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16. EYEEE
16.1 MmeEE
16.1.1 BEZE

7N YNNIV ERREORS L & ERIER L.
2PV ((RATI AT S —XI2 X0 IR S UGS

PsacubitrilatlZ & N5 ) KONV IV Y S IZFHET 5o

() HERARFICHFZE M) LALF LY Y (200mg X1t
400mg) Y & ZEJEIE | HL RS- L7z & & sacubitrilat & 23
Py v OCmax K TAUCIEK I G-2ZIZS CC¥INL. Tmax %O

T1/2138% 5- 8\ AKAF L e o 729,

TR AB T2 7 E R ) WSV v R BAROHS L2 &0
HHBRE NS X — &

e 200mg 400mg
D% sacubitrilat  |/N)VH V¥~ [sacubitrilat  |[2NVAL Y 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® () 15 30) |(1.0~3.00 |(1.5~6.00 |(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, V¥ + fEiE{RAE, X gLl (FEFH)
20000 1
18000 1
= 16000 1
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£ 8000 ]
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£ 4000 A
2000 1
0 T g > - - —=
0 12 24 36 48 60 72 84 96
Be5- R (h)

0 T 8 » . - . a

12 24 36 48 60 72 8 9%
Pe 5 05 (h)
O KA200mgHe5-Fe, W AH400mgtx 5k
B AS T2 27 € ) VS )L # 2 200mg X 13400mg % H
[R5 L 72 & & Dsacubitrilat & 07V V & > O I4E g
R (ZBHEIE) CEIOME £ 8 R, n=8)

(2) ANREHEOAEEREZEICTZE ) UL F VS Y (0.8mg/kg
MiE3. 1mg/kg) & B[RS L7 & & sacubitrilat & 7V)UF
V& v OCmax e CAUCIHIL G- 125 UCHN L. FE#XA I &
HBFEROREBEIFEDO LN H 727 BEADT—%),

=}

ANBEPEOAEBEICT 7 E R VNV VS v E
HAREORS L- & 203 BIE (5 2 —¥

g\ fi?iﬂiy 0.8mg/kg 3.1mg/kg

X = . - .

45 |18y n|sacubitrilat |/V)V#)V ¥ ¥ |n|sacubitrilat [NV S
6 |Cmax 1,271+ 6,707 4,035+
| ng/m) |7 1951839 1 07 711,887 1,67

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 7 48,264 = 13,540+ 7 150,440+ 40,733+
it | (ng - h/mL) | 22,939 12,962 49,515 21,003

1 |Cmax 5,453+ 4,935+

ﬁ (ng/mL) 8(1,359+711 |1,112+583 |6 1032 1268

| Tmax™ 82‘3 1.5 62‘3 2.0

6 (h) (2.0~4.3) [(0.9~4.3) (2.0~10.0) | (1.1~2.4)
% AUCinf 3 31,042= 11,036 = 6 127,625+ 48,561
i | (ng - h/mL) |° |17, 259 7,031 35,634 21,163

I = R S o il (REPH)

16.1.2 REEHR S

(1) BEHEH ST 2 € R YL SV L 5 2 400me# 1 H 1Al H 6
BOG L7z &9 27 € Y vidk5%4~50 . sacubitrilat & OF
INVHIVE IS #3~5H CTREFIRREISE L 2%,

(2) fEEEK ALY 2 ¥ MYV N LIV F 2 200mg % 1 H 20015 [ 11 5
OG- L7z L SRR URG5HE O 7 € b )V RO/ )LH
WVE v OIEYENRE/NT 2 — FICEREILRRD SN o7z, &5
5H H®sacubitrilat® AUCIEIZ G- 1HHD1.6f5Tdh o 727 (FHEIA
DF—=%),

16.2 B4R
TR AN 27 € R ) VS VL 8 2 400mg™ & IRIRIT A X 3
BREG EOBIA IC BAFE 8 5- L 72 & & sacubitrilat?®Cmaxid
ZEIFIRA G2 R E I IN19% T O28% 80 L7245, AUCIE. &
FHOMEN CEFOBRHICEDL 5. BEIED N> 72,
Tmax (L ZEfE R 5 TIL2WEH . BERE T TII4A~6EMTH ) . &
FOFBBEIZADbOE T WINDERT L2 EHD A SN, 7Y

