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U200 mg1H2EIADIEERATH B3R D21 AR 21 BEADEE16.2%: 1HE~11AB(12.6%. 1461) . 1s AE~2»RH
(3.6%.461) ] TH<HoNFELIZ. ZDER. 2 AEUBEO RT3, 2~3 1 AETI30.9% (161) . 3~125 ABTI35.4% (66) .
127 AE~3&FEUETI315.3%(176)) TLI,

BABEOLCAREZRECSIZENEREEEEROEHFIFRS M (SAF)

10

BAFENBEARCENAT—9)

s
—_——rjas P 1EE~17JHE 1~27JHE 2~37JHE 3~121HBH - N
~RERARARER | Thos0mE] | 31-60RE) | (1~918E] | ©Gzess | [22RRCAEMR
IVLRANEE 5.9% 2.4% 1.2% 7.9% 7.0%
(N=4,203) (2484) (10041) (504) (33441) (29561)
IFSTVILEE 3.3% 1.7% 0.9% 6.2% 6.5%
(N=4,229) (13841) (7041) (40%1) (26361) (27561)

E 56 48 5t B&

Py

—EERAERLE 1HE~11HH 1~21HH 2~3x1H8H 3~12588 12 ~3%p
- - [1~308E] | [31~60BE] | [61~91HE] (92~3655A] L2nRE-SENE

IVLANEE 12.6% 3.6% 0.9% 5.4% 15.3%
(N=111) (144) (44) (141) (641) (a741)
IF+57)ILEE 3.6% 1.8% 0.9% 2.7% 9.8%
(N=112) (4m) (241) (141)) (361) (1)

SAF: ZE BT NRER




B o KERNOENDEREREFERRERINR Y
Bl E, ERENMETLTVZBE, RUMRAZSTHIREL T LA M HALTVZBE TIMEM ERE
BEERDG<RRIBEADHONELZ. TNEDBEADREICHRE-TIF, +RCTERSLEZ W,

*BOEMARMDOEMEREREERORRKRB.UTOEYTY . BilnE. BHEETHRUMRAZSTHRELEIVLZAMD
HAFITR EDEEEFEERORARISFTVERAIRIhE L.

FR.VWTNOFHBRTE ARV ORNEHIEIEVEE TENEREEFEERORERLIBVERAHNEHONE L.

BABELARZRECSIZ3HSEEARNOENERETEERFETIANN (SAF)

BB AR OB 7 —5)

IVLRAMEE I+S57T)ILE
(N=4,203)

EPe5s MARGAR 2

IV0LRAMEE IF+S57TV)ILEE
(N=111)

(N=4,229) (N=112)

SHEEICHIBRRIN/N(%)]
1,027/4,203 (24.4) | 786/4,229 (186) | 42/111(37.8) |

21/112 (18.8)

BAEERDFEF [N/m(%)]

FinfE
<65r% 453/2,120 (21.4) 350/2,174 (16.1) 12/29 (41.4) 5/32 (15.6)
=65/% 574/2,083 (27.6) | 436/2,055 (21.2) 30/82 (36.6) 16/80 (20.0)
<75F% 794/3,417 (23.2) | 594/3,446 (17.2) 22/79 (27.9) 14/84 (16.7)
=755% 233/786 (29.6) 192/783 (24.5) 20/32 (62.5) 7/28 (25.0)
eGFR? (mL/min/1.73 m?)
<30 0/2 (0.0) NE
=30. <60 395/1,444 (27.4) | 339/1,527 (22.2) 24/66 (36.4) 12/72 (16.7)
=60, <90 523/2,204 (23.7) | 377/2,146 (17.6) 17/40 (42.5) 8/37 (21.6)
=90 108/ 545 (19.8) 69/553 (12.5) 1/5 (20.0) 1/3 (33.3)
MRA®D Y
) 675/2,665 (25.3) | 559/2,846 (19.6) 29/71 (40.9) 14/77 (18.2)
7L 352/1,538 (22.9) | 227/1,383 (16.4) 13/40 (32.5) 7/35 (20.0)
FIPRZEDERY)
v 901/3,644 (24.7) | 714/3,713 (19.2) 39/100 (39.0) 20/98 (20.4)
A 126/ 559 (22.5) 72/ 516 (14.0) 3/11 (27.3) 1/14 (7.1)

BAKEARDORERE (%) (F. (n+m) X T00THHLE LRz, ZTTNRENERFEFEERZRBELHBER. mMBEHIEHCHNT 2 HBRENZ

N VES

eGFRI3. BAF MBI TIIMDRDE %% ENSIEFHRCEEAABERZRVWTEHLELE,
SAF:RE2MMBMITNRET eGFRIEFRIKEIBAE MRA:IXZIILFIARRBHERE NE:FHEFHE

renal disease

ARV)—ZVU8 b) —EERAER
1 _EERAEHICH TR EHAR (hRE) (F. TV LANE24.40 8. T+57JILEE23.50BTLTE.
%2 “EERAEEICH T ZIR5HR (hRME) (I TV L ANE32.00B. TF57UILEES31.20BTUE,

MDRD:modification of diet in

1) 4B SEINE MRS (B23 14588, PARADIGM-HF, 20206 H29H4&:3. CTD2.7.6.4.1.2) [2020023 7] [A:REFHEE #Y]
2)#tRER: ENSEIIAEESR (B13015 58, PARALLEL-HF, 20205F6A29H4&5. CTD2.7.6.4.1.1) [202002 3 8] [AREFHEE #Y]

1
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AEFERICHIFIEELH R (BRERSE)

BIREEEE

IVLARME RAASOMFMERICEVEBEDBEERAMEDELZRUER. BEDET RS ITRECY
AJREEDBWET,

BRACH I3 BEHEEZREEEEERI, HERBRIABICZL<RRITZEAILFSNFELE, 2D
HEREFEDOREZ TR ICREBLAHNSEERICERELTLEZ WL (p.138E)

BICEHE. SEENETLTVWEIEE, RUMRAZSCHIREEZEB/ELTVWERIEEADIEEIC
BE>TR. TFICTEELEZTV (p.148E) ,

BEXIPHEEOBIEEEREE (eGFR 30 mL/min/1.73 m2L 90 mL/min/1.73 m2kiE) OH 3 EE
(3. ME. MFEAVIVLAERVBHEEDEEOREZ TR ICABLEHSHEELTKEZTV, IVLAK
OMFEENERTZEZNHHBVET,

BEEDEHEEREE (eGFR 30 mL/min/1.73 m2kif) OHZEBEHEE. T LAMREOUEZEE(CHIMT
L. ®RE93FAECIIME. MFH)IVLMERVBEESOEEODRELZ T+ ICHBLTKEZV, IL
ANDMFEELG ERITZIEZNHAHY., BERIABRTEEFEAINTVET,

BRERESHNRELLSSCE. HAROAERAMXBIIVLAMNDBESZERBLTLLEIL,

BABEOAEREICSIIBERERTHEFEER ORI 2 (SAF)

IVLRANE IFS5TV)ILE

5ﬁﬂ“¥m*ﬁéﬂgﬁxz(B2314\ PARADIGM'HF%it'Eﬁ\ 5&9‘“7_:_9) (6821/?1220/63@” (7461/31620/59@”)
ERSE B > (81301, PARALLEL-HFELER) ey Ry iy

1 AEMTOBISEREEEEEEESRE. MedDRA ver. 21.12%BFA2 (SMQAE) E EELELE.
W2 _EERABERICH TR RS (hRE) 3. TV LANE24.40B. 2+ 57 JIVEE23. 50 BT,
3. _EERAEHICHIZREHRE (hRE) (. T LANE32.00B. 257 UILEE31.20BTLEE,
SAF: Z2 U BT RER

NREREOLAZEREICSTIBREREZTHETESRORTIRTY (SAF)

IVLRAME IFSTUIEE
E R E S/ ME5ER 14.4% 14.9%
(B2319, PANORAMA-HF:(E#) (27/18741) (28/18841)

WA REMTOBHRERZSHEGESERE MedDRA ver. 24 12 HBEF2 (SMQILE) EEHELELE,



B EREREEEEREERORLRY"?
BARVERNOFIAARCS VT BREREEETEERE. —ESRABMMKEER»AMICS<
RETZEANBESNELE. ZOMBRBEEOREETHICRRLLASHECRS LTI,

BN FIEHR. ERFIEGEREE(C. _EGRARACHI3BEREEERNERETERORRRHAR. IV LAMNITRRAD
11 ABICRES<HFoNF L BAFNEER: 1HE~112 A8 (2.0%.85%]) . ERNFMHEZER: 1HE~11AH (3.6%.461) ],

BABEOLFREZRECHIIBRERZTEEFTEEROBHRFRE 2% (SAF)

BAFEIEERCGENAT—7)

