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ME TR BT METE R R ME TR SR MEYES) [11.1.1 28]

2.4 TYRF LY IRIVBBEE R SR ORERBESE (2L OBREAEET>CERPMEN I MO—ILHELL
FROEBEER) [10.1 2]
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BEH Fip ERICKVERERT D RARSERI1E400mgZz1H1EET S,

(7. BERUHECEET 3R (k)

7.5 AR ITFOENIIVRUNIIVTILG > ([CE# U THER T 2EEITH D T2 D AFBD/ IV T IV > DEREERUHAET
DREENR AR DOREENRZIBHE LT LT EREORE MOBRERICLSEEIRIFzER L. AFERDEZ
BE(CHMTRLEE (I BEABEOEREICLST1E100mgE 1B 1ENSDRBREEEIZZE, [17.1.4 28]

7.6 BEOAREGHITZ2EMEERETIE RAELTEROT2ORERUVAZICHDIZEETIH EBELTED
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FEIRTB L&,

IVLAMEIOOMg. T LRME200mMgD/NILHILI D EFEENWTIVI L ORERVEZ

IYLANET00mMgICIF5T.4mg. T L ANE200mMglciF102.8mgcBETZ/ULTILIUHAFENTVET,

IS ORERVBEEF HEECRACE/VILTILY > ELT40~80maxE 1B EROKRET 3. 46 Fif FERICIEUT

BEIERTZN. 1H160MgETEETE 2, JESNTVET,

B 'IE!L\’F%k&H%Fﬁ&%&UFH;GEﬁ“)
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PR CEMEAIICTRI200MgETBET 3. 1EIRSEIF50mg. 100mgX(F200mgé L. WITNOBREE(CHEVWTETH2ERZO
B59%,0H. BAECIGCTCEERET S,

(7. BiERUHE CEET 3R (k%))

71 ROFBETE EEOREZ IEBR<BER L IBED I EZEE (CHIHTT

- BiaepE=E (eGFR 90mL/min/1.73m?kE) DHBE8E[7.2.7.3 2 1 2 2 28]
- hEEDORFEEEREZE (Child-Pugh948B) D% 5 8E[7.2.7.3.9. 3 ’5,3]
- MEMEWVWEE[7.2.7.3.8.2.9.1.4.11.1.3.17.1.1-17.1.3 =]

7.2 RE|OBER I BRSBTHVWSNME. MBEA) Y AMERUBIEICEIZUTORELBRICHRFN TS [7.1.8.2,
17.1.2.17.1.3 28]

A DERRTE TRV SN ZEBIE  DEH#E
mE EEEELEAHFSNT . PHEHAMED 95mmHg Uk
Mm;EA)TLME | 5.4mEq/LIT
BEae eGFR 30mL/min/1.73m? BLEMD eGFR DIETERA 35% U T

%118 50mgH5 1[E 100mg ADIBEROEETHY, BARRBRCEVINOEETELIEENEEFTREESNT,
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EREENEDHSDONBZEENHHVET BEDEMELNRERE LGS KR, —BEMEMFRFS
DERGIERZF TR ITAREELHIET,
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FIRZBEOHABICEVWTIE. IV L AMNEBERAENSHIBLIBE(IFR4A [CIT>TLIETL,

BEEFRICEDLKHEVN 35 DENHoONB LN HB DT, BFER. BENEDEGLF Rz 4 Stz
BFIBRICIHERTBLS.8EZHMVLET,

ToSFT oY NI ZRREEREDTURF LY 7IVEE FIRBEER (Z7O0EIR N)IOIAFTIRE)
EOHRABICEKI. L= -TooFT oo -7ILRRTOVRBEEAMNERINRIIEERECTHEZNHDH
BOT HADOKEBILFELTLIEZWL,
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W AERBEMENFRTIHEE. T L AN REX [F—RHRT L TIZE 0,

e EEEECHIZENTECEHETZIHEEERDRIRIRR
(FEHALL B BREIRR ™ ' D B A AR : SAF™?)

BMEEREENREVRARBNBHBRORSET - OHE(CH I ELECRAETIEEER DX
FEERURSHIEFIORTEE I TROESUTLE.

*1:A2219508% A2201 588, A22235 58 A1306a05%. A23 16588, A23195 5k A23 155188 A23 1855

* 2 BRI RER

*3:MedDRA ver. 21.1 DEAGE (BHADIRE, MERT ARMAERT. SARIUEE T, MEE T ERAMERT. JGRIAMEE T, MEZES). nENER
HE. O NO—ILAROME I ERE, I mAEE T IERMERE, HERAMEE T RRSNERmMEE T CMEMET > 7Ly R EHAE).
B L ANLOETAGRRELE FBEO TV HEEH TV RIS F O ARME AL EME. FHEUER FEOBREE T e REME. 217 1K
FE AT RIDIREE ALE (L BRMLE. > O 0 53R, o4 BRI 1)

FHIGIE (%)
TS5 tAE IYLAL e R T S Wy
(n=323) HAR S E (n=1,352) (n=636)
(n=3,142) '
{E M 8 (2.5) 56 (1.8) 22 (1.6) 5 (0.8)
EIEE BE 6 (1.9) 9 (1.6) 16 (1.2) 5 (0.8)
hEE 2 (0.6) 5 (0.2) 6 (0.4) 0
= 0 2 (0.1) 0 0
El{ER 4 (1.2) 217%(0.7) 7 (0.5) 2 (0.3)
BEELREESER 0 0 0 0
FIEICE-EEEER (0.6) 5%°(0.2) 3 (0.2) 0
HARFER ZEESHE L 7 (2.2) 46 (1.5) 12 (0.9) 5 (0.8)
BEER OIS E L 0 1 (0.0) 2 (0.1) 0
{RIME 0 7 (0.2) 5 (0.4) 0
FREME 0 0 1 (0.1) 0
BEE 0 0 1 (0.1) 0
ECALH{EmE 0 1 (0.0) 0 0
KT HIDIRAE 1 (0.3) 1 (0.0) 0 0
B 0 1 (0.0) 2 (0.1) 0

* 4 FBEHF WV 26 ARIMEOA AR D F IR, LA B DIRRE, L & 161
* 5 RIEAG) FEEHE N1

BEEAIOHENE | (CEHET 2 HEEROAETRBRE N UFKER SABH (R B IREER SAF)
(FRRAIZ M. CTD2.7.4) AGRE T # ]
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MRBFPOEBETII. IVLANOMFREN LRI ZHZNO RHLBMEERET (KGRUBHELEFZ
#I) ZEITHEENLH Y BRHBRTEFASTNTOEFT. IV L AMESORIEZEECHIML.R5T S
HECRBIEN)Y MERUBHEREZDEEDREZ T2 (CHAEL KTV X BEREN SRS Z A
L IBE T 355 3HR4 (CITo TS,

sacubitrilatRU/N\ILTFILY Y RMBER EDRERHE L MRENICE>THRETERVLH, TFRLE
T,

BRERENRRULHSCE. HARORAERNX IV L ANDHEFZERL LT,

EMEESECHIZEHRERSCAETIREFROAERIKR
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*1:A22195088. A2201 558 A2223558. A13065858. A23165858. A23 195888 A23 15558 A23 18558
*2:MedDRA ver. 21. 102 MBE 2 (SMQ L)

RIFGIE (%)
75 tKE ;;;;_Z}; FNAFINYVEE | NP B
(n=323) (n=3 142) (n=1,352) (n=636)
2MHERR 1 (0.3) 15 (0.5) 16 (1.2) 1 (0.2)
EiEE BE 1 (0.3) 13 (0.4) 14 (1.0) 1 (0.2)
hZ R 0 2 (0.1) 2 (0.1) 0
e 0 0 0 0
2ER 0 3%%(0.1) 4 (0.3) 0
BEEREESER 0 0 0 0
it [CE-EEER 0 1°%(0.0) 1 (0.1) 0
EAEER AHEEE 0 1 (0.0) 1 (0.1) 0
BESR mpsL7F=>
i 0 3 (0.1) 4 (0.3) 0
MePERZREN 0 6 (0.2) 4 (0.3) 0
RIVE AR 0 0 1 (0.1) 0
ZR 0 0 1(0.1) 0
=] 1 (0.3) 2 (0.1) 0 0
BfE 0 0 2 (0.1) 0
BEEE 0 2 (0.1) 5 (0.4) 1 (0.2)
RERD 0 1 (0.0) 0 0