MU OVNIVIL 2 400mg & AR S OBER I BERE 8 S L
7ol &, 2SNV Y OCmax L CAUCIE, ZEERE 512 R Z
NEN39% M O34%IKT L7z, 27 ¥ P Y NvH )Ly »400mg
R EOBEUBIC R ORSG Lize & N vy ro
Cmax M PAUCIE . Z2fEREE 512 RZ 2 140% I 9% T L
720 Tmax?® LI TR G- 01, 7505, AP TILAREH]
ThHY . @I ESUIMNEN SRR IS W T b EE T 2 Em
WHRLNTY FHEANDT—%),

16.3 9%

Sacubitrilat e 0NV )V 7 v o e b IAEE PR AL ENENY
97% R U#94% T ) . Ea#EEAZVINE T VT I YT
o729 (n vitro) . [13.2 B ]



16.4 X5
TR ATFIZH 7 € M) VAL HCIER#R L7227 ¥ b Y vy
vy 2200mgw ZERHERIOR G Lz &, T AT T —HI
L0 K E % 520 EEACHY T B S sacubitrilat2S IS AERL L 72
B, HEFERAE FICUCRERE L 72N VL & 2 80mg % 2 e B
EREH G Lok & &8 GO MmEEPIZIid, & LTRE
ILEPHEAEL, ZOMICRHWE L T4- FuF o hrilosh
720 In vitroDiRERIZB W TEIZCYP2COD B G- 257RIE S LT \»
59 (MHEADT—% ),

16.5 kit
BB T2 27 ¥ R ) LS )LH )L 7 2 200mg X 13400mg™ %
BRI S Lo L & 5 RI6HE TIIHRGEOH
55%7%sacubitrilat & LT, #J11%A/N Vv 8 » & LCRAPIZHE
s,

16.6 HENEREZH T EE

16.6.1 BikpEEERE
BELIPEEOTRERESES BE: 2LT7F=020T7
¥ AHDB0mL/minPh E80mL/minblF, HEEE LT F =)
7 5 ¥ AH30mL/min bl E50mL/minAdifi) 1297 ¥R U LN L
VF 2 400mg™ B REREORSG Lo &, BEFREIIBWT
sacubitrilat?®Cmax x NAUCIZEERE R A O Z 21 .5~1. 685
B2 1~2 205 CTdh o720 7NV H IV » OCmax|ZERHEKA &
FIZFEREE TH o 7225, AUCIHEEER A DOF1.0~1. 45 Th > 72,
EEOETEHEREERE (VL T7F=2 217 F 2 AH30mL/min
HKiil§) 127 R YNV IV L 400meg™ F ARG L7z
L&, EHEIREEIZ B\ Tsacubitrilat® Cmax K (NAUCIEfERERL A
DZENZTIHIL 6ERUH2. TR TH o 720 /NI Y » DCmax
B PAUCITERE A D Z 21490, 95 K O 1.3 Tdh - 722
NEADT—%), [9.2.1-9.2.4 ]

16.6.2 FTiRREEERE
BT EEE O TR S (Child-Pugh/p#HAIIB) 12
FZE RNV F LS 200mg B O#HG Lz e &,
sacubitrilat®Cmax (TR A L 1ZIZFEEETH - 7255, AUCIK
TERER A D#1.5~1.9f5TH > 720 NIV Y ¥ DOCmaxid R
BN LR CTH - 7255, AUCIHEERER A O/ 2~2. 115 T
Ho7? HEADT—%), [9.3.2, 9.3.3 K]

16.6.3 S
65 L EOERE 2 2 € M) VoLV 7 2 400mgt & HE Al
4% 5- L7z & &, sacubitrilat®Cmax|(IIEE g & (ZIZFREE T
Holens, AUCIEHL. METH o720 NV H VY OCmax L
AUCIEW TN D IEEIEDZN NN 20RO 3B TH -
722 MEADT—4), [9.8.1. 9.8.2 ]