2%
RS, « | 1HBE~11HAB | 1~25HH 2~3»AH 3~127 A8 5
—EERARMMAER | "1"30qm] | (31<608E] | [61~91HE] (92~3658) SN S rond

. ,
IVLRAMEE 2.0% 1.3% 0.5% 5.1% 7.3%
(N=4,203) (854) (5641) (1941) (21441) (30841)
IF+S5TVILE 2.5% 1.3% 0.7% 5.1% 8.1%
(N=4,229) (10543)) (5441) (2941) (21441) (34461
= 58 I 4H 5L 5%

8%
e p 1HE~1»HH | 1~25AH 2~3»HH 3~12x B8 v
—EERARMRANEER | Togm | 31<6088] | (61~918E) (52~3655A) LR g irerad
IVLRAMEE 3.6% 1.8% 0.9% 5.4% 13.5%
(N=111) (441) (241) (1451) (641) (1541)
IFS>7TVUILEE 2.7% 2.7% 1.8% 5.4% 14.3%
(N=112) (3f1) (341) (241) (641) (1641)

SAF. REUBITHNRER

1) (tRER BN IAEER (B23 145858, PARADIGM-HF, 202046298432, (TD2.7.6.4.1.2) [20200237] [ EHEE R
2)#AER: ENEIMHEEER (B130 1558 PARALLEL-HF, 202056 A29H%&3R. CTD2.7.6.4.1.1) [20200238] [A&GIRFEFHE K]
3) HAER: EFARST/IEESR (23195152 PANORAMA-HF, CTD2.7.6.4.1.1) [20230144] [FRETfiE ]

13
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AEERICHATIERLRRC (BHERE) OO

B B EEAR OB HERENEEEERRIKR2

EEnE. BRELNMETLTVRERE, RUMRAZECHREEI VLA M ZHALTWVWSEE TIIBHEE
BERERFEERNSGRAITZEANHFONF L, CNEDBEADERECH>TR. +HCTER

<FE2,

A EHARDEREREFDEFETETRORFAKRB.UTOEY TY . GinE. EHREEBTHARUMRAZSTHREEI VLR
OHAGITR. BREESFHEFEERORARIFTVERALSTIINILE.

BRABEOARERECHTDE89EE R D BEHEE

BEERERR (SAF)

ENFEIRERCENT—5) EPEE M 485(ER 2
IVLANE IF5TUIE IVLRNE IFS57UIE
(N=4,203) (N=4,229) (N=111) (N=112)
2HEFICHITBHEEIN/N(%)]
| 682/4,203 (16.2) | 746/4,229 (17.6) | 28/111(252) | 30/112 (26.8)
B EEFRIDFIRIN/mM(%)]
FipE
<65 272/2,120 (12.8) | 301/2,174 (13.8) 7/29 (24.1) 8/32 (25.0)
=658 410/2,083 (19.7) | 445/2,055 (21.7) | 21/82 (25.6) 22/80 (27.5)
eGFR? (mL/min/1.73 m?)
<30 0/2 (0.0) NE
=30, <60 358/1,444 (24.8) | 443/1527 (29.0) |  17/66 (25.8) 24/72 (33.3)
=60, <90 288/2,204 (13.1) | 262/2,146 (12.2) 11/40 (27.5) 6/37 (16.2)
=90 35/545 (6.4) 41/ 553 (7.4) 0/5 (0.0) 0/3 (0.0)
MRAO5E F®
D) 474/2,665 (17.8) | 548/2,846 (19.3) |  21/71 (29.6) 26/77 (33.8)
"L 208/1,538 (13.5) | 198/1,383 (14.3) 7/40 (17.5) 4/35 (11.4)
FIPREED(ER)
) 655/3,644 (18.0) | 717/3,713(19.3) | 27/100 (27.0) 29/98 (29.6)
L 27/559 (4.8) 29/516 (5.6) 1/11 (9.1) 1/14 (7.1)
BHSEHORI (4) 3, (1) X 100THELE UL, 22 TOSHREMERENEERERAL AR, i35 SRS SR
~ °

eGFR(F. B EMEFBR TIMDRDE S X2, ERNFMBHRCEEARA#ERZHVTEELELE,
SAF: R REN eGFRIEEARRAEEBE MRA : IXZILILF I/ RZARMEENAZE NE : 5HEFREE MDRD : modification of diet in

renal disease

A)RV)—ZVJ8 b) _EERAEH
AEHACH TR SHAR (FRfE) (d. T LANEE24.40 8. TF+57VILEE23.55BTLI.

1. ZEH

%2 _EERARIAICH T BIRSHIR (PRME) 3. TV L RNE32.00B. TF57JILEE31.20BTLS,



AEERICATIERLIREC (FHYY LML)

=AY LI EE

—#R(C, BREDNMETLERBECSVTIE, RAASOMFICEWTILRZRTOY D53 dMET IS L. R
ADHIILHERHDET B8, MPDOA)VLLBIEMT B EHMENTWVWET, MFHIVLICHTS
NEPFHERDHEIBBASH EL> TV A,

BAVILMEDEZETEE. BRLEPTZ/RBVEHHINZIGESEZRE. TOLAMNOKRESIEITTE
T,

BAVVLIED) RVRAFDH2EE (BHRERE. KK, E7ILRRTOVEDEERIHIVLEE
HEVEEZENLTVREES) TR MFEAVVLEZEZS) D TUTKES,

BAICSHFBMEN) v LEE (5.5 mEq/LEA L) OFREHIC, HEDEMIIHFSNFELATLE (p.165H8) .

BZHENETLTVWEIEE, RUMRAZETHUILGHEANREERELTVWIBEADESIC
BIE-TR BFICTEELETWV (p1788R) ,

BAVYLMENRRUIGRCE. AVVLEREOREL UL IHAROAERMIXBIIVLAMD
—RHREF OB GNEZT>TIEEL,

BABEOFEZRECSIZEH)YLONEREFEER ' RU

BENUY LEE(5.5 mEq/LLAE) DFRIRIKIR" 2 (SAF)

IVLRANEE IF+S57JILEE
&A")  LIMEE = = =h YT LIME == =
%ﬁﬁ%g% Eﬂ/ﬁﬁ U er\IEJﬁE %Eﬁ%%% .ml/ﬁjj U er\lE]{lE
FBoNEE ARG BR 2 11.9% 20.8% 14.3% 22.3%
(B2314, PARADIGM-HF&E. B8/ T—%) | (500/4,2034) | (874/4,203%1) | (605/4,22941) | (943/4,22944)
EA 5 MHEER 3 12.6% 12.6% 15.2% 9.9%
(B1301. PARALLEL-HF=tE%) (14/111451) (14/11141) (17/11241) (11/11141)
$1:@h)o AMEREEEER(E. MedDRA ver. 21.TOEARZEOMSEAH) TV LAERE., MMHH) I LEN. &AYY LMEEERZLELE,

#2: _BERARHICH T BIRSHIE (PRYE) (3. TV L ANF24.49 8. TF57)IVE#23.50ATLI,
#3: _EERARHACH TR SHIM (PRYE) (3. TV L ANEE32.00 B, TF57JILEE31.20BTUL,

SAF: ZEUBITHRES

NREROFERECHIZEH)Y LNEREFEER“RU

Mm;&#') LE4E (5.5 mEq/LE L) DFEBIKT (SAF)

IVLRANEE IF+57)ILEE
=AY LIME = = =AY LIME o .
EEE RS mEHY o LE1E iy miEH"Y) o LE1E
EHFES I/ M5 4.8% 12.4% 5.3% 10.7%
(B2319. PANORAMA-HF3#ER) (9/187) (23/187) (10/18841) (20/18841)

#4: @A) LNEREEEER (S, MedDRA ver. 241 DEARFEQMFAH) Y LRE, MHhA)Y LEM, &H)Y LMEEEZLELE,

1) (B B/ MRS (B23 14582, PARADIGM-HF, 202046 A29H7#&53. CTD2.7.6.4.1.2) [2020023 7] [AREEHEE R
2)#RER: EPNEIIAEESR (B13015 58, PARALLEL-HF, 20206 A29H4&:. CTD2.7.6.4.1.1) [2020023 8] [A:REFHEE Y]
3) HARER: ERFHERSEI/ MBS (B23 1955, PANORAMA-HF, CTD2.7.6.4.1.1) [20230144] [ARETEZER]
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AEFERICHAIFIEELHBO (BHYVLIE) DOOF

W mEHYYLEE(S5.5 mEq/LLLE) D FIRERHER 2

AARUVEAOEIRHBRCEVT, MEFENYVLRE (5.5 mEq/L U L) HS<HERULEHAIC. FED
EREFERHENEEATLZ. TYLAMESHS, BEOREZ+FICHRRULBHSRECRS LTS,
<HEAFIARRCEVT. ESRATMICH 3 MEN ) I LRE(5.5 mEq/LUE) ORRE T LR METRRYO1 2 ARMT

$<HENELE1BE~11AE (4.2%.176/)].
cERFIERRCEVT _ETHRABTMICEIBMAEN )~ LBE(5.5 mEq/LUL L) ORBMAE. T LR MNETRERYID3 1AM
CRES<HENELL3HABETOVEAZLORRRREF1~20IT 3 ABDAE4.5%: 1HE~10 AH (1.8%. 26).