* 3 MAFREREM B T L7 F = A8 41, BHERERRE 141
* 4 MY LT F M
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*2:MedDRA ver. 21.1OEARGE (MDY LR A LB &H') D LIFE)

FIRGIE (%)
TStk ;;E;; FUAGINIVEE | NPT BE
(n=323) - (n=1,352) (n=636)
(n=3,142)
&A™ LIEE 0 16 (0.5) 8 (0.6) 2 (0.3)
Ehds BE 0 15 (0.5) 7 (0.5) 2 (0.3)
hEE 0 1 (0.0) 1(0.1) 0
=E 0 0 0 0
2ER 0 8%%(0.3) 3 (0.2) 0
BEEREESER 0 0 0 0
hikCE->EHEER 0 3*(0.1) 2 (0.1) 0
ELAZER tnehA' " LN 0 7 (0.2) 1 (0.1) 0
BEER =AY LME 0 9 (0.3) 7 (0.5) 2 (0.3)
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MEFEOHMETFREDHBERE(CIE. TV L AMNERELIEVTLIZZ,
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IV L ZAMRERIR36BEATICHIELTLIET V. XTe. IV L AMRER TR (CACERERZRE5T 35
Bl IV L ANDEREEHNS36ERITIIREG LBVWTLIEE,

E. B BEOEREZERE LT SERZECORNZNEZ@A S ONBZZENABVET,. ZDOLDSR
HEICIEEPHCEYIBAEEZIT>TLETV MEFZEAEELTEBRSELEVWTLLEZL,

EMEERECHIZMEZECEETIREERORRIRNR
(FEHALLEe A IREER ™ ' D B SARHT : SAF)
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HREBAERURESPILFIORTBAE I TROLEESUTUL,
BE.COHEBEMCEVT VT NOHTEEEMDORRIBHONFEATLURE,

*1:A22195088. A2201 5088 A2223585% A1306518%. A23 16558 A23 195088, A23 155088, A23185 58

*2:MedDRA ver. 21.1 OEARER ARELEMAMEZENFEHONZ LHMTUZER (T LN F—ZE. 7T 71 2% —RIB T 745F > —>3y
D TF742F—RRINTF 74 7F>— % ayvo MEFE BENER [REDZE OREZE RENEE. IRRE T RIVTE. IREER. 88
TR RE, P REAR. BRBRT AR, PRI TR M AR AR BRI M E T B, IRFAMEE (C L2 RS, R AE. IRERE S, IRIRRE LR, el fEfk. OB 2. 05
PERR. BRFEM. 1287708, 0 5 CAEMRES. WRTHRAZE, OFRTAE. SN I T B, IRE 2 AE. CREIRERAEAR. PR32 5, P22 MEAR. BRE B B P A8, IRTUFAE, o0t
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55EKE ol 1) <)L B | LIS R
(n=323) MR S8 (n=1,352) (n=636)
(n=3,142) '
MEZAE 0 . 2 (0.1) 1 (0.2)
EEE B 0 0 2 (0.1) 1 (0.2)
hEE 0 1 (0.0 0 0
=E 0 0 0 0
BltEF 0 1*3(0.0) 1 (0.1) 1 (0.2)
BEELHESER 0 0 0 0
UL [CE-RBEER 0 1°%(0.0) 1 (0.1) 1 (0.2)
EHAEER MEZAE 0 0 1 (0.1) 1.(0.2)
BFEER HR B B 0 0 1 (0.1) 0
EREAERR 0 1 (0.0) 0 0
EWE 0 0 1 (0.1) 0
* 3 EEmEfEAR
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(BRFREIR 21, CTD2.7.4) [ASRRE I E 1]



AEERICHATIERLIFHR

G®iRK

IVLRMNDRTIZALVBREFRICEI. FNIDVLRIRRTFR T ZOF VDO EBEEICLB TR
LARERADFHITT ZIREENDBIET,

BEDERZTRICITVEENROSNTIZE (T KB DRE. IRE5FIEPHREDOEYGUERIT->T
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55EKE TYLAN S R T Sy
(n=323) MRS E (n=1,352) (n=636)
(n=3,142)
WK ET 255 1 (03) 4 (0.1) 0 0
EEE 2= T (03) 2 (0.1) 0 0
R 0 0 0 0
B 0 0 0 0
ElEH 0 2%3(0.1) 0 0
EELAEER 0 0 0 0
LB EERR 0 0 0 0
AR O 0 2 (0.1) 0 0
HEER 08 1 (03) 2 (0.1) 0 0

* 3 OREZIR1 B 18141

BEERIDEIK ) (CEET 2 HEBROFTERE LR U IR AR (RHIH B IREER SAF)

(ERARNZ 2. CTD2.7.4) AGREFTHME #1]
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TooFdT oo IR BHENEKEFICHREOEELRHEENHSONIEEORENH B 6. FFHEEE
ﬁﬁ%%ﬁﬁ?%f&tﬁgﬁ‘kﬁ(J?OT(téh\o

MREERUOFEMRCLZ-TooFd T o ROMEWER ICKZEMERE I FREMEN B ST, FiTai24
BEE3IRES LBV ENEZELWVETNTVET,

IV LANERRNIVS IV S 8580 BEIEHR S0 /LT IV > OENEE/ NS X —45 "

o = Cmax AUCinf
NIV ER g (ng/mL) (ng-h/mL)
103mg 8 3,980+£1,390 22,200%6,670

\ ~ 8
SIVTIVG > T 80mg 30 2,780+1,070 19,800+8,240
80mg

> <, &1
Relrenlizes ot 160mg 40 5,77041,730 38,900+11,100
160mg

K ARFBTHERSN/ LTIV Y DHREX IR TBMELE 1 TH . AERUAE (Gr#) EHEE. A ICE/ULTILE > ELT40~80mgZz 1 H1EIRS
9. 508 Fip ERICIGCCEEERI SN, TH160mgETHETES. 1 TH 2.

1) HARER BERAZSREUERIRSHER (AT10155. 202065290433, CTD2.7.6.2.1.1)
[20200274 (ENRUOO010) ] [ ZRes 5T ME
2)Akahori M, et al.: Eur ) Drug Metab Pharmacokinet. 2017; 42 (3): 407-416[20200233 (ENRFO0016) ]
[FIFERIAAREREE, INTOEEDN/ ) ULT A R EBROKETUZ ARRIC //NILT A RBERDRMZITVE U,
3) TAFNUERHRER: NAFTARIZE T 558 (VAL489AT102518%) (20130476 (DIOU00183) ]
L) HRER . NAFTARAZE) T 155185 (VNP489A2106545%) (20200252 (DIOU00192)]
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CEREGGT VVAT vy IRFRRPEEE T v VA T
VY VBB ESE T, IR~ R R 2 70T
IFZB VT, BHEROIRIEAORE (HRE. JRIE - #ik
VEAETE, fAamAE, TR - HrE R oMl E ., BikaeR %,
BRG, w0 Y AMUE, BEEOBRAL, FRKEAEIC X
L EHE SN L UB oG, N, EEET O, MioRE
EALE) PG SN Tw5EYY, [2.6, 9.4.1 BIH]
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9.6 BILIE
BALZVWIEDNEF L, KHoOE MBI 23T H~0
BATIIAWTH 55, BIWER (5 v FoRfLEkOES,)
T, FLithiZsacubitrilat e O/N WV V &~ OFITHEED B
720 AHN ORGP ORI LY . B I FLIR I
ERIBTBENDRD D, T2, NUH LY L O FEER
(7 v b O ER R O EAROES) 128w T, 600mg/
kg/H CHARDBRMAE R CEFROKTIRBOLNTEY .,
200mg/kg/ H L b CTHESLDIRIEADFED 5TV 5,

9.7 hNRZ

(B8O ARE)

9.7.1 HEMLGEIE, HAEREZNRE LERHABRIZFERKL T
Wiy, [17.1.3 ]

(BIMESE)

9.7.2 NEHEA MR E LABRREBRIZFEM L T,

9.8 =&

(B0 R2)

