl 7-[(S)-3-(p-cyanophenoxy)-2-hydroxypropyl]-3,7-diazabicyclo
[3.3.1] nonane-3-carboxylate

adékalant 7-[(2S)-3-(4-cyanophénoxy)-2-hydroxypropyl]-3,7-diazabicyclo[3.3.1] nonane-
3-carboxylate de 1,1-diméthyéthyle

adekalant 7-[(S)-3-(p-cianofenoxi)-2-hidroxipropil]-3,7-diazabiciclo[3.3.1]Jnonano-
3-carboxilato de terc-butilo

N/\(\o/©/

C22H31N304

H OH
HaC.__O.__N

H3C CH3 (@]

alemtuzumabum

alemtuzumab immunoglobulin G 1 (human-rat monoclonal CAMPATH-1H y1-chain anti-
human antigen CD52), disulfide with human-rat monoclonal CAMPATH-1H
light chain, dimer

alemtuzumab immunoglobuline G1 anti-(antigene CD52 humain) (chaine y1 de I'anticorps
monoclonal de rat CAMPATH-1H humanisé), dimére du disulfure avec la
chaine légere de I'anticorps monoclonal de rat CAMPATH-1H humanisé

alemtuzumab inmunoglobulina G 1 anti-(antigeno humano CD52) (cadena y1 del anticuerpo
monoclonal hombre-rata CAMPATH-1H), dimero del disulfuro con la cadena
ligera del anticuerpo monoclonal hombre-rata CAMPATH-1H
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aliskirenum
aliskiren

aliskirene

aliskireno

amiloxatum
amiloxate

amiloxate

amiloxato

bevacizumabum
bevacizumab

bévacizumab

bevacizumab

(2S,4S,5S,7 S)-5-amino-N-(2-carbamoyl-2-methylpropyl)-4-hydroxy-
2-isopropyl-7-[4-methoxy-3-(3-methoxypropoxy)benzyl]-8-methylnonanamide

(2S,4S,5S,7 S)-5-amino-N-(3-amino-2,2-diméthyl-3-oxopropyl)-4-hydroxy-

7-[4-méthoxy-3-(3-méthoxypropoxy)benzyl]-8-méthyl-2-(1-méthyléthyl)=
nonanamide

(2S,4S8,58S,7 S)-5-amino-N-(2-carbamoil-2-metilpropil)-4-hidroxi-2-isopropil-
7-[4-metoxi-3-(3-metoxipropoxi)bencil]-8-metilnonanamida

C30Hs53N306

isopentyl p-methoxycinnamate
(E)-3-(4-méthoxyphényl)prop-2-énoate de 3-méthylbutyle
p-metoxicinamato de isopentilo

C15H2003

o} CHs

s Ao~ Ae
H3CO©/\

immunoglobulin G 1 (human-mouse monoclonal rhuMAb-VEGF y-chain anti-
human vascular endothelial growth factor), disulfide with human-mouse
monoclonal rhuMAb-VEGF light chain, dimer

immunoglobuline G1 anti-(facteur de croissance de I'endothélium vasculaire

humain) (chaine y1 de I'anticorps monoclonal de souris rhuMAb-VEGF humanisé),

dimere du disulfure avec la chaine Iégere de I'anticorps monoclonal de souris
rhuMAb-VEGF humanisé

inmunoglobulina G 1 anti-(factor de crecimiento del endotelio vascular humano)
(cadena y1 del anticuerpo monoclonal hombre ratén rhuMAb-VEGF), dimero del
disulfuro con la cadena ligera del anticuerpo monoclonal hombre-ratén rhuMAb-
VEGF

Ce638H10160N172002108S44

33



Recommended INN: List 45

WHO Drug Information, Vol. 15, No. 1, 2001

biotinum
biotin

biotine

biotina

bivatuzumabum
bivatuzumab

bivatuzumab

bivatuzumab

capravirinum
capravirine

capravirine

capravirina

5-[(3aS,4S,6aR)-2-oxohexahydro-1H-thieno[3,4-d]imidazol-4-yl]pentanoic
acid

acide 5-[(3aS,4S,6aR)-2-oxohexahydro-1H-thiéno[3,4-d]imidazol-
4-yllpentanoique

acido 5-[(3aS,4S,6aR)-2-oxohexahidro-1H-tieno[3,4-d]imidazol-
4-il]pentanoico

C1oH16N203S

H
HH . COH
N \/\/ 2
o= s
N
H H

immunoglobulin G 1 (human-mouse monoclonal BIWA4 y1-chain anti-human
antigen CD44v8), disulfide with human-mouse monoclonal BIWA4
Kk-chain, dimer

immunoglobuline G1 anti-(antigéne CD44v8 humain) (chaine y1 de
I'anticorps monoclonal de souris BIWA4 humanisé), dimére du disulfure avec
la chaine « de I'anticorps monoclonal de souris BIWA4 humanisé
inmunoglobulina G 1 anti-(antigeno humano CD44v8) cadena y1 del

anticuerpo monoclonal hombre-ratén BIWA4), dimero del disulfuro con la
cadena « del anticuerpo monoclonal hombre-ratéon BIWA4

5-[(3,5-dichlorophenyl)thio]-4-isopropyl-1-(4-pyridylmethyl)imidazole-
2-methanol carbamate (ester)

carbamate de [5-[(3,5-dichlorophényl)sulfanyl]-4-(1-méthyléthyl)-1-(pyridin-4-
ylméthyl)-1H-imidazol-2-ylJméthyle

carbamato (éster)de 5-[(3,5-diclorofenil)tio]-4-isopropil-1-(4-piridilmetil)
imidazol-2-metanol

C20H20CI2N402S

Cl Cl
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capromorelinum
capromorelin

capromoréline

capromorelina

cridanimodum
cridanimod

cridanimod

cridanimod

doripenemum
doripenem

doripénem

doripenem

2-amino-N-[(1R)-1-[[(3aR)-3a-benzyl-2,3,3a,4,6,7-hexahydro-2-methyl-
3-oxo-5H-pyrazolo[4,3-c]pyridin-5-yl]carbonyl]-2-(benzyloxy)ethyl]-
2-methylpropionamide

2-amino-N-[(1R)-2-[(3aR)-3a-benzyl-2-méthyl-3-oxo-2,3,3a,4,6,7-hexahydro-5H-
pyrazolo[4,3-c]pyridin-5-yl]-1-[(benzyloxy)méthyl]-2-oxoéthyl]-
2-méthylpropanamide