1~2»7AH(1.8%.261).2~3»AB(0.9%. 161) 1. 3» AUEDORIRIFHAR.3~120AETE2.7%(34)). 120 BE~3F LUK
T35.4% (66l) TLT,

BRABEOFEEECHITBMEN)Y LEE(5.5 mEq/LEL L) DEHARIFER 5% (SAF)

BENEIEARCGENT—7)

8%
—eias p 1HB~11HB | 1~21HH 2~35HH 3~125 88 T
—EERAREREE | 3088 | 31~60BE] | [61~918E] (92~3655A) L2n BB
IVLRNEE 4.2% 2.5% 0.8% 5.4% 8.0%
(N=4,203) (17641) (10341) (3341) (22741) (3554)
IFS7TVUILEE 4.3% 2.3% 0.8% 6.2% 8.7%
(N=4,229) (18341) (964) (3241) (2621) (37041)

E N5 48 5L BR

B%
e p 1BHE~1»HH 1~2»8BEH 2~35HH8 3~1258H g
~RERERARGR | o088 | B1~60HE) | le1~918E] | (r-dem | [22RRCAENR
IVLRANEE 1.8% 1.8% 0.9% 2.7% 5.4%
(N=111) (241) (241) (1451)) (361) (661
IFSTYILEE 3.6% 0% 0% 2.7% 3.6%
(N=111) (441) (0f1) (0f) 340 (41)

SAF. REUMRITNRER



B 57 KEROMmEFEH Y v LEE(5.5 mEq/LELE) #ERKR2
BRENMETLTVZBE RUMRAZ BT HY Y ARIFEAIREE T L AMEHAL TV BE T MIE
71U LB 5.5 MEQ/LLE I LY L BENSL<HENBEANTENELE. ChEDBEADRE(
BT R TERLIZE .

EREERDTIMFERN) I LME 5.5 mEq/LUAEJICEELEBBREORRERTB.UTDEY T . BHREETHRUMRAZES
AVILRFUEFREEILZNOHAGTR. MEFEH) VLME 5.5 mEq/LUALDORBERATVVERDRESNELSE,

BRABEOAERECHTZHBIEERIOMEH ™ LEE(5.5 mEq/LELE) EEURR (SAF)

B IEERR (BN T —5) ElP9ss MAHALSR 2
IYLZNEE IF57IVE IVLRNEE IF57IVE
(N=4,203) (N=4,229) (N=111) (N=111)
SHEHICHTBFEE[IN/N(%)]
| 874/4,203 (20.8) | 943/4,229 (223) | 14/111(126) | 11/111(99)
BB EEFRIDFEER [N/m(%)]
eGFR? (mL/min/1.73 m?)
<30 1/2 (50.0) NE
=30, <60 360/1,444 (24.9) | 439/1,527 (287) |  8/66 (12.1) 8/72 (11.1)
=60, <90 423/2,204 (19.2) | 412/2,146 (192) |  6/40 (15.0) 3/37 (81)
=90 86/545 (158) | 91/553 (16.5) 0/5 (0.0) 0/3 (0.0)
77 LMRFFIEM PERE DR
D, 596/2,675 (22.3) | 700/2,859 (24.5) | 11/71 (15.5) 9/77 (11.7)
a8 278/1,528 (18.2) | 243/1,370 (17.7) 3/40 (7.5) 2/35 (5.7)
HRDUORPE () 5. (n+m) XI00THULE L. 2T TRIANY I LBECISL BB, Mi3& B RAHTT S BB
N °

eGFRIF. BAEMEHR TEIMDRDE SN2, ENFMEABRCEIERAAREXZHVTHEELE L,

SAF: Z2 MBI REN eGFR:IEERIXKIBEE NEFHAHAEE MDRD:modification of diet in renal disease
a) RVI—Z2 U b) _EERAERE

$ 1 ZEERAERCH IR RSHIM (FRE) (d. TV LANE24.40 8. TF57)ILEE23.55ATLE,

W2 ZEERARBCH TR RS (hRME) 3. TV LANEE32.00B. TF 57 UILEE31.20BTUR,

1) 4B SEINE AR (B23 14588, PARADIGM-HF, 20206 H29H4&:3. CTD2.7.6.4.1.2) [2020023 7] [AREFHEE #Y]
2)#tRER: BN (B130155,. PARALLEL-HF, 202056 A29H4&5. CTD2.7.6.4.1.1) [202002 3 8] [A:REFEE Y]
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AEERICAT3IEELRFRO (METHFIE)

I & 1% 5 18
I LR ONEPHEAFRAICEY, 75 9% ORBHHEES N, NELTEAIERT SAEEABIET,
—#. Y LZ FORAASTIFIERONE Y FHERADES IS DVTEFHTY,

BRARERR COMEEFRORFBERBEVNEDD, BEIELTS L. FRE#FZ5|IESECL. EMzENT
AIREEL BT,

MESZEOBFENHZIEEHICIE. TUVLARNERESLEVWTLEZL,

mMESZENBONBIEZTNHH B8, TV LAMESHIICACEEZEREAREINTUVBRIFSIE, DL
EEIVLAMNESRR36ERFTCHRIELTLS STV, £e. TVLAMESRTRICACERER 25T S
BEIEF. IVLANDRBRIEENS36BMEETRIBELLBWVWTLIESL,

E. 5. BEOBEXEL2ERELT. SERAECORAZINEE ZEAHSONBZELADBIVET, 2D
ESRIBAICE., BOMTEYBLBEITH>TLESTV, MEEZEIEELTEBRIRELLBWVWTLEZW,

I, IS, IEM, TRFZ 4 SHRENEEZENBSONBCEABVET,

BABELAREZRECSIINEZERETEERORRFIKR"? (SAF)

IVLRME IF>7ILEE

L SIHHHE 2 (82314, PARADIGM-HFELER. 5544 5 —5) (19/4.3031) (10/933561)
EIP S I4BEER > (1301, PARALLEL-HFEL&R) 0,55 0/ 355

#1: FEM TOMEZEEEEEESRIT. MedDRA ver. 2LIOEREOT LILF—EZE,. 7F 74550 —RIS. TF745F5—av o 7+ 745
FORRIE. THF747F %> avo MEZE. BENER [ESCZE. OBEZE. RERNFE. BREZE. RIS, REPEAR. SEpFE.
HIPORERR. AREGSTAE. BAETAE. (HERMERR. A T ZAE. WEEAMEE (C L 2P PR MEk. \REE T8, IRTRCY . RIS E ZE. RER. O 2E. 05
BEAR. BRFE M. 4287 0E. U5+ CAEMRBE. URBRARAZE ., OFEFAE. R 2. BREZHE. OERSEREAR. 2705, [RXIEE. IREFEFEZE. W5
2R, Y SOEEAE, AT, RV, RREMEAR. AT, OREEAES. O 7@, E5Eme. EEEE. SEE. MR, &7,
SERAE. [EZRE. IETE. NETZE. A2TE. SZRER. ECETE. ERERECMA. /NEMETE (FTEE) . RUSARIBYEMAMNE
ZEEAEEONZ AT LIEEREERLELR.

W2 _EERAEPICH IR RE5HR (hR1E) 3. TV LANEF24.49 8. T+ 57 JILEE23.55B LT,

3 _EERAEHICHIZREHAR (hRE) (. TV LANE32.00B. T+ 7VILEE31.20BTLUEE.

SAF: Z2 U BTN RER

PREBEOFEZRECHTIMEFERETEER“ORRFIRNTY (SAF)

IVLAME IFSTUIE
EFEFE /M55 ) 0% 0.5%
(B2319. PANORAMA-HF&(5%) (0/1874) (1/1884)

WA REMTOMEZERETEER(E. MedDRA ver. 24.1DMEZE (SMQ 3i5)  EAEOT7 LIV F—MZE. TF 745F > —RIB. 7T 717
F—2av) T 74FFL—RRIN. T T 74 7% — % avo MEZE BENER. SEOZE. OREZE. SERNEE. RS 7R, IRETE,
ERERAEAR. AREITAE. BRI RE R EITAE. (1SR ME0R. SHPNIE IR, SANERR. U Z 1 AEIREY BRI MENFE. 15 E M BRI, WRERIEE (C &2 PP IR R £
MREREAZE, WRERIE S, REEVE T IR, Shal iR, D& T8, DS RERR. CIRERZRR. BRIEM. 14357708, OIRT A, RN IETIE. IRE 712, IRE FERR. CIFERER
T OEZE BRXF0E. BRXMER. IRE A MIZAE WERZE, v [UERAE. RIRFIE. [RETZIE. [REER. R FE, ERUENRE, BREER.
TREAR. RIRRIER, &7 0E. [EME. R EE. EREE. IRIFE. IR, SMNETAE. SN IRIER. RUMEZEHERS R MEZETSHS
CHBTUTEEREERLE L,

* MEFREIRFOBFANCTOELZELINTVS,



AEFERICHIFIEERIRRG (BiK)

RR7K

IVLZAMONEPBEEFRICEY, FRIVLRRRTFR TS3OF VDG MRREECELZ M) ILFIR
EADRIRT AR L BUET,

BRAICHTZBKEEEEER BN FMNAKBRELBELT. EAFIBEFER FCIOLANETSL
#H#oNFELED., ASHLEBEREFRIFESTNTLEEA.