9.8.1 IE. ik H V) 7 2 ME K BRSO B E ORELY T4
W L 058545 2 & FRICHT-BIIAE K OB 2K %
BEOREABE L AL MEEIRG T2 8, —iRIZHE
OREEIRIFFE LRV EENTWD, WMHESEIEZ 555
NDH 5o BRABRICBWT, g Tk, |RIE, EHY
Y AMAE. BRERERE EOSSHAIIINT 2 Z LA ST
5o [8.2, 11.1.2-11.1.4, 16.6.3 Z:HH]

(& MmEEE)

9.8.2 KHENOHGZMIGET 22 L EEIHTTH L, —
ICBEORIEIEIFE L avne ShTwnd, g
IHBENDDH L. [16.6.3 BH]

10. HHE{ER
Sacubitrilat & O3V )L 7 2 1ZOATPIB1 &K "OATPIB3®D
EHBETHDH, B, 7 E MY IVE Fsacubitrilatix
OATPIB1 K. *OATPIB3% [HE5 4,

10.1 BERAZE BHALEWVWI L)

E S B RN - H5E

W - fabE T

10.2 fHAZER (BFRICERTSC8)

S

FRAEIR - F5 18775

7 - fabE T

VP oy
PARFE P

BB, )Y
A ML R OV IALE % 62
CYBLEhrH D7z
CONNE (WNOF 5. RS

AT NETRV,
TY)AFL YT VEEBEERE, B
1 2 IME f OB I % 2

T BENND D,

B, eGFRA60mL/
min/1. 73m>Aii; O B B
REBEED & 2 BE~D
TOVAXL Y TNV
WeoHIZoWT
. EE LR
W E N s 6%
Pty s s &,

BHICEYL=v-T
VIV TF UL Y-T
KA v REEEH
HIHGER S B AR
Hbo

7MUY F
[16.7.1 Z:H]

BEFIZ &) 7 bz
5 F v O A -
ATEBENDD 5,

AFHNE, OATPIB1 K
UOATPIB3Z M3 %
FHORFIEA~ DT A
&% HEY 50 RetED
H5bo

PDESFHE A
YNTFT A4 VE

A I E BRI B W
T, AKH & VT F
T4 NVEDOHAIZ K
IS I vt 25 )
b IMETA5380 5
L DWRENDH B, K
HlO¥ 5% %21 T b
BEIZBVWTY VTS
7 4 )V Xid M dPDES
FHER O 5% FaG$
LEICIEET S
L,

PDES M AL AH D
TGNy %
cCMP D53 % [ E 5
%0

VRPN S E S
M) T LATFL Y
A¥H /)57 b
IFLL ) v

71 7 AHHE A
WALA U A

[9.1.2 4]

M 7)) 7 248 Je OV
B LTI Dk
ATEBENDD 5,

KEOTNVREATT Y
il INP SN DR
SRR R 5
TR D o

falREF - EhkRekE

16

TrIAT vy A
[EEEE
7ot T
(& 7VNw)
4 35 7) VIR
(#F+ VW)
IFFTIN<LA
~ IR
(L=~R—2A)
AT NT) v
(7 hUW)
X5 7)) VIERERIE
(av)
¥ T VIR
(£ v e~x—=2)
TE A T ) OVIEEEE
(m—22a2—))
75 7 ) VIR ERE
(775> b)
NV ETTYN
(F kY v2r)
N7 OV HEERE
(F3t )
N Y RT) )TV
TIv
(TN
V2 T VKA
(LA MYV, BV
A
[2.2, 8.1 &=H]

MEREzH 5 b D
BENBHbL, ZhbH
DA DG ENTW»
LA, AL
R F 4 5 B 1 36 1 [H] Hip
ks e, F
7oy REFLGHT %I
NS DEH E PG
LA BH O Ff
G52 536K M % F T
5 Lawnwz &,

BEHC & D A 7
FIUXR L OSHEN
ML, MEFED ) A
o % A S 4 B T BEE
2B b

Faza¥L /)y - F
ZWVITANT VA=V

FUXNTY NEHR
bl
AN T 7 AN FA
V=) PYRXANT
])L\

IO ARY ¥

i 7 7 2 fEDS L5
THIEDND D

INVAIVE I X AL
HAY Y AED LR &
FOz¥L/ rofis
NI =0 7% = g N (3
MickreEzoN
5

fio e /7 B R R
H, MFEN ) T AMED
mEE

Mgz ) aEo g
DI SN D BN
Hbo

T A LE O BIE
FPHAEIZHE RSN D
LEZHND,

FI PR B 7]
Jat3IF
Ny zayiAFrY
2

[11.1.5 ]

S MR (St
W U B R4 &
J) BRI BN
oo Fi. FRIEH
AR EN D BL A
H%o

ML SE B I BT
3 R S AH O
BHEMAL. R
AR AICAT) 2
Lo

I BR B JE ) 43 5 L I
L = G EA L
TBY., s odEH
LofEHHIcE Y L= Y
T THA T =T
VAT a Y RHEE
A S 2 ul REE
Wb

FEOF M) T ALV
AR DA L7 8
FHTIE, FAUERENE
DORIIEANEL S Z &
Wb

TY)AFL YTV
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(51 2A)
ChEPR I R 5§
LYt 722l Mo
FEREEIERIT>TO
BIiifoa >y bo—u
PELIARDBHE%
<o)
[2.4 2]

FEFICER T, BB
=T RN i}
JE M MK IED ) A 7
BN N VL & T
WHEINTWAD,

PR L L=r-7
YIOX T =T
F2 7o 2 R HEEH
P3H R S AL B W RS
H5o

FEA T T A FPERY J8E
Ji# (NSAIDs)
LAV FAT Y U5

AH O A A3 S
TLIEDND D,

NSAIDsDO&E 70 2 ¥
7T v A RIENE
HIZ & FBH o
YER 25593 5 Z &A%
5o

Bzt e 2B
NN B 5o

NSAIDsO&E 70 2 ¥
7T v AR IEE
JAZ XD BT EA
KT 508 E25
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fabe il T - miliE. K
WA LT b 8
H CFIRSEME B H %
). BREREREE R
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DL -TUYF
TYYU-TIVRATH
v RMER THE S

EH FRIRAEAR - BT W - falRE T
VFT L VF Yy AREERIT|RFOF ) A5

fEHICE Y. UF oA
DER-MNR L EE 2
bNTwab,

T,

FIREE AT 56
Zix. UF aEED
VAT IS ST
LBENDD D,
Sacubitrilat X i3/X V4|0 A TP 1B 1 X i
VE v OUEFEREMOATPIB3 % HET %
L. BEHAEmsSn|Z & 12 & D
LBENDNH S, sacubitrilat & U8/ ¥V)L 4
VEOIMAFEEE b
AL WEEMEDTDH
b

IVIVHILE Y DI ) Y BRIEETEAR ) < —
FEAHIZ0~40%IZAL T |12 X ) . B ICARA L
L7z DMEND L |I2HE, NIV Ly
AN DOVEH D IRET T B | OWILZRIEDH %\ X
BINHDH D, WS B REMED B
5%

IO ARY v
7V AU, v
I)Au~A Ty

Yo~ —

11. BIfEA
ROBEWER DS S5 b b I ENHHDT, %% 512470,
BLEARO SN E 3PS R Pk 2 % EEE) e LE %
5z,
1.1 EXEEIER
11.1.1 MEZE (0.2%)
. EM, BEHEOERESZERE LT, KEMEIOLRDTS
MEFEIRHSDPNDLZ ED DD, DL BEEIZITED
WG ERIE L. 7 R VR, ROERE RS 2 i
AT k. MEFENHIELTCHHERGLEwI e, [2.3