2-amino-N-[(1R)-1-[[(3aR)-3a-bencil-2,3,3a,4,6,7-hexahidro-2-metil-3-oxo-
5H-pirazolo[4,3-c]piridin-5-ilJcarbonil]-2-(benciloxi)etil]-2-metilpropionamida

C28H35N504

9-oxo-10-acridanacetic acid
acide (9-oxoacridin-10(9H)-yl)acétique
acido 9-oxo-10-acridanacético

C15H11NO3

(+)-(4R,5S,6S)-6-[(1R)-1-hydroxyethyl]-4-methyl-7-ox0-3-[[(3S,5S)-
5-[(sulfamoylamino)methyl]-3-pyrrolidinyl]thio]-1-azabicyclo[3.2.0]hept-
2-ene-2-carboxylic acid

(+)-acide (4R,5S,6S)-6-[(1R)-1-hydroxyéthyl]-4-méthyl-7-oxo0-3-[[(3S,5S)-
5-[(aminosulfonylamino)méthyl]pyrrolidin-3-yl]sulfanyl]-1-azabicyclo[3.2.0]hept-
2-ene-2-carboxylique

acido (+)-(4R,5S,6S)-6-[(1R)-1-hidroxietil]-4-metil-7-oxo-3-[[(3S,5S)-
5-[(sulfamoilamino)metil]-3-pirrolidinil]tio]- 1-azabicyclo[3.2.0]hept-2-eno-
2-carboxilico
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C15H24N4OGS2

ecraprostum

ecraprost butyl (4R,5R)-2,4-dihydroxy-5-[(1E,3S)-3-hydroxy-1-octenyl]-
1-cyclopentene-1-heptanoate, 2-butyrate

écraprost 7-[(4R,5R)-2-(butanoyloxy)-4-hydroxy-5-[(1E,3S)-3-hydroxyoct-
1-ényl]cyclopent-1-ényllheptanoate de butyle

ecraprost 2-butirato de (4R,5R)-2,4-dihidroxi-5-[(1E,3S)-3-hidroxi-1-octenil]-

1-ciclopenteno-1-heptanoato de butilo

C28H4806

o/\/\CH3

t WCHa
HO 'L ¢ "
P H on

elarofibanum
elarofiban (S)-B-[(R)-1-[3-(4-piperidyl)propionylnipecotamido]-3-pyridinepropionic acid
élarofiban acide (3S)-3-[[[(3R)-1-[3-(pipéridin-4-yl)propanoyl]piperidin-3-yl]carbonyl]

amino]-3-(pyridin-3-yl)propanoique
elarofiban acido (S)-B-[(R)-1-[3-(4-piperidil)propionil]nipecotamido]-3-piridinapropiénico

C22H32N404

(o} O H @N
O
HN
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ensulizolum
ensulizole

ensulizole

ensulizol

enzacamenum
enzacamene

enzacamene

enzacameno

eptaplatinum
eptaplatin

eptaplatine

eptaplatino

2-phenyl-5-benzimidazolesulfonic acid
acide 2-phényl-1H-benzimidazole-5-sulfonique
acido 2-fenil-5-bencimidazolsulfénico

C13H10N203S

(£)-3-(p-methylbenzylidene)camphor

(E)-(1RS,4SR)-1,7,7-triméthyl-3-(4-méthylbenzylidene)bicyclo[2.2.1]=
heptan-2-one

1,7,7-trimetil-3-(4-metilbencilideno)biciclo[2.2.1]heptan-2-ona

C1sH220

and enantiomer

et énantiomeére

y enantiémero
3

cis-[(4R,5R)-2-isopropyl-1,3-dioxolane-4,5-bis(methylamine)-
N,N[malonato(2-)-O,0]platinum

(SP-4-2)-[[(4R,5R)-2-(1-méthyléthyl)-1,3-dioxolane-
4,5-diyl)bis(méthanamine)-N,N][propanedioato(2-)-O,O’|platine

cis-[(4R,5R)-2-isopropil-1,3-dioxolano-4,5-bis(metilamina)-N,N'][malonato=

(2-)-0,0'platino

C11H20N206Pt

0 H, H
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ezetimibum

ezetimibe (3R,4S)-1-(p-fluorophenyl)-3-[(3S)-3-(p-fluorophenyl)-3-hydroxypropyl]-
4-(p-hydroxyphenyl)-2-azetidinone

ézétimibe (3R,4S)-1-(4-fluorophényl)-3-[(3S)-3-(4-fluorophényl)-3-hydroxypropyl]-
4-(4-hydroxyphényl)azétidin-2-one

ezetimiba (3R,4S)-1-(p-fluorofenil)-3-[(3S)-3-(p-fluorofenil)-3-hidroxipropil]-
4-(p-hidroxifenil)-2-azetidinona
C24H21F2NO3

H OH

F

fondaparinuxum natricum

fondaparinux sodium methyl O-2-deoxy-6-0-sulfo-2-(sulfoamino)-a-b-glucopyranosyl-
(1—>4)-0-a-p-glucopyranuronosyl-(1—4)-O-2-deoxy-3,6-di-O-sulfo-
2-(sulfoamino)-a-b-glucopyranosyl-(1—4)-0O-2-O-sulfo-a-L-idopyranuronosyl-
(1—>4)-2-deoxy-6-O-sulfo-2-(sulfoamino)-a-b-glucopyranoside, decasodium salt

fondaparinux sodique 0-6-0O-sulfo-2-(sulfoamino)-2-désoxy-a-p-glucopyranosyl-(1—4)-
O-B-pb-glucopyranuronosyl-(1—4)-0-3,6-di-O-sulfo-2-(sulfoamino)-2-désoxy-
a-D-glucopyranosyl-(1—4)-0-2-0O-sulfo-a-L-idopyranuronosyl-(1—4)-6- O-sulfo-
2-(sulfoamino)-2-désoxy-a-p-glucopyranoside de méthyle décasodique

fondaparinux sédico sal decasddica del O-2-desoxi-6-O-sulfo-2-(sulfoamino)-a.-p-glucopiranosil-
(1—4)-O-B-p-glucopiranuronosil-(1—4)-O-2-desoxi-3,6-di-O-sulfo-
2-(sulfoamino)-a--p-glucopiranosil-(1—4)-O-2-O-sulfo-o-L-idopirauronosil-
(1—>4)-2-desoxi-6-O-sulfo-2-(sulfoamino)-a-p-glucopiranésido de metilo