BEOBAEREZTRICITV. BEEHIROOSNEIBEICE. FFORE. IRERIEDHBRZOBEYLNE S
ToTLIEZ,

BRABELARZRECSTBRKEEEEERORFIRR" 2 (SAF)

IVLRAMEE IFSTVILEE

SBABIIEER 2 (2314, PARADIGM-HFELER. 55407 —5) (77/458361) (8074 2397)
EI S IAEER > (81301, PARALLEL-HFELER) 85T (/1 1251)

#1AREMTORKEEEEERE. MedDRA ver. 21.10OMK (SMQ¥E) \ EARZEOONE IR, OBEEHRLE LR,
#2: _EERABRBAICHETRREHAM (hRE) 3. TV LRANE24.40B. TF 57 UILE23.55 BTl

#3: _EERERBAICE B REHE (PRIE) (3. TVLANEE32.098. IF57VILE31.25ATUE,

SAF. ZE2 BTN RER

NREBEOFZRECS TIRKEETEER“ORTIRNT (SAF)

IVLRME IFSTUIEE
ERHESF I/ ME5ER 2.1% 2.1%
(B2319. PANORAMA-HF:(E%) (4/1874) (4/1884)

W4 REM TORKEETGESREE. MedDRA ver. 24108t K (SMQ¥kiE) . EAZFOONEE. DBEERLELE.

1) 4B B S MARGTER (B23 14582, PARADIGM-HF, 202046298753, CTD2.7.6.4.1.2) [2020023 7] [AREFEHEE R
2)#RER: EPNSIIEESR (B13015 58, PARALLEL-HF, 2020FE6A29H#&5R. CTD2.7.6.4.1.1) [2020023 8] [A:REFHHE 1]
3) HRER: ERFHERSEI/ MBS (B23 1955, PANORAMA-HF, CTD2.7.6.4.1.1) [20230144] [ARETHHER]
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ZTOMDERRZIFHD

NALFT—H—(BNPRUNT-proBNP) [CDWVT

Bt R LFIERARTFR(BNP) (INEPOERETHZ=D. TV L AMNDEHENERICEVIV LR
BE#Z(CBNPO EALHFONBEDBVET . OFRLREDFMZEHNICBNPEEZ S E(CTRIHER(I.
FARICEWEWSZ—EFHEBNPOLERICEELTLIEZL,

HAHFIEFER R E L EN EMARBRICHSVT.BNPRESREEREHBMTOIVLAMEE(3~6EM) (&Y. AHO
WFNIEBVTELRLELE (S TLLER), Z0%. TFS57UILBETBNPRTFS 7 UILEEMBARZIC T LANES

FIRRLVEBEVMEZ TRRCETLUEEOD. TV LAMITRZORR (I LA MES#7~10:88) TEREZ#IFL. SV J Lk
81 AR (T LA MES#91AR) [CH T TRIRICIETLELEY,

—ANKIFTOREF M) TLFIRRTF R (NT-proBNP) CHV TR . HERERKERRZHATOI Y LZAMEE (3~6iEM/)
EEVETHHZESNELR (T TLIEE)",

* B AHFIEFZM R ELERNEMBFHERICEFTBNT-proBNPO¥RICOWVWTE. AROERNTRETNTVET?,

IYL2MES%DOBNPRUNT-proBNPO#S: 5 S IHEHER" (82314, PARADIGM-HF:R, 47 —9)

210 T TyLAMSL50)
538— -@— : T >7JLEE(N=1,146)
250: ry ToLR MRS HAEEETI5%EEXME
230 \ 4 Fin T
210 - L ¢
& 2] ‘J;_,,’/,/”I\\\\\\§_¥ $
p 170 I —e
150 -|
130
110
29')— . . 0:Ee¥ 4:88% 341865 (8 1 ABY)
= ot (2-48R)  (-68/) (5 541k) HIRS
BAtanS ’
(pg/mL)
5'5887 NT-proBNP P TV LANEE(N=1,150)
N a0l - . -.—\:IT77°'3)I:E¥(N=1,146)
T 1,600 Q\ HAITI9ET95% SR
p 1400+ 55
T 1,200 2 J —e
o 1,000+ P
B 800 - - <
N 600
[} 400
T T T T
29— . . 0;Ee¥ 488% 343E8F (8 n ABY)
—oow (2-48E) (-6 (53 k) HA RS
BAsRES
- IVLARK IYLZh 200 mg 1H2E
J:d-sz'IJéEIw mg 100 mg—200 mg / o -
182E IF+3571)L 10 mg 1H2E

IV LAMES#DONT-proBNPOH#F2 : EREMAEER? (B1301, PARALLEL-HF:{ER)

(pg/mL)

L3S  NT-proBNP | LIS LRRBEN=111)
}'288, - TFSTUILB(N=112)
N 1300 BT EL5% EHER
T 1,200
11004 ||
P 1,000+ i %
r 900 -| T I
0 800 i 1 i
B J00- 1 i
N 600
P 500
400
T T T T T T T
HERERRS oEEs 2388 e 8iEE 65 R BT
AR (5 5 iufes) T

IYLZhk 100 mg 1H2ME IYLZk 200 mg 1H2ME

IVLAK
50 mg 1H2[E I+57YJL 5 mg 1H2E IF+37Y)L 10 mg 1H2E



NEBEOFEBEEWNREVCERKRSI/IERABRCESVWTRIIVLAMESE. TF57VILEEE
EEICNT-proBNPOETHERDHSNFE LY,

I LAMES#%ONT-proBNPOIH#ER : EFRH[F 1/ ME:E% (B2319, PANORAMA-HFER)

(pg/mL)
1,200 NT-proBNP P IYLRMEF(N=187)
' -~ TF57UILE(N=188)
N 1,000 i ST 5% ERE
© 800 ?
v 600
[¢] I
B 400 I —
'l\;l 200 —e
0
SN 43885 125885 523885
Bl
IILANE 179 81 159 144
IF5TUINE 182 76 155 133

FIBTERSNLEIFZTIINOBELFE(CHITZAERVUAR () BOHER. RALCHULIFZ7IILTLA U EIEELT5~10mg%z1H
1EROKSTS. 06, Fif ERICLVERERT S, 1THB.

IFZ7VILDNREELTEADBEGIAEIBRARTH S,

IVLZRBE

[4. $hEEX (3%hR (3k#%) 1<8E50mg-100mg-200mgy A BELFE L. BELCTFEOEENTAEEZITVWRERECRS. MR BELFE

ChRER/NRAE12.5mg-31.25mg) B0 FE

[5. hEEX (TR CRIET B3 E (ki) KR A DBELTS)

SAFRG. TooFT oy v ERBMBRAEEIRB TV F T VIRBRERENSYIVEZITRETS2E.[2.2.8.1,17.1.1.17.1.2 1]

5.2 TRRERAIEIDIEOABZAML, BARSRICEAANSNZREOE R ATAKR. £ERUE, WRHANES) 2+ [CEELE LT BREEZERTZ L,
[17.1.1.17.1.2 8]

CNROBELTE)

5.3 AFPRSEIRRICT > ATV VERBHREERX 3T 94T U VIRBREREEREINTVBHRE EZTNSOFERNSYVER BRESNTVRVIEERE
BEOREEZRBULGHSAFIEEEICERSTRL, [2.2.8.1.17.1.3 B8]

5.4 NROBELRL2OEEICHHIBMBAKRUREEZE L. (BRI OBEONERUEKRHAR CHF ANSNZBEOE R (ERERZR P OT2ORE. iTaRK, INEE
NEE) Z+5 CEBFRUEMOE LT, FAROREINBELHMINZBECHLCERZER IS 2L, [17.1.3 2]

[6. AR UHZE (k¥ ] BELFE)
BEBRALCETIERNILNILFILG S ELTIESOMgARBAEL LTI H2ERORST S, BRAENROHENZHE(E. 2~4BROMETERENICTE
200mgFTEET 3, 1EHREE(E50mg, 100mgX(3200mgelL. WITNDOBREZ(CHVWTET1H2EROKSE TS, 45, REECHUTCEERET 3.
BEERUALEONRCE. SIERIILNLTILI D ELTTFROESVERECKRUFRBHEEZ 1 H2EROK 592, RAUENROSNZHBEE. 2~4ERD
ERCRENICEZAEXTEETS, 4H. BAELCKRLTCERRET 3.