A\L \l:t

11.1.2 BHEEEE 2.4%). BF2 (0.6%)
[9.2.1-9.2.5, 9.8.1 ]
11.1.3 EIE (8.8%)
[7.1. 8.2, 9.1.4, 9.8.1 M]
11.1.4 AV Y LME (3.9%)
EA ) AMEASSEBL L 7285 A120E. B ) 7 A BTG O
e LW R LS 24T 2k, [9.1.2. 9.8.1 K]
11.1.5 >3y 7 (0.1%K) . K& (0.2%). BHEHEX
(0. 1%
W, MM, EREESD D S b E I,
HME#FTH 2 k. [9.1.5. 9.2.5, 10.2 R
11.1.6 SEFERIRAES EEAT) . BmMEGHED™ (0. 1%A:10) «
MR (B 2R IA)
11.1.7 BEEMRBXY (0.1%Aii)
B, LMK, DO IR, B R E AE A R ) T MR 2
HHEDLNALIEDRHLEDT, ZDLIH AT 2k
L. BIEREAVE  HOEGSEOMY 2ILEZIT) Z L,
11.1.8 {KI¥E™ (BEEEAI)
Bil, Zefi, @iF. ToEA, EPET, e,
BEESEDND S b3S 2 Pk L, #8075 Lg% 17
)Tk, HRBHEBRTOEEZETH LD TV,
11.1.9 HERUERRERAES (JEEEA)
AR, B, CKESR., mMARCREF I+ rae s B4
M E T AMBFIRRIEDS S S bbb 2 e H 0T, &
DL BEEIEEB IS 2 FIE L, EYRLEEZITH 2 &,
MNA10 FEHREIERBMMBIE (Toxic Epidermal
Necrolysis : TEN) *, KE¥ERIEMEE (Stevens-
JohnsonfEMZEE) . SWALBEY (W3O HERH)
1.1.11 XfEEY. EXEEY (WL HEAN)
A, OB AZEDND S bNGEIZIE, RERE %S 2
NP
11.1.12 FF%™
(8.3 ]

[ERSIASE1Y)]

(HEEAHT)

11.2 2D DEMER

0.3% 0.3%Aii AT
BRYSED & O eER| _ M %)
IE
Miks Lo v 5% o B, R ER B -
R %
B & OeRERE ) A AE, £
—  RRBEGRT . K ) —
v L\[ﬂlﬁm
e R FEEO | RO v, [
A P F v, B, AN _
IR BRE R EE
R, LU
HB L OkEKREE — — Hugis
LERE — |BER. LA R
k=g [N o IECh®
e
W g FEREs X OY| ik _ _
it PR
B ke T . B B
— . ERTE . —
)
BB LR THAE  |FERE FLBE™ . B E
R feE®
EERB OS] |BIEIRT . BT AR
LR R Jii
—#k - EHEEL L ETT ME S . A R, FEEE
OG- K7 AN RN ]
;j;“i%)
RIS WEGE (BB, €9
— FERE, T 74 7% —
TR EED)
RS ASTEH® ALTE|E) VE L fliD
S i R R E L B A LDHE
FE 0 BUNEF® | HJH g L
— |7V 7FyEAF 0 — )Lk
S A ) A | FE g A&
il EF® | MpERE L H AT ALP
%Elljj_—)‘ CKJ_‘JE([H") Lﬁj};,\

) 2NVHV Y O EOEREERE 2 CREL .

12. BRRERRICRIITHE
KRHENIOIEFERNE X ) RFFEGHRIA T T4 2 ok
BHTHBHEBNPO LANALNDEZ s, REHEGHIC
BNP#MIE Y A BIIMEOMPUEZT 5 2 &,

13. BERE

13.1 FEER
FRO#EZLGIZLY . FLWIMERT2HE D, =ik L~
DT, BRIEHRICELBENDDH 5,

13.2 W&
ELWRIMEOWEI1ZIE, BETMEAIC L, #eER
A OFIRES 72 W) 2 Wi 2179 2 &,

% . sacubitrilat e 0N VL & ISR & OFE G
B MEENTIC X - THRETE v, [16.3 2]

14. BREDZE

*14.1 EHFARBEOIE

(kg R A
PTPY— bW L THRAIL 2w &,

14.2 FHIZMFEFOEFE

(BHFHE)

14.2.1 PTPREOFHXIIPTPY — F 2 5H Y L TIRH T2
IoBES L L, PTPY — F#ERICE Y, FHRVEMAEL
HESERIBEATIA L, HICIEZRL2 B L CHEbR A £50E
BRAEMWEZ T2 0B 5,

(RLkees R A

#14.2.2 DV AEL T5EETH 2 &,
< RUIREE O G AT TR S N K 050 h T VI

BAEPTPY — MBI I 2 &,

CHERFIZH TR NVEIFRT LR FE LN L,

RLIREER B T RVRIERED S S EE. B CRUIRSE
ANRR12.5mg) XidEf CRikge/hEH31.25mg) &
Xy v 7hLICUCEEICHETLZ L,
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cRLRGENRE, 1EEHAL T4 L 1 SR VLR CREIRSE
/NERI12 Smgld4de. RUREE/NEBH31. 25mgld108E) TE
HBEGFHL T 205, 1RNOESEICH 7LV EIZ
WNORIREEIZ TR TG T2 L L, 1200 TE
RN ORCREEE FE L TG LR nwZ &, [7.4 2]

15. ZOfOEE

15.2 FEEREREBRICE D 1B
2RI NVOGHET y P ERAWEEERBEICBWT, BR
ROBEROFED. ECAEERIIH 2RO S5/, 2hb
DOFTRIZE LT, /NEOERRHE TOREIIHER S LT
2\,

16. EMENE

16.1 MeiEE

16.1.1 BERE
FIE YNNIV VY 2 EORG Lcs &, HL»ITERF L.
PRIV (RNTI AT T — 812 L0 koS s
WsacubitrilatlZZHe S s ) KOSV VY L IEREES %,

() BEBRABFICHZERY VNV VY v (200mg Xk
400mg) "V & Z2fE R LRS- L 72 & & | sacubitrilat & /X)L
P g DOCmax kL WAUCIHEZLG- =S UCHMML . Tmax &
T1/ 21345 58 \AKAF L 2 00 727,

FERER AT T2 27 € MY IVS VLS R ARG L& &0
SR N T A — ¥

200mg 400mg

ETE 5
A=
% sacubitrilat |/N)VH IV F U |sacubitrilat | /NIVAVE v
Cmax 8,480 = 3,980+ 16,200+ |7,400=
(ng/mL) 1,540 1,390 3,160 1,490

2.0 1.5 3.0 2.0
Tmax™ () %5 5 0y [(1.0~3.0) |(1.5~6.0) |(1.5~4.0)
AUCinf 71,800+  |22,200+  |138,000+  |42,900%
(ng - h/mL) |13,100 6,670 26,800 11,200
T1/2 (h)  |13.4+0.975 |18.9+7.36 |12.1+0.608 |12.6=2.61

n=8, g+ FRE(EE, % Pl (FEPH)

20000 4
18000 A
16000 A
14000 1,
12000 A
10000 A
8000 A

6000 A

1% HrsacubitrilatifE (ng/mL)

4000 1

2000 4

0 g v e g T =
0 12 24 36 48 60 72 84 96

51 (h)

9000 7
8000 1 [T
7000 1 |
6000 1

5000 A

4000 A

3000 A

MHEF V)V & 2 (ng, mL)

2000 1

1000 1

0 T N - =

0 12 24 36 4-8 éO 72 84 96
115 B (h)

O+ AH1200mgx 5-F. W AHK)400mgtz G-

BB ABTACH 2 ¥ Y WSV L 8 2 200mg X 13400mg % H
[EFETH% S L 72 & & Dsacubitrilat 2 073NV )V & > oI5 i Fg
R (Z2JEKE) CP9E + BEHERZE. n=8)

18

() ANREHEOAREREITTFZE NNV F LY > (0.8mg/kg
XiE3.1mg/kg) &IOS L7z & &, sacubitrilat & 73V
Vg 2 OCmax K AUCIERG-&IZS LTHmL ., FEXric &
LBBERORERETRO LN LD 5729 GHEADOT—%),

ANRBIEOCAEEFY 7 ¥ )NV Ly
WG L L S DY TRE/ ST X =5

4E |3 HE

Pl 0.8me/kg 3.1mg/kg

X

45 | B3 n|sacubitrilat |/VVH V% ¥ |n|sacubitrilat |/NVHIV S Y
6 |Cmax 1,271+ 6.707= 4,035+
i | (ng/mL) 7I1.951=839 11 01 711,887 1,678