C31H43N3Na10049Ss

0SO3Na
0
0SO3Na o
0 O o O—CHs
0SO3N COzNa
N8 cooNa ( 0SO3Na OH2 NHSO3Na
0 00 o)
OoH OH NHSO3Na 0503Na

HO O
NHSO3Na  OH
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fosamprenavirum
fosamprenavir

fosamprénavir

fosamprenavir

fosfluconazolum
fosfluconazole

fosfluconazole

fosfluconazol

fosvesetum
fosveset

fosvéset

fosveset

(3S)-tetrahydro-3-furyl [(aS)-a-[(1R)-1-hydroxy-2-(N-isobutylsulfanilamido)=
ethyl] phenethyl]carbamate, dihydrogen phosphate (ester)

dihydrogénophosphate de (1R,2S)-1-[[[(4-aminophényl)sulfonyl](2-méthyl=
propyl)amino]méthyl]-3-phényl-2-[[[[(3S)-tétrahydrofuran-3-ylJoxy]=
carbonyllamino] propyle

dihidrogenofosfato (éster) de [(a:S)-a-[(1R)-1-hidroxi-2-(N'-isobutilsulfanil=
amido)etillfenetillcarbamato de(3S)-tetrahidro-3-furilo

C25H3sN309PS

2,4-difluoro-a,a-bis(1H-1,2,4-triazol-1-ylmethyl)benzyl alcohol, dihydrogen
phosphate (ester)

dihydrogénophosphate de 1-(2,4-difluorophényl)-2-(1H-1,2,4-triazol-1-yl)-
1-(1H-1,2,4-triazol-1-ylméthyl)éthyle

dihidrégenofosfato (éster) de 2,4-difluoro-o.,a-bis(1H-1,2,4-triazol-1-iimetil)
bencilo

C13H13F2NgO4P

oH F F
|
HO—P—0Q
N0
<
N N{
O
N

N-[2-[bis(carboxymethyl)amino]ethyl]-N-[(R)-2-[bis(carboxymethyl)amino]-
3-hydroxypropyl]glycine, 4,4-diphenylcyclohexyl hydrogen phosphate (ester)

acide 2,2-[[(1R)-1-[[[2-[bis(carboxyméthyl)amino]éthyl](carboxyméthyl)=
amino] méthyl]-2-[[[(4,4-diphénylcyclohexyl)oxy]hydroxyphosphoryl]=
oxy]éthyllimino] diacétique

4 4-difenilciclohexilhidrogenofosfato (éster) de N-[2-[bis(carboximetil)=
amino]etil]-N-[(R)-2-[bis(carboximetil)amino]-3-hidroxipropillglicina
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gadofosvesetum
gadofosveset

gadofosvéset

gadofosveset

gemtuzumabum
gemtuzumab

gemtuzumab

gemtuzumab

C33H44N3O14P
HO,C COH
HO,C. N N COaH
0— §

trihydrogen [N-[2-[bis(carboxymethyl)amino]ethyl]-N-[(R)-
2-[bis(carboxymethyl)amino]-3-hydroxypropyl]glycine 4,4-diphenylcyclohexyl
hydrogen phosphato(6-)]gadolinate(3-)

trihydrogéno[2,2’-[[(1R)-1-[[[2-[bis[(carboxy-«k-O)méthyllamino-k-N]éthyl]=
[carboxy-k-O)méthyllamino-k-N]méthyl]-2-[[[(4,4-diphénylcyclohexyl)oxy]=
hydroxyphosphoryl]oxy]éthyl]imino-k-N]diacétato(6-)-k-O-«x-O’]gadolinate(3-)

[4,4-difenilciclohexilhidrogenofosfato de (6-)N-[2-[bis(carboximetil)amino]=
etil]-N-[(R)-2-[bis(carboximetil)Jamino]-3-hidroxipropillglicina]gadolinato(3-)
de trihidrégeno

Ca3H41GdN3014P

-0,C 3 co,

2 Gd+ 2
HOLCo N2 i ~_ SN _COH
2N \’(\N/\/ ~- 2

o—" H

immunoglobulin G 4 (human-mouse monoclonal hP67.6 y4-chain anti-human
antigen CD 33), disulfide with human-mouse monoclonal hP67.6 k-chain, dimer

immunoglobuline G 4 anti-(antigéne CD 33 humain) (chaine y4 de I'anticorps
monoclonal de souris hP67.6 humanisé), dimére du disulfure avec la chaine k
de I'anticorps monoclonal de souris hP67.6 humanisé

inmunoglobulina G 4 anti-(antigeno humano CD 33) (cadena y4 del anticuerpo
monoclonal hP67.6 hombre-raton), dimero del disulfuro con la cadena « del
anticuerpo monoclonal hP67.6 hombre-raton
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idraparinuxum natricum
idraparinux sodium

idraparinux sodique

idraparinux sédico

isatoribinum
isatoribine

isatoribine

isatoribina

methyl O-2,3,4-tri-O-methyl-6-O-sulfo-a-p-glucopyranosyl-(1—4)-0O-2,3-di-
O-methyl-B-pb-glucopyranuronosyl-(1—4)-0-2,3,6-tri-O-sulfo-o-b-glucopyranosyl-
(1->4)-0-2,3-di-O-methyl-a-L-idopyranuronosyl-(1—4)-2,3,6-tri-O-sulfo-
a-D-glucopyranoside nonasodium

0-2,3,4-tri-O-méthyl-6- O-sulfo-a-p-glucopyranosyl-(1—4)-0-2,3-di-O-méthyl-
B-p-glucopyranuronosyl-(1—4)-0-2,3,6-tri-O-sulfo-o-p-glucopyranosyl-(1—4)-
0-2,3-di-O-méthyl-a-L-idopyranuronosyl-(1—4)-2,3,6-tri-O-sulfo-
a-D-glucopyranoside de méthyle nonasodique

0-2,3,4-tri-O-metil-6-O-sulfo-o.-p-glucopiranosil-(1—4)-0-2,3-di- O-metil-
f3-p-glucopiranuronosil-(1—4)-0-2,3,6-tri-O-sulfo-a-p-glucopiranosil-(1—>4)-
0-2,3-di-O-metil-a-L-idopiranuronosil-(1—4)-2,3,6-tri-O-sulfo-
a-D-glucopirandsido de metilo nonasédico

CagHs5NagO49S7
o
~S0;Na
J/—o
NaO3S
fe) 3
~S0;Na \o
o)
o) o) o
NaO3;S <
o 3 CH
~S0;Na CO,Na (0 88&';‘3 S N3
o} 0.0 o} sha
OCH OCH o)
3 3 “~sosNa  OCHs
H,CO 0
OCH; OCH;

5-amino-3-(B-p-ribofuranosyl)thiazolo[4,5-d]pyrimidine-2,7(3H,6H)-dione
5-amino-3-(B-p-ribofuranosyl)thiazolo[4,5-d]pyrimidine-2,7(3H,6H)-dione
5-amino-3-B-p-ribofuranosiltiazolo[4,5-d]pirimidina-2,7(3H,6 H)-diona

C10H12N406S

*ﬁﬁ

(o}

HoN
HO.