MNREHTZHAEXR(1EREE)

*E Rt E F1WEAE H2UEAE BiZFHE
40kgkii 0.8mg/kg 1.6mg/kg 2.3mg/kg 3.1mg/kg
40kgiA _E50kg i 0.8mg/kg 50mg 100mg 150mg
50kgl £ 50mg 100mg 150mg 200mg
[9. BENEREZHITIEBEICHTZEE (ki) ]
9.7 IhR
IBHELTRE)

9.7.1 BHAGER. HERZWREVBRAREERL VRV, [17.1.3 1]

1) #EPER BN B MAEGER (B23 14588, PARADIGM-HF, 202046 A29H#&:3. CTD2.7.6.4.1.2) [2020023 7] AR HEE Y]
2)#EN: ERNSEIHEESR (B13015 5. PARALLEL-HF, 202056 829H4&:R. CTD2.7.6.4.1.1) [202002 3 8] [A:REFHEE 1]
3)EN: ERHESEI/IHEEE (B23 1955, PANORAMA-HF, CTD2.7.6.4.1.1) [20230144] AR HmE R
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ZTOMDERRZIFH

ACEPHEZEN (3ARBDHI;EEICDWVT

BAHFEFZRELEERENERR ICHEVWT.BNAEDOACERERE X IARBHNEEHEZHB XS
(BEHEB)HAETHREINTVEYEEBEI. TV LAMNETS.1%(9/1114F) . TF+57JILETI.8%
(11/1126)) TULT,

FAHFrEFZ e U ERFMBRE TR ERBEE D, aaRe LT, 4E8FU L, —EAETACEEEEXG
ARBZ#ESETNTWELE,

FAHFrEFZXRELEERNSNMEGR TIIACEERRUARBOBFAELLT. RRADOERNEF
AXTHACHIZEFHELLTEEHINTVLIIHAE (RXE)ZAVELE BELTFE2ZMEE
XBHREVGWVACEHERRUARBTIR}.TAEESMEE IX S EMEE ZMHEXBHMRELE
THRE(RXE)ZHVWELE,

NEEHOLFEEREZHNRELVERARSFI/MAKERR T3 ACEBEEREN(IARBOFIAEDH H
EhDhboTEENERINFLE.

) B DZNREX 3R AERUAEICDOVTIE SRRBFHRXE ISRLIZEL,

ERAREOFERE(CHTHACEHERX(SARBIISROAEHNFEERORRIARY
EREIHERRICS 3. iAROACEEER X BARBOREREEEFRORRINRE. ITVLANED
NEEARE) OBSERAORBREREIPLLEL BLEFAM TOREL HBRIIRETH >REDD,

UTFO#EY TR,

EAFIAZRTERHXSAEB2ELLAEER. RUBICIAIREAEERORRECHVT
DEHAELUT) OBFEFATRRENS <. ZORRELTEME, BRERE, RUBEAY YL NIEKCHR:E
TRERNS<BOoNELE. TBEARE OBHERCLA TEBEAEUT) OBSEFATIZINGD
BEERNRRTBIRIDBOTRERNBUET,

HEFERORBEREFNEEAELUTITI8.0%(100/10241) . [BEHEAE#E1T100.0%(9/96)) ATHIE] . EELRBEEEROFEIREF58.8%(6041).44.4%
(45) BREHRIEICE-EHEEROREEE$10.8%(1161).0% (0f) TL.

I FHBEZELEEFRORRE . TBEABLUTITA1.2%(42/1026)) EFEAEB.IT0%(0/9F)) TUT.
CIVLAMHTORICEEINEHEERORERL. TROBYTY,

ACEFREREN(FARBEIAEDODAHERBEERDODFERINR

BERAEUT BEAR
IVLZAMEF IF+57VILEE IVLRARNE
(N=102) (N=101) (N=9)
BEER 100 (98.0) 98 (97.0) 9 (100.0)
BSIETASEHESR
BENEFEEESER 0(39.2) 18 (17.8) 2(22.2)
B=h) T LMEREEEER 4 (13.7) 13 (12.9) 0
BiREEEREEESER 7 (26.5) 24 (23.8) 1(11.1)
BikEERESRR 7 (16.7) 7 (6.9) 1(11.1)
FIRPIER (%)

EEEEEREZNZNP.7~17ERBRICERLELL,



BNREEOFEERICHITBACEHEEREIIARBOULAEE RN DOBEEEROFRBIANR?

EREFESEI/NEFARTE . ACEBEEXFARBOFEEENBVWEHBRERLLAI>ZC L.
CNEoDEACHUBHMEXBT7LILF—2FIBRECBRATNTVBZEHGHERICERE
BELEIHN ACEFHEEX BARBOFIEABRDOEFHICLZIFEFTRORERTBIUTOEYTLRE,

ACEfHERX (FARBOHIEERBRANDBEEROFERIKR

AnaEH Y AnaEa L
IVLANEE IF>7TVILEE IVLANEE IF+S7UILEE
(N=172) (N=175) (N=15) (N=13)
BEESR 151(87.8) 153(87.4) 15(100.0) 12(92.3)
BISIEIRTHEESR
{EMECRHET ZER 40(23.3) 38(21.7) 3(20.0) 2(15.4)
FEESHE 21(12.2) 14(8.0) 2(13.3) 1(7.7)
I E 22(12.8) 21(12.0) 1(6.7) 1(7.7)
e A 10(5.8) 8(4.6) 2(133) 0
BigkereE 4(2.3) 2(1.1) 1(6.7) 0
AMEREE 3(1.7) 4(2.3) . 0
BAhYY LMEICREYT 3ER 7(4.1) 10(5.7) 2(13.3) 0
=AY LI 5(2.9) 8(4.6) : 0
mepA) 7 L A0 2(1.2) 2(1.1) 1(6.7) 0
ST (%)

FBTERSNLIFSTIINOBELCTEICNTZAERVAR (R BHEE. RACHLIFZTIILTLAUBiEELT5~10mg%z1H
1EROKRET S, 46, Fip FERCIVEEERT S, ITH2.

IF57VILDNREBEOCTEANDES ERFFRARTHS.

IYLRK

[4. $hEEX (F%hR (k#E) 1<Ee50mg-100mg-200mgy A BHLFE L. BELFLOEENTAREZITVWRRE(CRS. MR BELFE

ChpRER/NRAE12.5mg-31.25mg) B 0F2

[5. $hRER (S%hR(CBHET 31 R (k#E) (R A DBIELT L)

51X TooFT o o ERBRAEREXET7 O OF T VIRBHRENENSYIVEBI TRETS2E.(2.2.8.1.17.1.1.17.1.2 B8]

5.2 TERFRREIDIEORBTEAMU. BERARICEZANSNEEZEOE R ATAE. EEREE, NBHMES) 2+9 (CEFELZ LT BISEREERIRTE L,
[17.1.1.17.1.2 B8]

CNROEBELTE)

5.3 AEERGRIRRTCT > ATV VERIBBHRIEERX BTV 074 7 U VIRBHENREREINTVBHRE EZNSOEFNSHVEX RESNTVLRVISZER
BEDREEBRRUGNSAFEEE(CRSITZIZE, [2.2.8.1.17.1.3 BE]

5.4 NROBEOCTREDBEICHIRBAARURERZE L. (BRREE OEONTRURKARCHFANSNZBEOE R (BEREE Y ORE2ORE. 5aE. INEH
MEE) %2+ (CBRUZEMOE LT, ARIDRSNEY LI NZBE CHLTCERZERI L. [17.1.3 28]

[6. BiERUHE (k) ] BELFE)
BE.BRALCETIERNIIILNILTILY > ELTIESOMgZHBAELE LTI H2EROK ST 2. REEHNROSNZIHEE. 2~4BEOBRBETEENICIE
200mgFETEET S, 1EIIRSE(F50mg. 100mgX(F200mgél. WThOEREEICHEVWTE1H2ERAOZRS T3, 4H. BRECHUTEERET 3.
BEIRUAED/NRICE FVENILNILTILS L ELTTROESVEREICISUHBAEZ 1H2EROKR 53, BEENRDOSNBIEEE. 2~4BE D
R CERENICEEREFTIBETS, BH. BEE KU GERERET 3.