16.7 EHEEIER

16.7.1 7 MILINZXZF >
BB (2861) (2. H 27 ¥ MY WSV S 2 200mgx L H 200
#. &) ROT FMWNALF 2 80mgx LH1E (1) T5H H O
FORBEMRAROKG L2 &0 7 MVNARY F 2 ROZE DM
R OCmax & NAUCtaulE 21 . 7~2. ME KR U1 .2~
1.3f%127% 5725 Sacubitrilat L O/ NV IV &~ OFEYBHREICA X
LI A SN Ao 72 (FHEADT— 4 ), [10.2 2]

16.7.2 In vitroiRB&
SacubitrilatiXOAT3DOIE TH ) . NIV H V& Y IZOATIR
MRP2OFEETH 5 Z LAVR SN2,

16.8 Z MDAt
RN AT LI Vv & o BRI % BT G- L7z & &
PNV Y Y OFEYEREINT X —F IEFTERDO LB Th - 7260128,

INVARIVE L DRSS A — 5

NV OV BIE |Cmax AUCinf

5 (ng/mL) (ng - h/mL)
AHFI200mg 103mg 8 3,980+1,390 22,200£6,670
VAV 20 WIE A 80mg 30 2,780%1,070 19,8008, 240
#H80mg
NV E v 160mg 40 5,770+1,730 38,900=11,100
##1160mg

HD B OARICBIT 2 ERF KRS N HE R CHE Y 2
E YNV g 2l LTl R200mg % LH 2T % .

W2) EINTERRE SN/ NV vy Ao FE R OCHEIZIHL
[140~80mg. 1Ml K160mgT& %o

17. BERREIE

17.1 BHERCREEICET 58

(8L E)

17.1.1 BN EM4#ERE (PARADIGM-HFEE) (BRA)

TVFT Y VERBRENER T VT vy IREE
FEPUHE™) 2 & 1B ORI B3 2 IR R T O S B H %
(LVEF) 7"KTF L2 EANEE .04 L (HFrEF) &HH
[INYHA-UBEREHE T ~IVEE, LVEF35%LL T GRERRIMGTR. 40%
DN LY EHE)] 844261 % x50, 7o I 7 v v AW
FERVNET O T vy v DB RS S AR d )5 7
YWMICHI D Bz TG L, A FARUGER R & ML T 5 S itiakds
F. 7 v % 2L EERIEATH B B % it L 72, E3EES
BEWTIE, =55 7 )V10mg (BEMEICEED D 534 135mg
A5) 1H2E™, A#1100mg 1H2E., 200mg 1H 20 % EIZ k&
1AM FE- L. 7 v ¥ afbth, —EERGFENCIIHER= (K
#1200mg 1H2[H Xz + 7 71 V10mg 1H2M) %45 L7 H
EHEICH L CEAAE TR WA IIHERE (RH13503212100mg
1H2[, =55 7V )Vi32.50135mg 1H2M) Sid—Er i % )
&Ly AR R R K& 2 RS L. EERIGED
B RO G HIE (RIufE) (ARAE24. 49 . =) T
T IVE23.50 HTh oz,

EFEFHMEEE & LA Y FRA v b CLIEE T A&
L BMEARE) (&, FTEROEBY THo 72,

DM TESUEOA AT & 2 WIEABE D#G A

AN T T IVE L
i 1 SN R
<41871ﬁ>(%ﬁ%/ﬁ\;§212m) (95% 15 HEIX [H])
RECrE o 0.8
PN (21.83) (26.52) (0.73, 0.87)

PN = FIR O DI5%EMEX L, $5-0F & Ml & FER E T2
Cox BN — FETF NV CTHeE L7z,

i p<0.0001o Zeds, $GHE & I EERS L 9 5 Coxtb Bl NG — K
ETFIVCHEE L MIpfETd b o SE3E A BT ICH D 4T H e
HEARE (il a=0.001) 12#5<,

CEEMGHIEH ORIE RSB E . ARHIEET21.65% (91074203
Bl). =55 7)) IVEET23.08% (976/422961) TH-7:o EHEl
PERNZIRIME (RFIEEL0.23%. =5 F 7)) VH#E6.93%. LT H
ME) . D) 7 AME (4.59%. 5.60%) . BEHEREREE (2.78%.
4.23%) THo72", [6.1. 5.2, 7.1 =]