OH OH
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labradimilum
labradimil

labradimil

labradimil

ladirubicinum
ladirubicin

ladirubicine

ladirubicina

N2-[(S)-2-[L-arginyl-L-prolyl-trans-4-hydroxy-L-prolylglycyl-3-(2-thienyl)-
L-alanyl-L-seryl-L-prolinamido]-3-(p-methoxyphenyl)propyl]-L-arginine

N2-[(2S)-2-[[L-arginyl-L-prolyl-[(4 R)-4-hydroxy-L-prolyl]-glycyl-[3-(thiophén-
2-yl]-L-alanyl]-L-seryl-L-prolylJamino]-3-(4-méthoxyphényl)propyl]-L-arginine

N2-[(S)-2-[L-arginil-L-prolil-trans-4-hidroxi-L-prolilglicil-3-(2-tienil)-L-alanil-L-seril-
L-prolinamido]-3-(p-metoxifenil)propil]-L-arginina

Ca9H75N 150128
OCHj3

OH —

(a H
H-Arg—Pro—N XS H

H 3 {
GIy—-AIa—-Ser—-Pro—-H CH,—Arg—OH
(o}

(1S,3S)-3-acetyl-1,2,3,4,6,11-hexahydro-3,5,12-trihydroxy-6,11-dioxo-
1-naphthacenyl 3-(1-aziridinyl)-2,3,6-trideoxy-4-O-(methylsulfonyl)-a.-L-lyxo-
hexopyranoside

(7S,9S)-9-acétyl-7-[[3-(aziridin-1-yl)-4-O-(méthylsulfonyl)-2,3,6-tridésoxy-
a-L-lyxo-hexopyranosylloxy]-6,9,11-trihydroxy-7,8,9,10-tétrahydrotétracene-
5,12-dione

(1S,3S)-3-acetil-1,2,3,4,6,11-hexahidro-3,5,12-trihidroxi-6, 11-dioxo-1-naftacenil
3-(1-aziridinil)-2,3,6-tridesoxi-4-O-(metilsulfonil)-a-L-lixo-hexopiranésido

C29H31NO11S
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lerdelimumabum
lerdelimumab

lérdelimumab

lerdelimumab

levmetamfetaminum
levmetamfetamine

levmétamfétamine

levmetanfetamina

lixivaptanum
lixivaptan

lixivaptan

lixivaptan

immunoglobulin G4, anti-(human transforming growth factor b2) (human
monocloal CAT-152 y 4-chain), disulfide with human monoclonal CAT-152
A-chain, dimer

immunoglobuline G4, anti-(facteur de croissance transformant humain b2)

(chaine y 4 de I'anticorps monoclonal humain CAT-152), dimére du disulfure avec

la chaine X\ de I'anticorps monoclonal humain CAT-152
inmunoglobulina G4, anti-(factor b2 de crecimiento transformador

humano)(cadena y 4 del anticuerpo monoclonal humano CAT-152), dimero del
disulfuro con la cadena A del anticuerpo monoclonal humano CAT-152

(-)-(R)-N,a-dimethylphenethylamine
(-)-(2R)-N-méthyl-1-phénylpropan-2-amine
(-)-(R)-N,a-dimetilfenetilamina

C1oH1sN

H

N
7 CHs
H CH,

3'-chloro-5-fluoro-4'-(5H-pyrrolo[2,1-c][1,4]benzodiazepin-
10(11H)-ylcarbonyl)-o-toluanilide

N-[3-chloro-4-[(5H-pyrrolo[2,1-c][1,4]benzodiazépin-
10(11H)-yl)carbonyl]phényl]-5-fluoro-2-méthylbenzamide

3'-cloro-5-fluoro-4'-(5H-pirrolo[2,1-c][1,4]benzodiazepin-10(11H)-ilcarbonil)-
o-toluanilida

C27H21CIFN302

CHs

Iz
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melevodopum
melevodopa

mélévodopa

melevodopa

meradimatum
meradimate

méradimate

meradimato

norelgestrominum
norelgestromin

norelgestromine

norelgestromina

(-)-3,4-dihydroxy-L-phenylalanine, methyl ester
(-)-(2S)-2-amino-3-(3,4-dihydroxyphényl)propanoate de méthyle
éster metilico de (-)-3,4-dihidroxi-L-fenilalanina

C10H13NOg4

/CHS

H NH,
HO

OH

p-menth-3-yl anthranilate
2-aminobenzoate de 5-méthyl-2-(1-méthyléthyl)cyclohexyle
antranilato de p-ment-3-ilo

C17H25NO2

H3C CH3

NH, O

CHj3

13-ethyl-17-hydroxy-18,19-dinor-17a-pregn-4-en-20-yn-3-one oxime
13-éthyl-17-hydroxy-18,19-dinor-17a-prégn-4-én-20-yn-3-one oxime
13-etil-17-hidroxi-18,19-dinor-17a-pregn-4-en-20-in-3-ona oxima

C21H29NO2
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octinoxatum
octinoxate

octinoxate

octinoxato

octisalatum
octisalate

octisalate

octisalato

2-ethylhexyl p-methoxycinnamate
(E)-3-(4-méthoxyphényl)prop-2-énoate de (2RS)-2-éthylhexyle
p-metoxicinamato de 2-etilhexilo
C18H2603

(0]

\)J\ and enantiomer
o” > CH3 et énantiomére
H y enantiomero
H3CO

CHs;

2-ethylhexyl salicylate
2-hydroxybenzoate de (2RS)-2-éthylhexyle
salicilato de 2-etilhexilo