I | Tmax* 7 4.0 1.0 7 2.0 2.0

18] (h) (2.0~8.0) [(0.9~4.0) |"|(2.0~4.0) |(2.0~4.0)
% AUCinf  |-148,264%  |13,540% | |150,440% 40,733
i | (ng - h/mL) | 22,939 12,962 49,515 21,003

1 |Cmax 5453+ 4,935+
Eﬁ (ng/mL) |B|1-399=711 |1.112+583 |6\)" ) 1 268

I | Tmax* 3 2.3 1.5 6 2.3 2.0

% (h) (2.0~4.3) [(0.9~4.3) |"](2.0~10.0)|(1.1~2.4)
% |AUCnt 31,042+  |11,036% ||127,625% 48,561 %
i | (ng - h/mL) |17, 259 7,031 35,634 21,163

Ty £ AR S, 3% POl (REPH)

16.1.2 REHS

(1) BEHERALZY 27 € R YV N uH )L ¥ 2 400mg# 1H 11al5 H R e
RS- Lz & &2 € M) iz 5-%4~5H . sacubitrilat & O°
NIV Y 3G #H#3~5H TREIREIE L 727,

(2) MR AT 2 € P YV SV S 2 200mg % 1 H 2085 H [
RS- L7z &L SRR OHEG5HBOY 7 ¥ ) VROV
W8y DIEYENRE/XT X — 5 IZRREEIIRO SN h o7z, 5
5H H ®sacubitrilat® AUCIEH G- 1H HOL.6f5Tdh o 72¥ (FHEIA
DT %),

16.2 TRIR
RS 7 ¥ MY LSV L 8 2 400mg™ & BRI £ 3 I3
BEIG B OB I B FE 5 L 72 & &, sacubitrilat?®Cmax i
eI 512 IR F I E 9% I UN28% A L 724, AUCIHE. &
FOMELOCEFORIIIHEDLL T, BEEROLNE -T2,
Tmax(3 Z2JERHR G- TIZ2WEH, AEEG TII4~6RHTH Y . &
HOMEII D DL T VI NSERT ZEHIDPALNT, 7 ¥
RISV F 2 400mg % ARE I F O BIER | B a4 5 L
7ol &, NVH VY U OCmax L TAUCHE., ZEIERF G- 122
NZEN39% [ V4% T L7ze 7 ¥ M) /N ¥ »400mg
EEREOBRZICHEEORS L&, NvFvy v o
Cmax x NAUCIE. ZEJERE G2 _RENEN40% % 9% T L
72o Tmax? WYLl |3 ZBIE % 5- 01 7o, BRI S TlI4mER
Th Y. EIEH AU SRR ISV T RS 2 6
BH SN FHEANDT— ),

16.3 21
Sacubitrilat X U/N VAV & v o b AR RS =RIEF 2
97% R U#94%TH ) . EotEHEAIZVINE T LTI YT
72 (in vitro) > [13.2 Z#]

16.4 X5
TEHE A B T2 27 € M) VERLIZHCREERR L7282 € M) boNr
Fv g L 200megx ZEER R BRI G Lz s &, AT 7 —EIZ
LV ARG 2 I T & S sacubitrilatASENZAR L7z,
B, EEHER NS TICUCIERE L 722N vV & 80mg & Z2JE IR HL
ERELRG L &, &G8EMEoMmEEFRIZIE, & LTRE
ILEDPHFEL . ZOMICHTE LT4-v Fad I E5Bo b
720 In vitro®DFRERIZ BV TEIZCYP2CODO B G- 2RI S T
%Y (MMEADT—5),

16.5 #Eitt
RS T2 ¥ R Y LN L F 2 200mg X 13400mg™ %
ZEJERE R i G- L7 & & LR TILHRE RO
55%73sacubitrilat & L Cy #11%239 NV & & L CThRAIZHE
s,



16.6 HENTEE2H I 28E

16.6.1 BipeEERE
BEIHEEOFRERELE BE: 2L T7F 202077
¥ AHB0mL/minkl_E8OmL/min A F, & s Ly F v s
7 T ¥ AH30mL/minPL_E50mL/minAiii) 1297 ¥ R U Loz )L
V& 400mg™ & ARG Lz &, EWIREIIBWT
sacubitrilat®Cmax L NAUCIZ R N D Z 121491 .5~1.66%
T U2 1~2. 206 TdH > 720 7NV Y » DCmaxiZ R A &
WFIZFAFREE CTH > 7225, AUCIHER A D1 .0~1.4f5CTdh > 72,
RIEOERERESRE (VL T7F=0 217 F > ZH30mL/min
KA AZHZ ¥ RNV F IV E L 400metY F ARG L7z
L&, ERIREEIZB\V Tsacubitrilat® Cmax x NAUCIZ @ HE R A
DENZTNHIL 6RO TR ThH o 720 NIV VT » DCmax
K S AUCIHERER A 0 2 290, 95 R 091 . 315 TH - 729
MEADT—%), [9.2.1-9.2.4 ZE]

16.6.2 FFipefEERE
BRI I SR O TR AR B (Child-Pugh A XIEB) 12
b7 ERNY VNV Y 200mgx HEREOHR G Lz &,
sacubitrilat?® Cmax (3 F A & 1ZIZFEEE TH - 72455, AUCIE
fERER A D#I1.5~1.9fTH > 720 NIV IV ¥ ¥ DOCmaxidfEHE
BN EZIFFEBETH > 7255 AUCIEERER A O .2~2. 15T
Ho7¥ HHEADT—%), [9.3.2, 9.3.3 K]

16.6.3 =
6o LA E D E I 7 ¥ R ) LNV LS 2 400mg™t % LAl
5 L7- & &, sacubitrilat®Cmax3IEE#iE & (ZITFRFEE T
Ho7zh. AUCIERL AR TH o720 2NV H IV Y ¥ OCmax K T
AUCIHWFR G &S O N 21 2B R 01 .3 THh -
7Y MEADT—%), [9.8.1. 9.8.2 ZHH]

16.7 EMHEEIEA

16.7.1 7 MIVISZAZF>
RN (28%1) 12, H 27 ¥R )NV Ly 2 200mga 1 H 200
(. &) "7 MWNZAYF 2 80mgx1H1E (#]) T5HH D]
FORMEMARORG Lz &, 7 FUNR Y F 2 ROZ O
R OCmax & AUCtauld N2 N1 . 7~2. 15 R O1 .2~
1.3f%127% 5 725 Sacubitrilat 2z 02NV v & » O FEWEHEEIZ K &
BEAIA LN 05720 HEADT—%), [10.2 ZH]

16.7.2 In vitroi58
SacubitrilatifOAT3DEETH ) . /NVH LT Y IZOATIR T
MRP2OEE TH D Z LIRS NIz,

16.8 Z D1t
TR A ARHI A VL & BRI 2 BRI G L 72 8 &
PNV G Y DI EIEEINT A= F IETERDEBY THo 751012,

NV E Y DS EIREIST A — 5

NV OV B |Cmax AUCinf

5 v (ng/mL) (ng - h/mL)
AHI200mg 103mg 8 3,980+1,390 22,200%6,670
NIV E v 80mg 30 2,780%1,070 19,800+ 8,240
#H80mg
IV Y v 160mg 40 5,770+1,730 38,900+11,100
#H160mg

HD B OARICBIT 2 RFOKR SN HE R HE Y 2
E YNV g vl LTl AR200mgE L H 2B TdH % .