WD) Ty YT Y v ERBEREEERLET VAT v 1
SRREPUEE 2 GAM DL R3S S T B BEASHLA LT RE
L3z,

12) OFEFEMEAIINE % /A3 5. SOZPGERIIE A5 100mmHg 4 i

DHEH . @eGFRAY30mL/min/1.73m*Aiii 0 &, OIMLiE 7

1) 7 2EA5. 2mmol/L (mEq/L) % #8 2 5 B& IR sz,

ENTEEEN/zTF T 7)) VO HEROCHEIZ5~10mg%

1H1EITH %0

13)

17.1.2 EIRE M35 (PARALLEL-HF:E) (BRZA)

TYIOAT Y VBRRBRAEREI T VT vy v IR R
FEPUEET 2 SO R ORI BT 2 BEFAIGR# FOLVEFAE L
72 AARNEMOA S (HFEF) BE™ (NYHACHERESFE T ~ 1V
JE. LVEF35%LLT) 22501 % M2, 7 v I 7 v v v REESR
ESREE T > V7 v ¥ v TR O RHI T = F 5
TVNWIYI ) 2 TS L. BT REENR T T 2 Stk
FF. T2 7 AL EERIATE M LR = i L Ao, TSRS
S ClIARHI0mg 1H2M % 285 L. 7 v 7 afbfk, —
HEHMIEE TIEAH100mg 1H2[ &+ 5 7)) Vbmg 1H2
0] % 48 3 5% DA RITF 254 CHERSE (RAI1200mg 1
H2[ &z + 5 7)) v10mg 1H2ME™) (2HiE Lz, HIEAEIC
L CHE TR W AR (AF12503013100mg 1H 2[A],
IF 5732 5 1E5mg 1H2M) Xiz—Hflirzme L, 2
B B e i K= & ke 5- L7z, —HERBEMICBT
HERIROT G WM (FhIuE) I EARES2.00 . =5 7Y VEE
31.2n HTH -7z,



FESMEE & LA T Y KRS Vb (LI UL A4S
L2 AR (X AFE 11160 0306 (27.03%). =F 77
VOVEE (11260) @286 (25.00%) 2R BNz, HETZ Y BR
A2 MEHOTF T T ) VIS B AR O N — N (95%
fEHEIXIE]) *131.0881 (0.6501. 1.8212) TH o7z, ek, Rilbk

I — NI SHEEHES IR E 725 2 L OffREY F7-% B

Ll AEEMEYZLL2HMEIZL TRV,

N PR O D5%EHEIX L, $#5-1 L OVERIRFCTdh 5
A7) == 2 ZEEO MEtEF B SRR T T N ETEYENGG
777 x> (NT-proBNP) (<1600pg/mL. >1600pg/mL) %
EERN A L 2 Cox LBINY — FET IV THEE L 72,

ZEEBERM ORIER B L. AFIFET51.35% (57/111

B, =FF 7Y IVEET31.25% (35/11261) TdH -7z FREIME

FIRIE (RABELT 12%. =F 5 7 ) V#E4. 46%. LLTFE)

) AME (7.21%. 7.14%) . BHEREREE (6.31%. 7.14%)

TdhH-7", [6.1. 5.2, 7.1, 7.2 Z#]