C15H2203

and enantiomer

o” CH; et énantiomere
H y enantiomero

OH CH,3

opaviralinum

opaviraline isopropyl (S)-2-ethyl-7-fluoro-3,4-dihydro-3-oxo-1(2H)-quinoxalinecarboxylate

opaviraline (2S)-2-éthyl-7-fluoro-3-oxo-3,4-dihydroquinoxaline-1(2H)-carboxylate de
1-méthyléthyle

opaviralina (S)-2-etil-7-fluoro-3,4-dihidro-3-oxo-1(2H)-quinoxalinacarboxilato de isopropilo
C14H17FN203

|-|3<:\rcn-|3
0.0

F. N cH
T
o

N
H
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opebacanum
opebacan

opébacan

opebacan

132-L-alanine-1-193-bactericidal/permeability-increasing protein (human)

[132-L-alanine]-1-193-protéine humaine augmentant la perméabilité et a action

bactéricide

132-L-alanina-1-193-proteina(humana) bactericida/incrementadora de la

permeabilidad

VNPGVVVRIS QOKGLDYASQQ GTAALQKELK RIKIPDYSDS
FKIKHLGKGH YSFYSMDIRE FQLPSSQISM VPNVGLKFSI
SNANIKISGK WKAQKRFLKM SGNFDLSIEG MSISADLKLG
SNPTSGKPTI TASSCSSHIN SVHVHISKSK VGWLIQLFHK
KIESALRNKM NSQVCEKVTN SVSSELQPYF QTL

oritavancinum
oritavancin

oritavancine

oritavancina

(4" R)-22-0O-(3-amino-2,3,6-trideoxy-3-C-methyl-a-L-arabino-hexopyranosyl)-
N?'-[p-(p-chlorophenyl)benzyllvancomycin

acide (3S,6R,7R,22R,23S,26S,36R,38aR)-22-(3-amino-3-C-méthyl-
2,3,6-tridésoxy-o-L-arabino-hexopyranosyloxy)-3-(2-amino-2-oxoéthyl)-
10,19-dichloro-44-[[2-O-[3-[[(4 -chlorobiphényl-4-yl)méthylJamino]-3-C-méthyl-
2,3,6-tridésoxy-oa-L-arabino-hexopyranosyl]-B-p-glucopyranosyl]oxy]-
7,28,30,32-tétrahydroxy-6-[[(2R)-4-méthyl-2-(méthylamino) pentanoyllamino]-
2,5,24,38,39-pentaoxo-2,3,4,5,6,7,23,24,25,26,36,37,38,38a-tétradécahydro-
8,11:18,21-diéthéno-23,36-(iminométhano)-22H-13,16:31,35-diméthéno-
1H,13H-[1,6,9]oxadiazacyclohexadécino [4,5-m][10,2,16]
benzoxadiazacyclotétracoséne-26-carboxylique

(4' R)-22-0-(3-amino-2,3,6-tridesoxi-3-C-metil-a-L-arabino-hexopiranosil)-
N?"-[p~(p-clorofenil)bencillvancomicina
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CasHg7ClI3N 10026

CHg

/CH3

Iz

ozogamicinum

ozogamicin methyl (1R,4Z,8S,13E)-13-[2-[[2-[[[p-(3-carbamoylpropoxy)-
a-methylbenzylidene]hydrazino]carbonyl]-1,1-dimethylethyl]dithio]ethylidene]-
8-[[4,6-dideoxy-4-[[[2,6-dideoxy-4-S-[4-[(6-deoxy-3-O-methyl-
a-L-mannopyranosyl) oxy]-3-iodo-5,6-dimethoxy-o-toluoyl]-4-thio-
B-p-ribo-hexopyranosylJoxy]Jamino]-2-O-[2,4-dideoxy-4-(N-ethylacetamido)-
3-O-methyl-a.-L-threo-pentopyranosyl]-B-b-glucopyranosyl]oxy]-1-hydroxy-
11-oxobicyclo[7.3.1]trideca-4,9-diene-2,6-diyne-10-carbamate

ozogamicine [(1R,4Z,8S,13E)-8-[[2-O-[4-(acétyléthylamino)-3-O-méthyl-2,4-didésoxy-
a-L-thréo-pentopyranosyl]-4-[[[4-S-[3-iodo-5,6-diméthoxy-2-méthyl-4-[(3-O-
méthyl-6-désoxy-a-L-mannopyranosyl)oxy]benzoyl]-2,6-didésoxy-4-thio-
B-p-ribo-hexopyranosylJoxy]amino]-4,6-didésoxy-p-p-glucopyranosyl]oxy]-
13-[2-[[3-[[1-[4-(4-amino-4-oxobutoxy)phényl]éthylidéne]lhydrazino]-
1,1-diméthyl-3-oxopropyl]disulfanyl]éthylidéne]-1-hydroxy-
11-oxobicyclo[7.3.1] tridéca-4,9-diene-2,6-diyn-10-yllcarbamate de méthyle

ozogamicina (1R,4Z,8S,13E)-13-[2-[[2-[[[p-(3-carbamoilpropoxi)-a-metilbencilideno]
hidrazino]carbonil]-1,1-dimetiletil]ditio]etilidenc]-8-[[4,6-didesoxi-
4-[[[2,6-didesoxi-4-S-[4-[(6-desoxi-3-O-metil-a-L-manopiranosil Joxi]-3-iodo-
5,6-dimetoxi-o-toluoil]-4-tio-B-p-ribo-hexopiranosilloxilamino]-
2-0-[2,4-didesoxi-4-(N-etilacetamido)-3-O-metil-a-L-treo-pentopiranosil]-
B-p-glucopiranosil] oxi]-1-hidroxi-11-oxobiciclo[7.3.1]trideca-4,9-dieno-
2,6-diina-10-carbamato de metilo

a7
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C73H97|N602583

S
OCH; O
H,CO 0
s (0]
on § O Os__NH, _NH
HO 00 o, M N
H3C N (0]
CH, | /©)‘\CH3
HsCO OH 0
OCHg
paliperidonum
paliperidone (%)-3-[2-[4-(6-fluoro-1,2-benzisoxazol-3-yl)piperidino]ethyl]-