NRICHETZHER(1EREE)

*HE Rt E B1HERE F2WEAE BiERE
40kgKi 0.8mg/kg 1.6mg/kg 2.3mg/kg 3.1mg/kg
40kgl_E50kgKidE 0.8mg/kg 50mg 100mg 150mg
50kgBl E 50mg 100mg 150mg 200mg
(9. HEDEREAITZEEICEATZER (kK]
9.7 hR
(BELTD)

9.7.1 EHARKER. FrERZNREUBRARERRIERL TV, [17.1.3 25R]

1) #tPER: EREMEEER (B130 1588, PARALLEL-HF, 202046 H29H7#%38. CTD2.7.6.4.1.1) [20200238] BRI ]
2)#REN: EFRHE ST/ IHEE (B23 19582, PANORAMA-HF, CTD2.7.6.4.1.1) [20230144] [AGRe§HEE 1]
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ZTOHMDERZIFES

IYLAMNKRUNITILY L RANESEO

NIVHILG O DEMENEINF A— 5

IVLAMIEBENBZNILTIIG L ORELRESE. RUFBTEAED/NILTIVY U HBIORAERUVIREE(S
UTo@ITY. chozEE(C, TV L AMDORAASIIHIVER ICER I3 RV Z B [CEELTIESL,

ARBIERERICHAZEDEELRHEENHoLNI-EDHRELH B0, HilEEREL2 T I3EHRE+5(C
ToTLIEEL,

MERUOFMRCLIY - TooFToo o ROMGIER C LB EMEZRE S IR D 3 S Tz 8, FTHI 245
BREELLBVZENETLVESTNTVET,

IV LAMXBNIVFIVG L BFD BEIECHR SR DNV IV OZENEE/N S A —51-4)

> PN Crmax AUCint

TYLRh 103 mg 8 3,980£1,390 22,20046,670

200 mg

IV LG 5 80 mg 30 2,780+1,070 19,800+8,240

80 mg

NIV LG > B

160 mg 160 mg 40 5,770£1,730 38,900£11,100
HOEHRERE

E)V A TERSNNILTILG > OEER SR ETHMELE I TY. AERUAR (R#) BHEFE RALR/NILFILEY > ELT40~80 mgz1H1E
ROKRSI 2. 408 FinERICIEC TEEERY 50N 18160 mgZ TIEETES.1TY,

IYLRK

[4. $hEEX (F3hR (1k¥E) 1<8850mg-100mg-200mgy A BHLFE L. BELFLOEENTAREZITVWRRE(CRS, MR BELFR

ChpRER/NRAE12.5mg-31.25mg) B0 F2

[5. ShEEX (SR CRIET 231 E (IkH) KR A DBELFL)

SARBGE. 7ooFT oI Vv EBMBREEEX BT OFT U VIRBHRENENSYIVEATR’RETS2E.(2.2.8.1.17.1.1,17.1.2 2&]

5.2 TERFRREIDIEORNBTEAML, BERARICEZANSNEEZEOER ATAK. EEREE, INBHMES) 2 +9 (CEELZ LT BISEEERIRTE L,
[17.1.1.17.1.2 8]

CNROBEOLTE)

5.3 RERGHEAICT > OF T VEBBRBERR 3724 TV VIRBHRENEZRESNTVZHRERZTNOOEAHNSYVER, RESNTVRWEEF
BEDREEBRRLUENSAFEEE(CRSIZTE, [2.2.8.1.17.1.3 BE]

5.4 NROBEOCTEDBERICHIRBAARURERZE L. (BRREE OEONTRURKARCHFAANSNIZRE OB R (BEREE Y OREORE. 5a5E. INEH
MEE) %2+ (CEREUZEMOE LT, ARIDRSNEY LIS NZBE (CHLTERZERI L. [17.1.3 28]

[6. AERUHAE (ki) IKBELTE)
BE.BRALETIERNIILNILTILG > ELTIESOMgZBAEL LTI H2EROK ST 2. REEHNROSNZIHE . 2~4BEOBRBETEENICIE
200mgFETEET S, 1EIIRSE(F50mg. 100mgX(3200mgél. WThOEEEICHEVWTE1H2ERAOZRS T3, 4H. BAKCHCTEERET 3.
BERUAED/NRICE FIENILNILTILG L ELTTROESVEREICISUHBAEZ 1H2EROK 53, BEAENRDOSNBIHEE. 2~4BE D
R CEREN(CEEREFTIBETS, 06 BEELCIKRCGERERET 3.

NRICHETZHEER(1EIRESE)

*E FtaFRE F1HEAE F2HIEAE BiZHE
40kgkif 0.8mg/kg 1.6mg/kg 2.3mg/kg 3.1mg/kg
40kgBl_E50kgKid 0.8mg/kg 50mg 100mg 150mg
50kgBl E 50mg 100mg 150mg 200mg
[9. RENERZEIZRECEATZEE(RIR)]
9.7 MR
BELRE

9.7.1 EHARKER. FrERZNREUBARERRIIERL TV, [17.1.3 258]




ZTOMDERLIRER®

IVLZAMZPREBELCAEESE (ER11 AU E18mEKR) CIRELE

EEDEMIMEINTA—Y

EFRHFEST/MERR(CH T3 /NRBIEOAEEE (6 E18mAKiH., 1M LomKin. RUE®R1HA
RE1mER) CTYLAMeREZORELZLEED. BEAERMBERRICEVER ULEMBENS
A=Y DHEERLUTDEITLE.

&1 AU L18mKmD/NEDIEE LA 2EE(CHTBFMBNE/ NF A —5 DEEE>©

S ENEE ) S o — 6% 18R 1R L6k E#1HAU E1mKRE

AUCiau,ss(ng-h/mL) 2,764+2,417* 1,483+1,874 933+582
HoERNJIL

Crnax,ss(ng/mL) 8461908 338+230 332+195

AUCtau,ss(Ng-h/mL) 114,005+46,859* 76,754+22,311 74,211£20,007
sacubitrilat

Cinax,ss(Ng/mL) 11,342£3,971*% 8,360t2,244 7,810£1,531

AUCiau,ss(ng-h/mL) 31,759%£22,932 24,184%13,877 21,089+£9,865
INIVFILE >

Crnax,ss(Ng/mL) 3,913%+2,000 3,684+1,372 3,307%1,255

FHELRERE <N=112
‘EEHF 6mUL18RABRUTHU L6MKMECEI LN IMg/kgZ1H2ERO#K G ARTAAU EImEKBICE I LAM2.3mg/kg%
1H2E®ROKRS

Sacubitrilat: 7 ENJJLDTEER B

AU Crau,ss: EHIREEICH (2 1] 5 EFR (1285R) DAUC

Cmax,ss: ERREICH T2 mE MBERRE

1) HRER RERAZNREVCEERSHR (A110155%. 202056 H29H#&E3. CTD2.7.6.2.1.1) [20200274] [ARRSeHEE A4

2)Akahori M, et al.: Eur ) Drug Metab Pharmacokinet. 2017; 42(3):407-416[20200233]

[(FIEHAR] AMAEREE, TRTOEBEN/NILT A AMERUKETU, KRR, /NILT1 R (FESORBETVELE.
3) T ANV ERIARER: N1 T RAZE) T 15852 (VAL4A8IAT102585%) [20130476]
1) HRERNIFTRIZE) T 5B (VNP489A2106558) [ 20200252]
5) #RE R /NE OZYENEE (CTD 2.7.2.3.3.1)[2023014 3 | AR A E R
6) BEREE (SM6ET1HIH) 6. £MEFFHBRRUBEET 2 0%, BREERRICEATZENLVICHECSITZ2EEDORIR 6.2.2 PKKIET
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BICEEDLELBHAFED

<HRAZEZ(HALBWZE) >
[ ROEHDVTIRRERICHYTIREADEEERITIEE L

ToOFT Y o EIRBRFRIAESR

7oETIIIN(EI7IIN) AZFTIVIVEEIE(9FRIIL) . T FS5TINC LI VEIE(L=ZR=Z). AT H
TIIV(AZTRIIL) FFFTIIIVEESE (OF>) . o5 TVINKINM (1 eR=2R) . TEATVIVIEEIS
(T=23=I) . FZ7VIUSEIE (7T HyR) . NSRS TIIL(F KUY D)  RFETVIVEESE (F/ ).

RUYRFTVIVIINT I (ANDIV) V770K (EZR ML OV R)

BRRIEIR - BEAEZ MEMZENAHSONZEZTNHDHIET, CNSOFEFHNREINTVBHE(E. D 7gL
é:JE,_T_\/ L AN SRB36EEEICRIEUTLIEETV X, TV L AMNEGRTRICCNSDER=ZIRE5T S
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BREREEIR - BEA X HACKVTMINRYF L OMFREEN ERTEEZNHHIET,
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-BRERAEIR - B 3% IUEH Y AMEN LR T BT ENBUET.