H4) 7Ty UA Ty Y ERMEREEEXE T AT v v T
SZRRFEPEE 2 AR DL RIS ST B BE LA RE
LSz,

1#5) OIE BRI 2 /9 4« XU T A5 100mmHg A if

D EE. @eGFRA30mL/min/1.73m* kil o B, G 7

) 2EA5 . 2mmol/L (mEq/L) ##8 2 A BH RSz,

N TEEE N2 F T 7Y IVOHER O HEIZ5~10mg%

1H1MTH %,

17.1.3 EEEFEZE I/ DA (PANORAMA-HFERER. —E5HK
) (MR

e RERE 12 X /N E M OAR & BET (EEl1y H~18%%
Fiw) 377H (HARNI2B % &) wxt%ic, KH LG+ 57
VOV ERBIERES L. BR A N b ER. BRREIREE ) O'QOLIC £
S EAFHMEEE (Global rank endpoint™) # flWwCxF 5 7Y
AR T 2 RFN ORI B W3 2 2R, 704
LA EEMGATREM LGB L 7 CRFIIELS7HI, =
T 7 ) VEELSSHI) o A AN B N HEBRE O T 2 FEREB B, 4
S OE (RFIRES4.22% 5T 7 1) VEES2.98%., LLTTEINE)
KO HAE (15.51%. 15.96%) . e R E (11.23%.
15.43%) . Ui (10.70%. 14.89%) THh o720 F 7z, HIlHHE
ELT, TyoA Ty v YEMBERIER T AT v
I 2RISR G SN TV BE SIS IEAFEE2.0%, =+
5 7)) V93 1%, G- SN TWiah o 7 BEEIEIIARHHES . 0%,
IF T T NVEE6.9%TH o720 AHA (0.8~3.1mg/kg, XIX50~
200mg) Xz 77V (0.05~0.2mg/kg. Xi¥2.5~10mg)
1H2[\™ . HAEMICIE U CR2:E B BT HEHE (FHe#E
O RKHE) FClE L. 528G L7z, BEEHE LS H
I L CAAE TR WAL E T~ 2 e L, 250
BRI 7 e K & & ki G- L7z,

FHEFMMIE H T& 5 Global rank endpointlic oW T, EJl
WilcoxonlEAZFIH7E DA FAA . A D> Mann-Whitneyff 3 0
HEEMA0.58 Y KE Vv (Mann-Whitney#+ v X SHEEMEAT LD
NS WAL TF T T VAIKT B AR OBEEAR S iz L
HIWr3 5 Z & & L7z, Global rank endpoint® fEHTAE 1L, FFRD
EBOTHY, KO F 5 7Y VB B BRI HGEE S
Nroiz.

16)

Global rank endpoint ? fF#T 5 5F

MWP MWO pfif*
(959 fE X [H]) (95%fF X [H) ()
0.52 (0.47, 0.58) 0.907 (0.72, 1.14) 0.424

MWP : Mann-Whitney probability (<% - &4 v b = —fERIHEE M)
. AFNC L 2R AE T2 EOF PR REIC L 268 %
F72854 & ) Bwvs (Global rank endpoint T Fe L 72 R 14 H i
JEAMR) IRRE & % B RO EM, KRR TIET v ¥ ALK
DFfE 7 NV —7 (6L F18KE AR 2Pl RO i, AHly
H UL E2mAm) M ONYHA/RosshifE 48 (7 9 A1/, 75
AM/WV) %REHIHET & L7z&ROMWPOINEM & LCTE#RL 72

MWO : Mann-Whitney odds= (1-MWP) /MWP

15 Y F MMLEEOERG 7V — TR ONYHA/RosstiRES 4 % B BIA T &

L 72 J@ 5 WilcoxonIE AL fIMesE (45 =k #5% (W) ) o

Global rank endpointZ #3271 7 T1) — Bl O ERFEFPIR

ARHANHE 557 )V
(187%1) (188/1)
n (F4EE%)

Hra) —1 19 (10.16) 30 (15.96)
HF ) —2 18 (9.63) 9 (4.79)
H7 1) —3 20 (10.70) 15 (7.98)
H 7T —4 45 (24.06) 57 (30.32)
J 7T —5 85 (45.45) 77 (40.96)

CE MG E Tk LR L RIS
NEHEAXRY MEHHELTHT I —UIGEHENL, 72720, %
BRERRIE) MBI LD A7 T) =104 XY M A 7% R
B il LB d, 77 ) — 130 ST, 58 THIZE
B WEREDIRBEICHED E T EN L, 7 T) —1RU2CHEE N,
o 7B OF% 5-520 % ONYHA /Rosstifg 7748, PGIS & FPedsQL
DRI Last observation carried forward (LOCF) 12 X W #i5ed 5.

ERWFHREH T ANT-proBNPOXNX— A 5 £ ¥ 95 O F
HEALHDOIERIT T RO LEBY TH - 72,

NT-proBNPOX— 2 F 4 ¥ 5 DZAL

AFBE_(18751) =77 v (1886
wen | o | OSRZT e | MO
48 | 8l (©.5%.0.679) & (0.721. 0.930)
128 | 159 | ooy | B | (s g e
2 T O I I IR

*ixPR—2 54 ¥ ik, NT-proBNP (RHCEHE) 2L %1552
e L. 9y b EOER 7V — 7. NYHA/RosskEfigsr4i, #
W, B GEE. ME RS O G- L E R O S HAE R A B E RN A
N—=2AF 14 ¥ ONT-proBNP CRHEZHE) R OHIER & N— A 5
4~ ONT-proBNP (WHZHE) ORFEIEM % 28 & L7 AEH
ERAMEET NV (MMRM) THEE L7z,