6,7,8,9-tetrahydro-9-hydroxy-2-methyl-4H-pyrido[1,2-a]pyrimidin-4-one

palipéridone (9RS)-3-[2-[4-(6-fluoro-1,2-bensisoxazol-3-yl)pipéridin-1-yl]éthyl]-
9-hydroxy-2-méthyl-6,7,8,9-tétrahydro-4H-pyrido[1,2-a]pyrimidin-4-one

aliperidona +)-3-[2-[4-(6-fluoro-1,2-benzisoxazol-3-il)piperidino]etil]-6,7,8,9-tetrahidro-
palip pip
9-hidroxi-2-metil-4 H-pirido[1,2-a]pirimidin-4-ona

C23H27FN4O3

and enantiomer
N et énantiomére
F yenantiomero

N-g

pitavastatinum
pitavastatin (3R,5S,6E)-7-[2-cyclopropyl-4-(p-fluorophenyl)-3-quinolyl]-3,5-dihydroxy-
6-heptenoic acid

pitavastatine acide (6E)-(3R,5S)-7-[2-cyclopropyl-4-(4-fluorophényl)quinoléin-3-yl]-
3,5-dihydroxyhept-6-énoique

pitavastatina acido (3R,5S,6E)-7-[2-cicloclopropil-4-(p-fluorofenil)-3-quinolil]-
3,5-dihidroxi-6-heptenoico
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rimonabantum
rimonabant

rimonabant

rimonabant

rostaporfinum
rostaporfin

rostaporfine

rostaporfina

Ca5H24FNO4

5-(p-chlorophenyl)-1-(2,4-dichlorophenyl)-4-methyl-N-piperidinopyrazole-
3-carboxamide

5-(4-chlorophényl)-1-(2,4-dichlorophényl)-4-méthyl-N-(pipéridin-1-yl)-
1H-pyrazole-3-carboxamide

5-(p-clorofenil)-1-(2,4-diclorofenil)-4-metil-N-piperidinopirazol-
3-carboxamida

C22H21ClI3N4O

Cl

Cl

(0C-6-13)-dichlorofethyl (18RS, 19SR)-3,4,20,21-tetradehydro-
4,9,14,19-tetraethyl-18,19-dihydro-3,8,13,18-tetramethyl-
20-phorbinecarboxylato (2-)-N23,N24 N25 N26]tin

(OC-6-13)-dichloro[(2RS,3SR)-2,7,12,17-tétraéthyl-3,8,13,18-tétraméthyl-
2,3-dihydrocyclopentala,flporphyrine-21-carboxylato(3-)-N27,N?2, N23 N24]
stannate(2-) d’'éthyle

(OC-6-13)-dicloro[(18RS, 19SR)-3,4,20,21-tetradeshidro-
4,9,14,19-tetraetil-18,19-dihidro-3,8,13,18-tetrametil-20-forbinacarboxilato de
etilo (2-)-N23,N24 N25 N26estafio
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rosuvastatinum
rosuvastatin

rosuvastatine

rosuvastatina

rotigotinum
rotigotine

rotigotine

rotigotina

C37H42C|2N4023n

and enantiomer
et énantiomere
y enantiémero

(3R,5S,6E)-7-[4-(p-fluorophenyl)-6-isopropyl-2-(N-methylmethane
sulfonamido)-5-pyrimidinyl]-3,5-dihydroxy-6-heptenoic acid

acide (3R,5S,6E)-7-[4-(4-fluorophényl)-6-(1-méthyléthyl)-2-[méthyl
(méthylsulfonyl)amino]pyrimidin-5-yl]-3,5-dihydroxyhept-6-énoique

acido (3R,5S,6E)-7-[4-(p-fluorofenil)-6-isopropil-2-(N-metilmetano
sulfonamido)-5-pirimidinil]-3,5-dihidroxi-6-heptenoico

C22H28FN306S
F
CO,H
. --OH
0 0o N7
Y L o ;
H3C/ \’}l 3
CH3 CH3

(-)-(S)-5,6,7,8-tetrahydro-6-[propyl[2-(2-thienyl)ethyl]amino]-1-naphthol

(-)-(6S)-6-[propyl[2-(thiophén-2-yl)éthyl]amino]-5,6,7,8-tétrahydronaphtalén-
1-ol

(-)-(S)-5,6,7,8-tetrahidro-6-[propil[2-(2-tienil)etil]Jamino]-1-naftol

C19H2sNOS

CH
'ﬂh3

N
. %
OH s/
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ruplizumabum
ruplizumab

ruplizumab

ruplizumab

sitaxentanum
sitaxentan

sitaxentan

sitaxentan

sulfamazonum
sulfamazone

sulfamazone

sulfamazona

immunoglobulin G 1 (human-mouse monoclonal 5¢8 y1-chain anti-human
CD 40 ligand), disulfide with human-mouse monoclonal 5¢8 k-chain, dimer

immunoglobuline G1 anti-(ligand CD 40 humain) (chaine y1 de I'anticorps
monoclonal de souris 5¢8 humanisé), dimére du disulfure avec la chaine x
de I'anticorps monoclonal de souris 5¢8 humanisé

inmunoglobulina G 1 anti-(ligando CD 40 humano) (cadena y1 del anticuerpo

monoclonal hombre-ratén 5¢8), dimero del disulfuro con la cadena « del
anticuerpo monoclonal hombre-ratén 5¢8

N-(4-chloro-3-methyl-5-isoxazolyl)-2-[[4,5-(methylenedioxy)-o-tolyl]acetyl]-
3-thiophenesulfonamide

N-(4-chloro-3-méthylisoxazol-5-yl)-2-[(6-méthyl-1,3-benzodioxol-
5-yl)acétyl]thiophéne-3-sulfonamide

N-(4-cloro-3-metil-5-isoxazolil)-2-[[4,5-(metilenodioxi)-o-tolil]acetil]-
3-tiofenosulfonamida

C18H15CIN206S>

CHs;

(RS)-(1,5-dimethyl-2-phenyl-3-oxo-2,3-dihydro-1H-pyrazol-4-yl)[[4-[(6-
methoxypyridazin-3-yl)sulfamoyl]phenyllJamino]jmethanesulfonic acid

acide (RS)-(1,5-diméthyl-2-phényl-3-oxo0-2,3-dihydro-1H-pyrazol-4-yl)[[4-[(6-
méthoxypyridazin-3-yl)sulfamoyl]phényllamino]méthanesulfonique

acido (RS)-(1,5-dimetil-2-fenil-3-oxo-2,3-dihidro-1H-pirazol-4-il)[[4-[(6-
metoxipiridazin-3-il)sulfamoil]fenillamino]metanosulfénico