- BRETF BN AMED EEHEREINZHZTNHBUET,

2o RRIY
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ERINDETNADVETT. SMEERE CHSVWTIBERENSARIDKRSZHBL IBETSHTIIHRL(C
T TLIEEL,
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—EREGRNDRERUVAENEENS T —ITI D\ AR OFHIEER THY., FEE- NRDBYLE LTERTHBLHTBNUET,
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(18U k. Z21—3—0 DS (NYHA) DEES KB~ VEE, LVEF 35 % MU (A5BIA%. 40 % A FLWESE) 1,
[5>% LMesE (RAN) 18,4420, SR A DT RER (FAS) 28,399, RE AT SRER (SAF) 38,43 24]
#1: 528 IMEBSHEW S TN TR TORERE (ARERS OERIERDAL)
#2: 528 IMESNIZT N TORERE (8o TT 28 MESNTRERE FAREORSE R T TOBVBERFASH SR TS)
#3158 IMESNTRERE D55, —BERARBOARERS% | B LRI N TORSRE
1) ACEREZER (FARBE ABRIMN HRESN TV B BENAB ANTREE SN,

(FE 7R FRANELHE]

ERMERINEEE 3. XISUIGEHIMEAN R V1) —=>F 8 (Visit 1) (<100 mmHg#% 2 W\ (FE SR ERIE SRR
(Visit 33 U< (3 Visit 5) (<95 mmHgDEHE, RV —Z 7N (IEEREZRSHEHOVisit 3 (HERERERS
BARATOI YL ZAMESEBRIER) B ULI(RVisit 5 (BRI T %, 7049 Ak, ZEERAEHARBES) onwTnh
TeGFR[modification of diet in renal disease (MDRD) [C&B 5] H<30 mL/min/1.73 m2%3WIERY
== Visit 3X(FVisit 5SETDeGFROETED >35% (FHEEBAAK. >25%LWEE) DEE. MiEH) T LA
MWRI)—=Z2FJB(C>5.2 mmol/LDEHE. £©ULIFVisit 3X(FVisit 5(C>5.4 mmol/LDEE.

ik SRR, T4 LMb. ZEER. Y T7IVY I — WAITEHE EE IR L EEER, AR (E R —Z VB (18R] . HEIREEE
BEERA (515~ 10:8M) . RU_EERAEMD 3 THER S Nz, AFEREREF CHRRE FACEBREEX (IARBZ A
LTWERERINSEFRIEL, CNSUAD LR OBREE IR,
HEREZERSHBHM: IF57V)L10 mg (REEICHEINHIHAF5 mghH o) 1H2E#) BRI EHSHBLLE.
FLWTILZAMO00 mg TH2EZ 1 ~28[E#%5 L. Z0%. T L 2200 mg TH2EZ 2~ 48[ 5 LT,
_EEaE HEREEN SRR TEEROBEFME (T L ZAM200 mg TH2EIXFTFZ7JL10 mg 1H2[E)
[CEBREZEABORORSICHUTCBATH EHBEEEZ I L AN (T LAN200 Mg TH2E) XIETFS T ILEE
(TFZ7U)10 mg 1H2E) OW\WTIMNICT: TDETT Y LAMEUTz. #5HEdevent-driven®& LTz,

FIBTERESNLEISFZTIINOBELFE(CHITZAERVUAR () BOHER. RALCHULIFZ7IILTLA U EIEELT5~10mg%z1H
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S ERMEEERENRETBCoxAINT —REFILZAVGERBRONY —RERUZOBEAICIZHH. F 7z,
Kaplan-Meier&Zz BOTAFEREZ R SR CHELL. FHICRESNEEE IV MRIVMOEIVR—X>
NMIDWTER G EMIGZBENRET D CoxbBINTF —REFILE AV TEIT LT,
RO IFSAFERRCERELT. ) )
BWERUZSH O RS2 B0 (C. TEEMUTMEBEEDES I RRA U NFER(2,41041) DF11/3 (80441)
1/2(1,20561),2/3(1,607%) [CEEL B R CHREMRTZER T 25tEE L. BRI CRELZADER SBEMDOEHE
([CELSHRE(CHRZ IR T IB5tEE LT,

29)—-=UHA HEREERS TR ZEEIRART
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I>L2k I LAME
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E)ABTERSNEIFZ7VILOEEOAR(CNTZAERUVAE (R GNESE RACHLIFS7UILT LAV EBIELLT5~10 mgz 1H1ERA
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KA FERENAREORESZRFELTVBIHOENCLS T TEHEER [CHEET BNV N RRUEBRENTFEDOHK (2,4106)) [CBETZFT XIS
A RHIR T 92F T (SBAICRELENMEX (FERMEOELE(LETDET) BRRUT —SIEZ it IdcLL Uz,

FEFEHE & Z DR
FEFHEAR  DMEXRTOFZICEBARDSEBEE T RRA Y FOYIERIRE TORRE
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DINEXRRUTOFZICEBZVEARNSLBZIESIRRIUL
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] n/T(EAIR)? . VTEAR)? | AH—KE
n/N() (95%C)) N/NE) (95%C) (95%ci) | PHE (Frff)
DIERRY | 91474187 | 914/87.22(10.48) [1,117/4,2121,117/8493(13.15) | 080 | 00001+
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NS —RERUZDI5%CL A RIpMES. 1R 58 L i BERE T2 Cox BN —REFILTHEE LI,

N: BRI (CEENZ2HEREL  EAIR: exposure-adjusted incidence rate
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73.3%(613/836%) Th-oTz. DIMEFXDEFLBAR(ZHEHDRETICHIZIRIENS U L) E. T L
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[17.1.1.17.1.2 28]

[6. BiERUHE (k¥ ] (BELRE)
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R 20N ETACEERX (FARBH 2 T BE LA Z(CET 3R AR TOHFrEFRE (20 L NYHADKAES 48
I~NE.LVEF35%UF).,
(FAS*TRRUSAF*2&%,(22236)
#1:Z08 MESNIE TR TOBERE (B0 T2 MESIAREN RS S NN 12 22% <)
#2528 MESNERERE OS5, “EERARHAOARERSE | BL LRI INTORBRE
1) ACEFIERER (FARBE 4BRIL b —EDAB TRESN TV EENAHANTRES NI,

(E7BRINEHE]

EEEEMEEE IS, XIEIBEHMENZ ) -2 JBC<100 mMMHgH WV ISEERERE SRR TEIC
<95 MMHgNEBH. RVV—ZV/BHIVIEHEREERLSHERAKR TR TeGFR(AXA#EHER) A <30
mL/min/1.73 m2X [ER0)—Z VB S B ERERR SRR T IETDeGFROETEH > 35% DEHE. MiEH")
D LENZY)—ZJ8F(C>5.2 mmol/L, X (FEERERR SRR TRIC>5.4 mmol/LOESE.

hi& SRR, T4 LMb. ZEGR. Y 7 IVY S — WATEER ERNB LB, AEBROEE/N—NIRT -V T (1~2
B EERERN SRR (288) . —EEAEA0 S TER S Nz, A5 E R05 (CH5RE FACEFEFX (FARB%E
FRALTWESSBINSEHRIEL, CNSUAD LT DERSAFR ST LT,
HEREFRSHEY: T2 L N0 Mgz 1H2E. 2BMROKS Uz, _EERAEN: EERERIR SRR TREIC
REUEZSV O TEEEBILU. BEENERSINZHEEE1 1O TI VY LMEL. I L AN 00 mg 1H2EIX(F
I+357VJL5 mg 1H2E* %2 4ERROKRS U, BREHBRIF S #EEE Td. BIEZHAE (T L XMN$:200 mg 1H2ME.
I+>7JJLE:10 mg 1H2E) (2 LT 5 HE (devent-driven3& LTz,
E2) A TERSN TF T TV OBELTRE (CHTZEERUAE (i) @ BB AR UIFSTULT LA EBEELT5~10 Mgz 1R

1EHEOIR S T3, b, Flf ER CLEEIERT 3. TH 3.

BifEtE —EERAEBOEMMECDOVTIEFASE T ELRITHRER LT,

© FEVMEE (CMEXRUOARICEIDARNSEZEE I RKRA > NOYIEIFIRE TOME)
REBERUBRIEFCTHBNT-proBNPXS (<1,600 pg/mL.=1,600 pg/mL) ZEEINREET S Coxtfl
N —REFILICKWEIRT LTz, £z . Kaplan-MeierzZ AW TAERHZ IR SR [CHE L. Kaplan-Meiergiig
ERULEEEIVRRAVMDEIVR—XVNCDODVWTEEETMEEB EARIC.REBR VRV ) -2V TED
NT-proBNPX 9 #EEMNRETBCox kBN T —REFILEZRWTET LT,

LZEMDOFHMAEISSAFE I RICERLT,

BHEATRBRENT—REDOSREEENIRFEEBDICEOHREEZENEL. EREREEZERLZEMEEFLTY
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29==2 HER “EERaEE
-] EEREHRE (event-driven) *3
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Visit 1 101 199/201 202 203 204 205 206 FT4nRAZL
JEHFHAR 1~ 23R 2iER 0 2;EeF 43E8F 8iEF 12;88% 61 AEF HlERRT
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%3 FETHMIEE OVIRIFHIR(CEE T DAY MR ULEBRED T EDH (K576 AR SMHEOER IO EV) [CRETIETHERET —IINER
fttg L Lrz.