SRBRI R O BRI SEBUBHE 12 . ARAFNHET26.74% (50/187H1)

T) T 7Y IIVEET28.19% (53/188%1) TH - 7z. A EIVERIZL

ME (RHES.02%. TF T 7V IVET. 45%., LUFREIE) . w8k

HFV (4.81%. 2.13%). HiFE (2.14%. 1.60%) . EFHEnemEE

(2.14%. 0.53%) TdH-72"%, [5.3. 5.4, 7.1, 7.2, 9.7.1 ]

E7) NYHAUBERES AT~V (67% ~ 18 i) L I1dRoss7 48

BU~N (%K) OBETHRLEPIEZOZLEDEHR,

LVEFA%0%L N 378 5 R HAEEEAT20% LT GRERBA

IGth. FTNEN45%. 22.5% 28 FH) HHLANTHRE & S,

OHLE IR ESHED BH . O HAE LA K AL

e % A 5 EE . ORTAl 0PSO Mk

& (REBIRFE. MBRAIE=RF) EH, HLCEEKR

S IR PAZE LI KBRS PHE 2 A3 5 B8, OFEE

PEACIIE 2 49 A« S IUHE B I 25 S el L2 45 L 7200

ML O F 25 % 43 a5 A . OGS EDS

5.3mmol/L (mEq/L) %8z % EEIIHN SN,

BRIRA N2 b BB, OHEALRERE Y 2 & (UNOS) ~o%

Fk. DB UL O BRI O BE) . LA LD EAL,

NYHA/Rosst& a5 4. TIERE B 2 B8 O SEIR

(PGIS). M OMEHEREQOLIER: (PedsQL) O Er ki I »

A PNZEEDE L BRIRI 72 HEAEEE O & WIEICEE 250 O REkE

W7 7 2) — INEREAF I L BFMili§ 2 HASHEEHH . &

HTT)—ONFZUTOEBY,

#F T —1: 1, UNOSD AT — & ALAIE & T ZF 1

VARG . BB TR L AR A HERE O 72 O WAl B N TG

(VAD) /RFE0ER A THE (ECMO) /FEM g5/ KBk

PNV — 2 R T

BT T =2 L AEDEAL (OAEDG L AT 2 L

ANEEALDREIR T OBE) o B 7 T =203 & S ICEFEED

FWIEIZ, ICUND ABEDSVE 2 & O, ICUAIAND ABEDS

VELZLO, ABEELEE L2wLOMa b, AT

Y

SOOI T B ERICIIFIRE, MERSE, FE

LI OFIRN TG BRI UG BB o Hifl

(BRAVIE M, BN, VAD, ECMO. KBRSV — > R

U7 MBS PEINL, BROKOHEAX. FIR

O PG AL HEFF 5 D 50% L o> 1 1 3230 [ DL ke

TAEEITHENST B,

18)



717 T —3~5  HIZNYHA/RosstRE 7348 L IZPGISD AL,
NYHA /Rosst it s34 % U'PGISOZ L7 L. NYHA/Rosst
BB HHOLIIPGISOUHE (Wb B LA L) o ZALDRRREES