C23H24N607SZ

N and enantiomer
et énantiomére
y enantiémero
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talaporfinum
talaporfin

talaporfine

talaporfina

ticalopridum
ticalopride

ticalopride

ticaloprida

tolvaptanum
tolvaptan

tolvaptan

tolvaptan

N-[[(2S,3S)-18-carboxy-2-(2-carboxyethyl)-13-ethyl-2,3-dihydro-
3,7,12,17-tetramethyl-8-vinylporphyrin-20-yl]acetyl]-L-aspartic acid

(2S)-2-[[[(7S,8S)-3-carboxy-7-(2-carboxyéthyl)-13-éthényl-18-éthyl-
2,8,12,17-tétraméthyl-7,8-dihydroporphyrin-5-ylJacétyllJamino]butanedioique

N-[[(2S,3S)-18-carboxi-2-(2-carboxietil)-13-etil-2,3-dihidro-
3,7,12,17-tetrametil-8-vinilporfirin-20-il]Jacetil]-acido-L-aspartico

CagH41N509

4-amino-5-chloro-N-[(3S,4R)-3-methoxy-4-piperidyl]-o-anisamide
4-amino-5-chloro-2-méthoxy-N-[(3S,4R)-3-méthoxypipéridin-4-yllbenzamide

4-amino-5-cloro-N-[(3S,4R)-3-metoxi-4-piperidil]-o-anisamida

C14H20CIN303
(0]
H
cl > NH
HH i
H,N OCH; OCHjs

(%)-4'-[(7-chloro-2,3,4,5-tetrahydro-5-hydroxy-1H-1-benzazepin-1-yl)
carbonyl]-o-tolu-m-toluidide

N-[4-[[(5RS)-7-chloro-5-hydroxy-2,3,4,5-tétrahydro-1H-1-benzazépin-1-yl]
carbonyl]-3-méthylphényl]-2-méthylbenzamide

(%)-4'-[(7-cloro-2,3,4,5-tetrahidro-5-hidroxi-1H-1-benzazepin-1-il)carbonil]-
o-tolu-m-toluidida
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vilazodonum
vilazodone

vilazodone

vilazodona

C26H25CIN203

(0]
and enantiomer
N et énantiomére
H +YoH Y enantiomero
CH3

5-[4-[4-(5-cyanoindol-3-yl)butyl]-1-piperazinyl]-2-benzofurancarboxamide

5-[4-[4-(5-cyano-1H-indol-3-yl)butyl]pipérazin-1-yl]benzofurane-
2-carboxamide

5-[4-[4-(5-cianoindol-3-il)butil]-1-piperazinil]-2-benzofurancarboxamida

C26H27Ns02

HN

NC

NH,
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 14
(WHO Chronicle, Vol. 28, No. 10, 1974)

p. 1 delete insert
amfebutamonum bupropionum
amfebutamone bupropion

Dénominations communes internationales recommendées (DCI Rec.): Liste 14
(Chronique OMS, Vol. 28, No. 10, 1974)

p.1 supprimer insérer
amfebutamonum bupropionum
amfébutamone bupropione

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 14
(Crénica de la OMS, Vol. 28, No. 10, 1974)

p.1 suprimase insértese
amfebutamonum bupropionum
anfebutamona bupropién

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 30
( Informacion farmacutica de la OMS, Vol. 4, No. 3, 1990)

p.5 suprimase insértese
enalquireno enalkireno

Recommended International Nonproprietary Names (Rec. INN): List 42
Dénominations communes internationales recommendées (DCI Rec.): Liste 42
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 42
(WHO Drug Information, Vol. 13, No. 3, 1999)

p. 198 delete/supprimer/suprimase insert/insérer/insértese
olmesartanum olmesartanum medoxomilum
olmesartan olmesartan medoxomil
olmésartan olmésartan médoxomil
olmesartan olmesartan medoxmilo
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Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 44
(WHO Drug Information, Vol. 14, No. 3, 2000)

p. 184 adalimumabum
adalimumab sustitiyase la descripcién por la siguiente:
inmunoglobulina G1 (anti-factor a. de necrosis tumoral humano) (cadena
pesada del anticuerpo monoclonal humano D2E7), dimero del disulfuro con la
cadena « del anticuerpo D2E7 monoclonal humano

p. 185 amiglumidum
amiglumida sustitiyase la descripcién por la siguiente:
acido (R)-4-(2-naftamido)-N,N-dipentilglutaramico

p. 193 evernimicinum
evernimicina sustitiyase la descripcién por la siguiente:

0-2,3,6-tridesoxi-3-C-metil-4-O-metil-3-nitro-o-L-arabino-hexopiranosil-
(1->3)-0-2,6-didesoxi-4-0-(3,5-dicloro-6-metoxi-4,2-cresotoil)-p-p-arabino-
hexopiranosil-(1—-4)-0-(1R)-2,6-didesoxi-p-arabino-hexopiranosilideno-
(1>3-4)-0-6-desoxi-3-C-metil-B-b-manopiranosil-(1—3)-O-6-desoxi-
4-0O-metil-B-p-galactopiranosil-(1—4)-2,6-di-O-metil-3-p-manopiranésido de
O-(1R)-2,3-O-metileno-4-O-(6-metil-p-resorciloil)-p-xilopiranosilideno-
(1—>3-4)-o-L-lixopiranosilo

p. 196 irofulvenum
irofulveno sustitiyase la descripcién por la siguiente:
(R)-6'-hidroxi-3'-(hidroximetil)-2',4',6'-trimetilespiro[ciclopropano-
1,5'-[5H]inden]-7'(6'H)-ona

p. 201 posaconazolum
posaconazol sustitiyase la descripcién por la siguiente:
4-[p-[4-[p-[[(3R,5R)-5-(2,4-difluorofenil)tetrahidro-5-(1H-1,2,4-triazol- 1-ilmetil)-
3-furillmetoxilfenil]-1-piperazinillfenil]-1-[(1S,2S)-1-etil-2-hidroxipropil]-
A2-1,2 4-triazolin-5-ona

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in uneven numbers of proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour les
substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internatio-nales
applicables aux substances pharmaceutiques seront publiés seulement dans les numéros impaires des listes des DCls
proposées.