#2) EINTHRR SN NIV s Y 8EHO LR OHREIZIH]
[F140~80mg. 1Fl#AK160mgTd %o

17. ERPRRIE

17.1 BMRCREM (BT 255k

(B0 L)

17.1.1 B4 485888 (PARADIGM-HF#E) (BA)
TYIAT Y v ERBRERE LT v VAT vy I E A
RS 2 S B LR &I BT A BEAE G T O A S ER
(LVEF) & TF L7224 E B LAS (HFrEF) EETE
[NYHAUHERES ST ~ IVEE. LVEF35%LLF GGUBRRRHIGT:. 40%
DT LY ZE)] 844261 %5512, 7 v V47 v v ERBEER
EIVNET vV F T v v WZHEREPESED S R H 2T 5 7
VB ) Rz TS L A ar T BRI R A ML 5 Stk 2k

W, 7> & 2 HEMWGATEH M B L i L 72, E3ES
BEHICIZ, =7 7)) VI0mg (AHEEIEEH D 55 135mg
2 5) TH2[™ 0 AKF100mg 1H2[A. 200mg 1H 2[R % IHIZ Rk
10AMFE- L. 7 v ¥ afbte, —HEERGENCEEER= (K
#1200mg 1H2MX1Z 55 7)) )v10mg 1H2[E) %45 L7z, H
BN L TCEAETRWIGEIIHEMRE (RAIE5031X100mg
1H2ME, =55 7 vid2 531E5mg 1H2MA) Xix—Er k% n]
&L AR R i K= 2 kS L7z, ZEERGHED
IZBUT LG GHIM (hgfl) R4 40 H, =7
T IVEE23.50 HTdh o7z,

FEFHHE & LA T Y FRA b CLIEE UL LA A
LAWEARE) &, TEOLBY) THolz,

M FE G AR 4N X B WA B O
ARF IF 5 7)) Vi

41876 4212f5 ALY

( 871nj><§§ﬁ%/:};)> 2), (95% A5 HEIX[H])
t?iff% 914 1117 0.80%
AR (21.83) (26.52) (0.73, 0.87)

tUNH— IR TN DIS%IEHEIX T, $ 58 & gz B R E T2
CoxHLBINT — FETF IV CTHeE L7z,
i p<0.0001s Zeds, $GHEE I FERR & 5 Coxbfl N — K
EFIVCHEE LA MIpETd b o 3 RN ICH ) BT H Rz
HK#E (Bl a=0.001) (25 <,

CEEWEEH OB ER S BB X, AHBET21.65% (910/4203
Bl). TF 57 ) VEET23.08% (976/422961) TH - 720 F72H
PERNRIE (ARAEE10.23%. =+ 5 7)) )V#E6.93%. LT
M) . w50 AE (4.59%. 5.60%) . BAEREREE (2.78%.
4.23%) THhHho72Y, [5.1. 5.2, 7.1 ]

D TrOAT Y UBREBRAEELET oA T v 0T
ZHERREPEIR R A DL LG ST 2 BEATHLANT R
LEnsz,

112) OREGEMARILE 243 5« S MUE A5 100mmHg i
DHEF . @eGFRA®B0mL/min/1. 73m?#iii 0 2. @I 7
)7 2D . 2mmol/L (mEq/L) %z A BEIEHR S,

3) ENTERBENZTF 5 7)) Vo HERCHEI135~10mg %
1H1ETd %,

17.1.2 EINE M4E:%58 (PARALLEL-HF&#&E) (BA)

TV T Y VEWMBRIAERE LT v VAT v W

FEPUSE™ % G H B OA I 2 B EH FOLVERDYE T L

72 AARNEMEOA S (HFEF) BE™ (NYHACHERES T ~ 1V

JE. LVEF35%LLT) 2258 % %12, 7 ¥ VA4 7 » ¥ v MR

FESEIZ T > V4 7 ¥ v v TR RED» S RHI Lz = F 5

TV B2 TS L. BT RUENR TR T 2 S ik

., 727 2L EEMAIGAT R IEGRER = 90t L 72 FE3ER

HESIM T AKIS0mg 1H2[ % 2B/M3%5- L. T > & ok, =

HEHMIEEY TIEAH100mg 1H2[ &+ 5 7)) Vbmg 1H2

% ARG, ZAMEASRIF 254 BERRE (R#1200mg 1

H2l iz ) Z 7 )v10mg 1H2[%) (2#i& L7z, HIEHAEC

o L CHE TR WA HEAE (RFIE503012100mg 1H2[0],

T 57 Vid2.50135mg 1H2[) Xid—EpliE s L, 2

B B e i K = & ke 5- L7z, “HEMRGEMICB 5

BEEEOT G (FpIuE) I IAFES2.00 A, =55 7 VEE

31.2n HTH -7z,

FEFHMIAE & LG Y FRA v b COIEE L OA A

L BWEARE) & AFIEE (11160) 03061 (27.03%). =+ 77

YOVEE (11261) @2861 (25.00%) (Z#E0 7z, HAET Y FR

AV MRBOTF T 7 ) VEIIKT 2 RAFEO N — FI (95%

EIEKRT) *131.0881 (0.6501, 1.8212) TdH o720 ZpB. AuER

FENY— FHo mHfEEMmA IR E %256 2 L OMEREE F7-5HW

L. BEEMELTEHMEIELTVR Y,

PN = PO Z OB%EFX L, 5 OREHIRTTh 5
A7) == RO MEET M) AFRAR T T RN
757 A+ (NT-proBNP) (<1600pg/mL. >1600pg/mL) %
FEERNF & 9 5 Cox LB N — RETIVTHEE L 720
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ZIEBG R ORIE I SEH AL IE, AHBET51.35% (57/111

)

IS F T VEET31.25% (35/11201) Td -7z, EAREIE

NI (RFI#EL7.12% =F 7 7" VE#E4.46%. LU RIE) |

57

Uy aidE (7.21%. 7.14%) . EHEREREE (6.31%. 7.14%)

Tho72®, [6.1, 5.2, 7.1, 7.2 ZH]

E4)

11:5)

16)

TyIAT Y EWERAERE T VAT v T
SZHERRETEIE AR D L35 ST 2 BEAHLANTT fE
L sz,

OFEBEMARILTE 263 5. UZPGEDYIIE 25100mmH g K i
D HEE. @eGFRA30mL/min/1. 73m*AK:fii D . OILFE 7
) %7 5255, 2mmol/L (mEq/L) %z % BEEBRIN Sz,
ENTEEEN2TF T 7 VO HER O H#EIZ5~10mg%
1H1AITH %,

17.1.3 EREFEFE 1/ N5 (PANORAMA-HF&ER. —EE#&

20

#)

(152)

FEEE N RERE 12 £ 2 /N BIB M OA BB (EELy H~18m%
Jeq) 37761 (AARNIBIZ &) ZRHRIC, AF XG5 7
UV E RS L R A NV b REIR, BEAEIREE K 0'QOLIZ 3
S EAFEEE (Global rank endpoint™) #HW T+ 5 71

Wiz

X B ARF ORI 2 AR RS B Sl dtm, 7> 5

LAL T EE MR AT R LR 7 FE G L 72 CRAIEEL8TRI, T

77

VOVEELSBHN) o MLA AN S NS O F A SRR AL, B

FEVELIE (AFIHE34.22% T F 7)) VHE32.98%. LU FHINE) |
FIEVECHE (15.51%. 15.96%) . SERMELHEE (11.23%.

15.43%) . L %<

(10.70%. 14.89%) THho7z. F7z. HiiHH

LT, TooF 7 vy YEMBERAEEX I T oA T v

1%
77

BARFEPEE B SN T 72 BFH RIS A2, 0%, =5
VOVIED3. 1% FE5- SN TV o 72 8B B E 1 IAFIRES . 0%,

TF 7T NVE6.9%ThH o7z AH) (0.8~3.1mg/kg, IF50~
200mg) Xifz+ 7 7Y (0.05~0.2mg/kg. X1F2.5~10mg)
ZLIH2M™ . AAEMIG U CR2EBEECEREH S (=R
O F Tl L, 528 MG Lz, BRI

#(2

L TERTR WA dEd—Rhi & L, ARk

BRI 7 e K = & ke 5 L 72,

EEFFIiTE H T& % Global rank endpointiZ 2w T, &l
WilcoxonlEAZHIE OFE R A E 7. 7> > Mann-WhitneyEZE o 11
HEEMEA0.55 ) K& v (Mann-Whitney# v 2 SHEEMEA1 L D

NS

V) BiE. T TS S AK OB R Sz L

HWrd 5 2 & & L7zo Global rank endpoint® TS HFid,. FTED
EBOTHY ., RHBFEOZF T 7)) VEIIXT T B BB IIHGE S

Nhhrolz,s
Global rank endpoint ? fEHT 5 F
MWP MWO pfiE*
(95% 15 HE X [H]) (95% 15 FE X [H]) (g )
0.52 (0.47, 0.58) 0.907 (0.72, 1.14) 0.424

MWP : Mann-Whitney probability (= - &4 v b = —HfEEMH)

&, RANC L D EEAZIT2HE OB PR RIEIC L D EEY %
F7234 & ) B (Global rank endpoint T L 72 [ A4 HiE
JEAMR) IRTE & 7% B RO EME, KRR TILT ¥ & A Lk
DR 7 Vv — 7 (6 LL E18R A . 2/ DL 6. £l w
AL E2i%Ki) K ONYHA/Rosstéfesm 4 (2 9 A1/, 75
ZIM/N) =kEHRT-L L& OMWPOIMEME L TERL.