[ UHEIE. & 512PedsQLD HREERE B A A > % Hv T
=N 7T —WTOMENAS T 2179 o W3 i b i Rl

IZBIFTER=Z2F 1 v EDHEL,
LT TV ONRAD R O I E A T
W,

(SMLEFE)
17.1.4 ERE THEHR

W SN AP ARE 00 HAR AR RE 4 i35 A R 116160 (B 72 12 s I

JESE & Rl S - B30, @i B E A5 5 EH1158

BIFEO) ZRF R, AF200mg. 400mg. XILFA IV AL % > 20mg

5 L. BRI A BT 2 Stk dk, T v 4 AL EE K

WATEE M I EGABR A EE L 72 T v & A Lh. ZEEREENECT

1EAAI200mg 1H 1A, A#1400mg 1H1ME (AK#]1200mg 1H 1A% 1

B RRG%12400mgl 2 mw) XA )V A ¥ »20mg 1H 1R %8

PG L7z

FEFHlEE & L 72#%5-8:8K (LOCF*) @+i’7$uﬂlﬂﬁﬁﬂﬁur

DR=AF A 296 0%bE (/5 PHE (iR

AF#200mghET-18.21 (0.702) mmHg., )V A% ‘/ZOmgﬁ

T-13.20 (0.700) mmHgTad » 72 AFI200mght & F )V A

5 2 20mglE OREMZE Or/h T PIgE (BEEEA)) 13-5.01

(0.991) mmHgT» ). KH200mghE TDOF IV A ¥ )V % > 20mgl

x4 B B BEDSHGEE S 7z

*LOCF : Last observation carried forward

19) BaInT

) 13,

% 58RI DI AAMEDN— AT 14 ¥ h 5 O b

ERacaicd SEIAINFE (mmHg)
(n=fl%0) IS PRI
EI % IV A v
b s = | 7 20mgll |4 o e | P v 20mgl
7 P
&Rl 2R T2 B e | 221L R T2 B
5.0 )

o 1577 82| s0001 | a3 | | 0B
0me | 16 89 | +0.702| (-6.949, -3.061)| +9.38 | £0.404| , =0-57L
(n=387) 200008 (-2.976, -0.734)
il sga [ws| 80 s s | 28
00me | 7 99 | £0.704 20993 | £9.76 | x0.406| =057
(n=385) : S (-8.922, 5.02) ) S (+4.008, -1.762)

IV A

vy | 157.6 |-13.20) 93.8 | -5.91 B
mg | £6.77 | 0.700 £9.65 | £0.404
(n=389)
e G I = kR

ZAbE. F NV AFILF 2 20mglat T B BRI N— X T 4 Ul % A
e L7ZZANCOVAET VIS L ) &I L -/ e 4ME (LSMean) =
i

% () P 195% 1= JE X

A EKAED 0512 35 AR BIME DS R
AFHN200mghE T OG-8 (LOCF) 24K H HATE Tl 12
L B FHIGHEIME (maSBP) OX—2 54 v 260 fkE (°F
WfE) 1Z. 24BERIC D72 BT RTOEET, 4V AH VY »20mg

ISR TRED > 720 RHE400mghEDOE b= IX, 1TE A EDR
BCCARA200mgHE I bR TREDN - T2,

féc 0

E -5 ;

= it

g *i H%H; HHprdy g Zr}
B PRt H%@ kg

@ -15 %@ {% ﬁﬁ% i %@@
& 20

N

(<9

8 25

g 1234567 8 910111213 14151617 18 19 20 21 22 23 21

PGt (RF )

ok KFI200mght 088 ARF400mglt  +a-a FUXFLF20mght
1% 58I OmaSBPO 2L (FIfil) D24 KR
(I + e E)

B ORIEHSESBMEE L. RFI200megHET4.7% (18/38741) .

RANA00mghET4.4% (17/38561) . LA )V X)L & ¥ 20mght T

4.4% (17/389%1) Td o7z ELEIEAIE. FERMED F v CRFI

200mg#t0.5%. AHFI400mghf0%. Vv A5 »20mghf0%. LL

TENE) . k27 L7 FrRAREFF =M (0.3%. 0.3%.

0.5%). MEEH (0%, 0%. 0.5%). &H ) 7 A0MM5E (0.5%.

0.3%. 0%). RAPED F v (0%, 0.3%. 0.5%). FEMED F

(0.5%. 0%. 0%). Z 9 (0%, 0.5%. 0%) TdH -7z,

[7.5 &M]

10) Fr7z ICEIUEAE & 32 S 7z B BRI B AAIE K OG5
HBR A5 B 0 S 3 AR AT IGRR B I 250 3720 6 150mmHg PL E
180mmHg i D B
BIMEEDOMEAF T HEE A7) —= 7ol {L
bAEME 2 S BEREEOES 2T TE 53, BlENG
g I ON V6 98 301 Bl 23 1R 0D S 29 A A7 IRLAR DT TILE 25 v 37 b
150mmHgU\J:180mmHgﬂ%(FE<7)m%o FoFAs)—= v
TRiAEE DI & L CB Y G G REE
A O 3 Bt Iy o> - 4 A8 A7 RS 0 0L E 25 140mmHg MLk
180mmHg A 2> 1695 ] BA 43 167 0D 1 359 A (7 G 19 111+
23150mmHg Pk F180mmHg i o i %