El texto de los Procedimientos de seleccion de denominaciones comunes internacionales recomendadas para las sustancias
farmacéuticas y de los Principios generales de orientacién para formar denominaciones comunes internacionales para
sustancias farmacéuticas aparece solamente en los niumeros impares de las listas de DCI propuestas.
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Randomized, Double-blind Trial to Determine the Development & ~ SN 7 , KA
Pharmacokinetics and Pharmacodynamics of Orally ~ |Commercialization, Inc.  [201546 1 17H » N Y=, 2
Administered Tolvaptan 3.75, 7.5, and 15 mg Tablets /:4/) /’% ZES
in Subjects With Syndrome of Inappropriate 7 R
Antidiuretic Hormone Secretion
5.3.5.2-01 156-14-003: A Multicenter, Uncontrolled, Open-label, | K& BLFERE A 41 201743 H2H HAR ES[g) FENE B FA & B
Dose-titration Trial to Investigate the Efficacy and ~
Safety of Tolvaptan Tablets in Patients With 2019423 19H
Hyponatremia in Syndrome of Inappropriate
Antidiuretic Hormone Secretion (SIADH)
5.3.5.3-01 Module 2.7.3 Summary of Clinical Efficacy (MAA |Otsuka Pharmaceutical TN FENE B e v
Submission to Switzerland) (Switzerland) GmbH - -
5.3.5.3-02 Tolvaptan Summary of Clinical Efficacy Supporting [Otsuka Pharmaceutical TN FENE B 2B Gk}
Documentation (MAA Submission to Switzerland) ~ [(Switzerland) GmbH - -
5.3.5.3-03 Module 2.7.4 Summary of Clinical Safety (MAA Otsuka Pharmaceutical TN FENE B e v
Submission to Switzerland) (Switzerland) GmbH - -
5.3.5.3-04 Tolvaptan Summary of Clinical Safety Supporting Otsuka Pharmaceutical TN FENE B e v
Documentation (MAA Submission to Switzerland)  [(Switzerland) GmbH - -
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5.3.5.4-01 156-02-235: Multicenter, Randomized, Double-blind, [Otsuka Maryland 2003F4H11H  [KE 5 B R SE G
Placebo-controlled, Efficacy and Safety Study of the [Research Institute, Inc. ~
Effects of Titrated Oral Tolvaptan Tablets in Patients 20054F12H20H
With Hyponatremia “SALT TRIAL”(Sodium
Assessment With Increasing Levels of Tolvaptan in
Hyponatremia)

1.12 ZfHER—F

1




M ERRE

S A hv

EH

AR 2 Hit 40 )

AR I Ht 5 P

HaiGs

R -

Z2EZ R DRI
5.3.5.4-02 156-03-238: International, Multicenter, Randomized, Otsuka Maryland 2003411 H20H  [RE, B54, RA st FEPEERE SHE R
Double-blind, Placebo-controlled, Efficacy andSafety [Research Institute, Inc. ~ Y, LR —, 0?1
Study of the Effects of Titrated Oral Tolvaptan 200547H6H :1;5:3]5[], ?\/\/I)/
Tablets in Patients With Hyponatremia “SALT 2 ;;?;:7/?; ﬁ;\/
TRIAL”(Sodium Assessment With Increasing Levels ’
of Tolvaptan in Hyponatremia 2)
5.3.6-01 Periodic Safety Update Report (PSUR) #i Otsuka Pharmaceutical ~ [20§‘F} /1 |l H s FENE R SE Gk}
Development & ~
Commercialization Inc. |20l P
5.3.7-01 A PRI ERER OSE 5] —Fa 3k — — — ElE B R APl R
5.3.7-02 RIVEHFEBUER — R — — — Bl P E R AR
5.3.7-03 HERAEERIEN RRGECH R LET) — — — =P B R APl R
5.3.7-04 BRI A S — R — — — Bl P E R AR
5.4-01 TEAEZE —(ENallIED T 7' 7 —F R R HANH A2 MRS
_ _ _ ; 2014 ; 103 (4) —
: 849-54.
5402 7 L RO AR Pl B O TNl £ KTC [ 40)1] = TRPIRY o 2Rt
e _ . . . 20135102 (7) .
: 1807-13.
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5.4-05 Characteristics and mortality of severe hyponatraemia |Gill G, Huda B, Boyd A, Clin Endocrinol.
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5.4-07 Moderate hyponatremia is associated with increased [Corona G, Giuliani C, PLoS One.
risk of mortality: evidence from a meta-analysis Parenti G, et al. — — — 2013;8(12):e80451. —
5.4-08 Hyponatremia and mortality risk: a Danish cohort Holland-Bill L, Eur J Endocrinol.
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5.4-13 Investigation and management of severe Huda MS, Boyd A, Postgrad Med J.
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5.4-14 Current treatment practice and outcomes. Report of  [Greenberg A, Verbalis JG, Kidney Int. 2015;
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5.4-22 Hyponatremia treatment guidelines 2007: expert Verbalis JG, Goldsmith Am J Med.
panel recommendations SR, Greenberg A, et al. 2007;120(11 Suppl .
1):S1-21.
5.4-23 123%, 4) HURRA/VE O REEDUWIEGRE (R0 Z4E R W10/, 9]
AENE 52013, p.
1585-7. o
5.4-24 6%, PURIR AT v A B oy WAE R mIA B, RBIY B N A2 59
BiBR, EI ¥, 2R Bl EEE 20l
Feltk B 09. p.771-2.
5.4-25 ADH (AVP) AN & 53 WAE Bt /NI R
AT H8HR _
Vol.5. HrliF)E
;2013. p.71-4.

1.12 ZfHER—F

4




R -

& RS ZA kv EE IR S i 11 T FRBR FE N 7 T HRFEAR el s BEEE O]
5.4-26 MFEAIT JE R JE AR R T A B & FER VAR TSR3
R TE R FEOR SRAIT JE 55 R AR s -
R E R BRI 3 _ _ _ ; 2000. p.3-16. _
HRXIGIR B DI A4 %
e % 72 & OFHAEA
JEE
5.4-27 FROSFERBUE FrEERE (FREEn) = |#nliimtr 22—
Fa B RAERTRIE R, R GIRA - HEIT R — — — — —
5.4-28 SIADH £ ® X 5 iZ@2Wrd %2>, MRHE & ORI |41 =4 Fluid Management
. . . Renaissance .
2013 ;3 (1) : 46;
51,
5.4-29 Hyponatremia secondary to the syndrome of Laville M, Burst V, Peri Clin Kidney J.
inappropriate secretion of antidiuretic hormone A, etal. 2013;6(Suppl 1):i1-
(SIADH): therapeutic decision-making in real-life — — — 20. —
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