MWO : Mann-Whitney odds= (1-MWP) /MWP
*L T v F MMUEOER 7OV — 7 S O'NYHA /RosstE 5548 % 18 Bl [ 1 &
L 7z B WilcoxonE AL A E  (F BKHES% (Mifi)) o

Global rank endpoint & %3 % 71 7 T — B OHERE TR

AHIHE 577V
(1871) (18841)
n (FZLHE%)

HFTY —1 19 (10.16) 30 (15.96)
hF ) —2 18 (9.63) 9 (4.79)
721 —3 20 (10.70) 15 (7.98)
B 7T —4 45 (24.06) 57 (30.32)
5 =T1)—5 85 (45.45) 77 (40.96)

CEERIG A E B Tl LR S RBRICEEDIERR S

nrz:

HEA XY MEBHELTATI) —1I5HESIN D, 72750, B

B EREIE) BT 2 BAEIC X ) 7 T — 1D A4 RN FH R R
Bra b L2ERg x, 7730 — LIR30 SN, HS5RTHICE
A WEBEEH ORI E S EN L, 7 T) — 1RG5 EE N4
2o 7o B OF 552 % ONYHA /Rosstéfe 548, PGISK 'PedsQL
DR HNEIX Last observation carried forward (LOCF) #:i2 X W #5864 5,

PERWFHEIEH T A NT-proBNPONX— A2 F £ ¥ 9 5 O F
BRI ORI TERD LB ThH o 72,

NT-proBNPON— 25 £ ¥ 75 DZEAL

AHITE_(1876) 577 VE (188H1)
o | ot | Posaan | "% | Vo
S8 | ossoem | | .l 0.0
I A I I
sl | 1t | 080 13 | R e

TR =AF A VHIE, NT-proBNP G B&HfE) oL &% 4
B L. 78 LR O 7V — 7, NYHA/RossthEs 8,
e B E ERE RO OB & SRR R O S H AR & [ ER) R
N—=2F 4 Y ONT-proBNP G EZHAL) K OHGER R & N—2 7
A ¥ ONT-proBNP R HZRA) OZHARMN % A & L7z Al
SERGHIRET IV (MMRM) THEE L 720

BRI ORI SEBURL . AHITET26.74% (50/187H51)

TS T T IVEET28.19% (53/188f)) T - 7z. LEIVEMIZAL

M (CRFIHES.02% 97 7 V) VHET . 45%. LUTIRE) . B4

BHEV (4.81%. 2.13%). B (2.14%. 1.60%). EHEREMRE

(2.14%. 0.53%) T#H -7 [5.3, 5.4, 7.1, 7.2, 9.7.1 ZHH]

7)

E8)

119)

NYHAUBERE G HEA T ~ IV (658 ~ 1858 A) X IZRoss54H
BU~N (6%Aid) OBETHRLENLZEDO LEDOLHE,
LVEFA¥M0%L N, /8 AR IEAEERAT20% 0T (GUBREA
Iith, FN2N45%., 22 5% W) HHANTTRE S S,
OHLE IR GEDSLEORE . QA LK ELL
HEA AT 2 B%,. @KRFMOMEER UL EE O MM
o CREIIRFE. BREIIR S I =0 F0) HEH, # L CIEEA
B R A LI KBRS A% A 2 BE . @Ok
PRI & A 3 %« S0 T A3 i B 1 B L 7200
MEW L © FA25% 55 6 /519 Fdii . © MG A7 ) 7 A MEDS
5.3mmol/L (mEq/L) %z % EHIIHIFS 7,

BRPRA N> b BB, CIREBHHEER Y 2 b (UNOS) ~o%
Fk MRS O B H B O B2V L LA E DO TEAL,
NYHA/Rosstfig 3. EIEFIZHET 2 88 OS5
(PGIS). e OVEHEBEEQOLIEHE (PedsQL) o & kHERE ¥ 2
A NHEDE BRI 2 FRELE O R WIHICEE 250 OEE
W7 77 2) = ZMERAF T L. GRS 2 HARHIEE . %
HTT)—DONFEIDTOEBY

#5T) —1: BT, UNOSD A F — % Z1AICBFE LT Z 1
WAL BB T IR A R 0 72 @ W BN G i
(VAD) /RHE R THE (ECMO) /iy s/ KBk
NS — 2 R T LB

BT T =2 DAEDEAL (A EDHR R ST s
NEEALDREIR T OB o H 7 T =213 & SIZHEIELD
EVIEIZ, ICUND ABEDBEE R b O, ICUPSA~D AFEAH
VR b0, AR 0L Lewvd olc/Ma b, AT
SN,

SO E DAL T B ERE IR, MERIE, HIE
SO IEO IR PG B IR B UG B B o fti gl
(PRAVIEMS, 1Mk ENT. VAD. ECMO. KEIIRIN SV — >
U7 MRS AEENL. BROKEOEEIX. FIR
O PHIAE G AL HEFFE= D50% L _E o> 1 1 32308 [ DL 1 Jkf5e
TAYAEIZEST 5,

J17 31) —3~5 : HIZNYHA /RosstéaE /48 L IZPGISO AL,
NYHA /RossHERE5 48 I O'PGIS?D 21t 7 L. NYHA /Rosst
REZTESLEPGISOUGE (Wb AL L) ZBIbofEEA
FUHEIE. & 512PedsQLO HRFERE N 2 4 > 2 W
—H 7 T) —NTONERAT 2479 o W3 1D A
BHICBUANRN=25 1 v LD,

IF T TN NVONENO R O HEIXENTRE SN T
W



(S MESE)

17.1.4 BN DHEHE
BIE S ARE O H AR ANARREE S M AE B 11616 GRr 7212 i
JERE & B & 7 B30, ST iE QBT 2 4§ 5 EE 1158
FIH0) Z RS2, AFI200mg. 400mg. Xix AV A )L ¥ 2 20mg
25 L. BEMREBETT 2 S im0y AL HEER
WATHE R I EGABR  Eli L 720 7 >~ ¥ 2 bik. ZEEHGHRYT
1EAFK]200mg 1H1[H], 2I—<§U400mg 1H1E (AR#)200mg 1H 1A % 1
WP G-%12400mgl i) XA v A vy »20mg 1H1E %8
RS- L7z,
FEFHHTEE & L 7-3 5-80KE (LOCE®) o3 A8 R # 1fiL =
DR=ZF A4 06 O%AbE (/e (iEiRE)) |
ARAI200mghET-18.21 (0.702) mmHg. 4V A5 ¥ 20mght
T-13.20 (0.700) mmHgTH » 720 ARHI200mgle & v 24 )v
5 20mgt OREM & (/b TP (BEdEERE)) (3-5.01
(0.991) mmHgTH Y. AKH200mght TOF )V A5 »20mgic
X3 B EBPEDHGE S 7,
*LOCF : Last observation carried forward

P 58I DG AN MTE DR — A 5 A ¥ 06 D LE

R FIHAERIE (mmHg)
(n=F1%) RN R
Fv AV FIV AV
B | 21 | 70N e 2| TR
s s
5,01
sy | 1577 1821 | x09m | a3 | v | 4
CLURE | 6,89 | =0.702| (6.9, 3,060 | 9.38 | £0.404) o
p<0.001* 76, 0.
ol L assa |08 B | oas | s | 28
me | 17 99 | £0.704 9B | £9.76 | +0.406 :
(n=385) (-8.922, -5.025) (-4.008, -1.762)
F IV XA
Wy | 157.6 | -13.20 B 93.8 | -5.91 B
20mg | £6.77 | £0.700 +9.65 | 0,404
(n=389)