18. ZEHEIE

18.1 {fERHR
AR D VAV 75 AN = S /A< NS % SO VAY 2 A
HEELC. ThFEh4r7)I4v > (NEP) ROT7 v IFT5 vy
Y5471 (AT SHEEERET 2. 278 M) vk, A7
J —X 12 & Y NEPMHE DR T H % sacubitrilat|Z 3#<0 H 124
ENb, NEPHEE, MEWRER, FRIEH, L=-T 02
FT vy y-TNRATE YR (RAAS) #IHIEM. ZSRApREHIH]
TERAL DIEREIEIER . PURAELIER . RO7 WV FA 70 2550w
WEWERZH T2 M) 7 AFRARTF FOERATTEICH ST 5,
SNV E Y OAT v BREYUER X MEDGE, B )
LRI . G IER. ROV ) £ 7)) v S REICHT S
HHER % b 7259,

18.2 7 U LFIRNRTF N R RURAASICX T 51

18.2.1 .LEMF MU 7 AFRRTF F (ANP) z s L 72
Ty MIHZE NNV ERBARORG L& H
BARAERY I g R ANPIEEE S B3 L 7219,

18.2.2 {&F MU W AEFFA X7 E M) VNV VY v R R
RO Lz e &, B G oxt i L i L CF & 2 I8
cCGMPIEEED FA R NI 7V R AT O VREOT A ALY,

18.3 FIR1EA

18.3.1 A ANKZFEREELZT v MY 2 E MY LA+ IR
WHEG- L7z & & ANPIRGIZ X 2R 1) o AFEHE 7 3% 5
DORERHE L I L CREEICHm S Y,

18.3.2 IEH 1 X |Zsacubitrilat % #lRNEZ5- L7 & &, ANP# 512
LB FR TR F MY 7 AHEIEE S O % IR & L T

BlCHmE NP,

18.4 BB K INGHIVER
TryIFA Ty N ENLTCHEESNS Ty MO IEKIX
sacubitrilat % 0N VL & U E G & D B S e

18.5 HifRHEALIER

TyIA TN EMLTHERSNDS T v MMM 2
7= ViEAZ, sacubitrilat X UV VY L OPEREE SIS LD
£l AW A
18.6 FEE1EA

18.6.1 E ML=V RO b7 U VFTF Uy ) = UBETEZHEAL
P2 TNVNT VAT 2=y 7Ty M ZE MY Ny »
RIS Lo & & HERER 2 BV ATRD 5 iz,

18.6.2 MIMEHARFEIET v MIHF 7 B MY WLy » 2 14H [
RAEREOHG- Lzl & NV Vg o % Bpldk 5 L7z BEE &
FEORITEH 0 b7z,

18.6.3 Dahl&IREKZMET v MY 27 E M) VN s v % 14H
MR G- Lz e &0 2NV v g & BAREe S L 720 IR &

D YA B BRI b7,



19. FERIERSD IS 2IE{EFRIF R

— R AR
T E RNV VS S )y AR (Sacubitril
Valsartan Sodium Hydrate)

b4,
Monosodium 4-{[(2.5,4R)-1-(biphenyl-4-yl)-5-ethoxy-4-methyl-
5-oxopentan—-2-ylJaminof-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

PN
Cz4stNNa05 : C24H27N5Na203 : 21/2H20

e
957.99

LGN
HEDOWKRTH 5,

e 3

* 21, H0

21. EERERMG
PEdEin) A 7 G E FED b EYICE/LT ST Lo

22. ‘@E
(T> L X FE50mg)
1008 [108E (PTP)
(T L Z F§E100mg)
100%¢ [10%E (PTP)
5008 [, 737 ]
(T > L X F$E200mg)
1008 [1082 (PTP) x10]
5004¢ [10%¢ (PTP) x50]
(T2 L X MRS/ INER12.5mg)
71 7 e V2R RR30ME [ S VAR08 (PTP) %3]
(I> L X Mk R A31.25mg)
7 TR NVRIZEES0M [ 7 e VI ELI0R (PTP) x3]
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