BRI PN = R

AR, AN AT LY /ZOmg SR LB N— 2T A Ul F L
& LZZANCOVAE 7IVIZ X ) S L 72/ 25 P39 (LSMean) +
HRHERE

() T HI959% 15 FEIX [

#A HEAKHED . 0512 35D < AHMIE DG Heo

ARFI200mghE T O 58 (LOCF) 24851 H HATE) FilllsE 12
I 2 FHIGEIME (maSBP) ON—2 5 4 ¥ 750 e (F
M) 13, 24BERIIC D72 BT RTOEEE T, F IV AL T > 20mg
TR TREDP o720 BAMOmglE DL LEIT, (2L A LDORE
FCARAI200mehE IZ LR TR E Do 72,

o

&

H H HHH\ “% TP %H
@%}%ﬁ %ﬁ@s%@ ﬁ%\i ”H
@

g1

-20

25

maSBPOZALE (P91t) (mmHg)

123456 7 8 910111213 14151617 18 19 20 21 22 23 24
Pe5-tREm R (RFf)

wow RHFI200mghE e oo RFA00mght  saa FIVAYILE20mghE
P 5-8IE OmaSBPOZ AL (CFIMf) D24K5MHHER
CPIgE + k)

EEMOBIERFEBMEE X, AFI200mglET4.7% (18/387#1) .
4‘§1J400mg§1‘éf4.4% (17/38501) . e ONF )V A v & ¥ 20mghE T
4.4% (17/38961) TH o7z EREIERAIL. Miztio T RHF
200mght0.5%. AHFI400mghf0%. 7V X)LV % »20mghf0%. LL
TENE) . M7 L7 F Y RARFF =8N (0.3%. 0.3%.
0.5%). ME EH (0%. 0%. 0.5%). =) 7 AMHE (0.5%.
0.3%. 0%). BAPED F v (0% 0.3%. 0.5%). FBhED F v
(0.5%. 0% 0%). %9 #E#HE (0%, 0.5%. 0%) Tdh -7,
[7.5 ]

H10) H72 I CEIMLELE & B S 728 BIEIBRIG IS K VR
B G H¢®$i@£1¢H1ﬁ¥WMF 233 S 150mmHgll b
180mmHg it D H %
BIEREDEEEHTLEE A7) -2 7obk L
DAAMEI 2 S BEEEOEG 22T TB 53, BIEUHG
1 K O U6 9 300 B 46 IR D S 3 A8 67 LA I 25 v 9T b
150mmHgLiL180mmHg5|“<(ﬁE0) BE, FolzAarz)—=»
THIGEBDANICETE2EH L B0 BN GRE
R O R B I 0 S 34 A A IUHE B i £ 25 140mm Hg BL k-
180mmHg i 2> 6 1 BA 463 1R 0D 1 349 412 7 e 19 111+
25150mmHg Pl _F180mmHg Al D &

18. EEhEIF

18.1 1fEH#F
T MY WNVTNEY E 7MY VRTNVT LY V2
HEEL T, ThFEN A7) I142 > (NEP) ROT7 vV 47
YU5 471 (AT) ZBEEEET 2, Y278 M) Vid, AT
F —H12 & Y NEPIHE OIEMER T H 5 sacubitrilat |2 3# <0 A 12 45§
EMb, NEPHEE, MEWRIER, FRIMEH, L=-7T 22
FT Uy y=TMRATE YR (RAAS) PIHIER. ARSI
PERL CHERHIRIER ., PUAHEALIER . RO TV B AT 1 v 50
WHIER 2B % M) 7 2AFRARTF FOERATTHEICE ST 5,
SNV Y QAT REERIETUER T, MEDGE, B )Y
L AR DRRIER, ROVGINE ) £ T v S REICHT S
PHER % b 7253,

18.2 F+ MU LFIRNRTF KRR URAASICH T 21EH

18.2.1 LEMF M) 7 AFRRTF K (ANP) % Fifemit L 72
Ty MIHZE RN VNV LY Y EREREORS Lz &,
BRI I IMAE T ANPIEEEAS F 5 L 729,

18.2.2 1K F MU W LA EFAEA X7 E M)WV IV Y V%S
OGS Lz b & RIS ot BB & Il U COfF 3 2 A o
cCGMPEED AT OMEE R 7V F AT 0 VRO 253 57z,

18.3 FR1EA

18.3.1 A AR ZFHESHFE LT v M2 € M) vi+ 28
WG L7z & & ANPESIZ & BIRMF M) o 2 BRI i 5
DOFFHERE L I L CHE IS S 72,

18.3.2 IE'H 1 X |Zsacubitrilat & #RNX5- L 72 & &, ANPH# 512
EBFR KR N 7 AR LA G- o % B L i L C
AR S e,

18.4 {OERRE K IEI1EFA
Ty Ty U ENLCHERESNS T v MUHATTROEKIX
sacubitrilat &z OV NV )L & 2 BTS2 & b #If & he?,

18.5 H#RHEALIER
TyIAT N ENMLTHERSNDS T v MM 2
T =7 VEEL, sacubitrilat R NV IV E Y OPEGIC LD
IR A ASN

18.6 FEE1EA

18.6.1 L FL=V RO N TV IFT YY) =7 VlIETHEAL
T2 TNVNENT VAT 2=y 7Ty MIHZE RNV LY »
HEREOR G- Lo & & AR 2 BV ASR0 5 iz?,

18.6.2 BEIMEHRISET v MIH 27 E M) NV v s v & 14HH
AR G- L2 b &, NV vy o & B S | 70 IR & [
R DREEMEATRD &7z,

18.6.3 Dahl&IHEZMET v MZH 2 ¥ NNV )Ly » % 14H
MIAEREITH G- L7z & &L NIV )V o % Bl 5. L 7= IR &

D S EREEER D 57>,

19. BRI ICEAT 2 IE{EEAER

— L R
TFr7E )NV NS F )T AKX (Sacubitril
Valsartan Sodium Hydrate)

b4
Monosodium 4-{[(2S,4/)-1-(biphenyl-4-yl)-5-ethoxy-4-methyl-
5-oxopentan-2-ylJaminoj-4-oxobutanoate—disodium(2.5)-3-
methyl-2-(V-{[2'-(1 Z-tetrazol-1-id-5-yl)biphenyl-4-yljmethyl}
pentanamido)butanoate(l/1)hemipentahydrate
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13K 18) AR 7 v b ImEP ANPIREEIZH T 26 (20204F6 H 29

CuH2sNNaOs + CosHzNsNazOs « 2!/:H:0 H&#Z., CTD2.6.2.2.3.3) [20200239]
i 19) HANER KT U 7 A BEEH A XOMEHcGMPR U7V F
957.99 A7 H T 2HEH (20204667029 H KGR,
IR CTD2.6.2.2.6.2) [20200240]
HEOHKTH 5, 20) FPVERL 0 Ty P OANPFHIEIRA I MY AP A1
AL A (20204:6 H29 H &2, CTD2.6.2.2.4.2) [20200241]
21) Ksander GM, et al. : J. Med. Chem. 1995 : 38 (10) : 1689-
1700 [20200242]
22) von Lueder TG, et al. : Circ. Heart Fail. 2013 ;6 (3) : 594-
605 [20200243]
23) HNEE STV T VAV 2=y 7Ty MBI A REEIER
(202046 H29H 7&E. CTD2.6.2.2.5.7) [20200244]
24) FLANERL L EILE BREIET v MBI ARBEER (202046
H29H K7, CTD2.6.2.2.5.7) [20200245]
RIS 25) FENER : Dahl T v MIBU A BEEEH (2020456
Sedh) R 7 BEAE A HED b, B ERT 5 L. H29H &R, CTD2.6.2.2.5.7) [20200246]
o0 20, TBEAREROBOADE%E
(T> L Z F250mg) NNV T 4 AT 7 —=~<HAEK NV T4 AY AL b
10058 [10%% (PTP) x10] T105-6333  HLLHRHEIXGE / F1-23-1
(T2 L X FEE100mg)
1008 [108 (PTP) x10] 0120-003-293
500%% [, 23T ] 18R : A~£ 9:00~17:30
FRERUHTABZERRL)

(T2 LR F§E200mg)

1008 [10$¢ (PTP) x10]

5008 [10% (PTP) x50]
(T2 L X ke R A12.5mg)

77 VRIZERE30ME [ S VA E10fE (PTP) %3]
(T> L X MR/ NRA31.25mg)
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