w4 _EEIRAEIAORERAEE CRBENERINAN - IZHEEAE (T L AN0 mg 1H2EIX(EITFZ7)L2.5 mg 1H2E) AOEEZATE LT,

w5 ZEERARITCESARENBEASE (T L AN200 mg 1H2EIX (FIFZ71)L10 Mg TH2E) [CHU TCRETHVEE. BE (T L AMME50 mgX (S
100mg 1H2EL TF+Z7J)LIF2.5 mgX (35 mg 1H2[E) X (EHHizEa & Ul #5RE OIREEA R E LT JARREMETEE THRE LIZFIRICRELVARREE
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CECHIE(CEDKDMERRUVOLAE(CLBVIBIARNSBDEE I MRV MDOKERIF, TV L IMEETIE327.03% (30/11141)
IF57)ILEETI325.00% (28/112f) THoTz. CoxtBINTF—REFTILTHEL. TFFTIIILBCHITB IV L RNED/NYT —REE
(95%Cl)131.0881(0.6501, 1.8212) THY, TFFTVILE(CHIB IV L AMFD/N\Y — R D RIEE BRI BRI CRESNIZEE
FHEDERTHB I Kmzmics o1,

DIMEFRRVOFZICEBVEARNSLEBZIEEIRRIU

BOICRIAVR—RMOEBILLE (ZESR85H]. FAS)

IYLR M IOLRMEE Vs IH57 B
e | "oy | e | PEEE ot
e By | I | m2esd TR s 612
DRLEBMEAR | 25/111(22.52) %2/123241(2322)) 20/112(17.86) %%28871(?;123)) (0_7025?;_32818)
;gicﬁtt&zf%@95%cwlz\iﬁﬁﬁtgﬁu%[NT-proBNPEﬁz\(<1,6oo pg/mL.=1,600 pg/mL)]ZEEMRETBCoxtbhlNTF—REFTILT
EUE.

NI ICEEND2WERES  EAIR exposure-adjusted incidence rate
a) EAIR=n (BT [CEFEFND A RN /T (EHERE DA R NERX (IFTYIWETOHB DA [100A5F])
D)IRE LY RRA Y NIEZE T BRIDAARY MDMETL TH TS (3. T L ANENSHL TFHZTVILBENSHITH Tz,

FIBTERBEINLISFZTIVINOBELFE(CHITZAERUAR () BOHER. RACHULIFZTILT LAV EIEELT5~10mg%z1H
1EROKET S, B6. Fin AR CEVBEEERT S, 1 TH 3.

IYLZAM

(4. 3HEER (F%hFR (1k#%E) 1<ER50mg-100mg-200mgy A BELFE L. BELFLOBENTEREZTTVWSEE(CRS.

[5. DEER (SR ICRHET B3EE (k#E) | RADEBELTL)

SAFRG. TooFT oy v ERBMBRAEEI BTV F T VIZRBRERENSYIVEZIT®RETS2E,[2.2.8.1,17.1.1.17.1.2 2]

5.2 TERRAREINDIEORNEZ AL, BRARICEHEAANSNERBEOER AR, EEREE, INBHNES) 2 +9(CEBELZ LT BISREZBEIRTSI L,
[17.1.1.17.1.2 28]

[6. BiERUHE (k¥ ] (BELRE)
BECBRALCETFZENIILNIILTILG L ELTIESOMgZBBAELLTIH2EROKR S TS, BARNROSNZIHEE. 2~4BREOBRTEREAIIC1E
200mgETHEET S, 1EHRE5E(F50mg. 100mgX(F200mgel. WTNDFRESECHVWTETH2EROKRSETZ, 4dH. RRECARUGERRET 3.

2)#ER: ENBIIHEESR (B130155,. PARALLEL-HF, 20206 H29H&53. CTD2.7.6.4.1.1) [20200238] [A:ResaHmE #1]
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183 : M AHFIEFENRELIEIVLAMOELRENBFR DO

R (CESRIARH, SAF)

HEERORBREF. T ANE98.2% (109/11141) . TF57JILEE96.4% (108/112M) TH- Tz,
FHEEER(RETREZEN0%BMULE) F. TV L AN TLEMRIBEAAL7.7% (536) . 0AFE31.5% (3541).
EME24.3% (276]) . TRIRUBHEEEEER17.1% (1961)  BiK15.3% (174) . F#12.6% (1441) .
B2A)DLME11.7% (1361) . THZ7VILETERIEBEXA7.3% (5361) . 0F232.1% (364) . Bikae
FEZE20.5% (236) . FMRUEBEZ16.1% (18F) . FRKRUEH) Y LMIEE15.2% (174) . ¥ERRK
11.6% (134) . &B1M10.7% (1241) TH->7.

EEREESERORREG . I VLANEES7.7% (64/111461) . TFZ7VILEES4.5% (61/11261) T
BT TRER (BB THEBEEMUIUL)F. IV LRANETLRL16.2% (184]) . RELTERU
i&&5.4% (66]). 184 0FL. AR KIBR)—T84.5% (56) . TFSTVILETOLFE19.6%
(22/1) . BitEZE4.5% (541) THo 1=,

BERIECESEAESFEROREREF. T OLAMNFI9% (11/11148) . TF57JILEE11.6% (13/11241)
T IFS7VILBETHRBLUREEE.8% 24]) ZBE. WVThOERE 16 TH 1,

hX FHEEELEEEEROREREG. IV L ANE37.8%(42/1118) . TF+5TUILEE29.5%
(33/1120) TH- 1. ERER (KRB TRERMNM BUL) 3. TV L ANETEMET3.5% (1561) . BHaE
BEE7.2%(8%). @AV YLMIES4.5% (56])  MEKT3.6% (48] . 2RELFTERVEELRE
£2.7% 36 . ODFEL1.8% (261) . THSZTVILETRIE. BHEEREES. 0F2K84.5% (56)) . &H)V LA
MAE3.6% (46)) . BXAEZE2.7 % (361) . S -~M KX UL EH5EARER1.8% (26]) TH -1z,

ETAIE. TOLRANEE18.0% (20/11141) . TS5 7VILEBE15.2% (17/1126) [CIRE&ES Tz, 8ERIB Y
EEFlCLWODMBEIFREHBINIZEEFI VL ANEETIF35.0%(7/206]) . TF57UILEFTIF58.8%
(10/17%)) TH->7=. DMEFHXDELAR (REDERXTICHIBZERERENT0%UL) (F. TV LANETE
DARLERUVHEELMERERNR10.0% (26)) . TFSTVILETIEIOFREHN23.5% (46)) TH-o 1=, BHIC
JELMERIEIITLANETS55.0% (114)). TFSF)ILEETIZ29.4% (56)) THY. ZDERARIIITY
LANBETEIEMEZRE20.0% (46]) BEERUBAEHEZ10.0% (26]) . TFZTVILETEIERERED
11.8% (26) TH> 1=,

¥ IV L ZANECRBUREREEM. ENE. OF2, OE@E). OF MR BRETFE. 7> 7))L I2Y IHEAMEE T, EERE. AR, ORI EY.
RTLRE BR2 IFZ7VIUBCRRULERBELE. OF2 BEOTE2 IEASIRE. MEET. YZRAR 2EEHEBIR. ffRT LRRE.
PR EE, ERAMIE, ZEARMMZAFTH T,

FBTERSINLIFSTINOBELTEICNTZAERVAR () BREE. RACHLIFZTIINIL AV EIEELTS~10mg%z1H
1EROKRET S, 26, Fin EERCEVBEEERT 3. 1 TH 3.

IYLZAM

(4. 3BER (F%hFR (1k#%E) 1<ER50mg-100mg-200mgy A BELFE LEL. BELFLOBENTEREZTTVWSEECRS.

[5. MEER (SR CRHET B3EE (k1) | RADEBELTL)

SAFRG. TooFT oy v ERBMBRAEEI BTV F T VIZRBRERENSYIVEZITRETS2E.[2.2.8.1,17.1.1.17.1.2 2]

5.2 TERARAREIDIEORNEZ ML, BRARICEHEAANSNERBEOER AR, EEREE, INRHNES) 29 (CEBELZ LT BISREZ BRI L,
[17.1.1.17.1.2 28]

[6. BiERUHE (k¥ ] (BELRE)
BECBRALCETZENIILNIILTILG > ELTIESOMgZBBAELLTIHE2EROKR S TS, BAENROSNZIHEE. 2~4BRE OBRTEREAIIC1E

200mgFTIEET S, TEHRSEIF50mg. 100mgX ([F200mgel. WINDIREE(CHEVWTETH2EROKRS TS, 85, BEEICHUTCEERET .

2)#tER: ENEIHEESR (B130155,. PARALLEL-HF, 202056 H29H&53. CTD2.7.6.4.1.1) [20200238] [A:ResHlE ]



—BAENOEERUABHEFNDZT —YTIA BHEEHO—BTHY BEFRAREDTH CEERBERTHBOTRNLET. |

& :MAHFpEFERRELETI Y LA MOER FMHE SR

O E[EHF L M1 5 (PARAGON-HF, D23015tER) »

R

Kk

LVEFDMRIEN 1810 A2 (HFpEF) B (50 £ NYHADEEENRI ~VE., LVEF4A5% k],

(FAS*14,796f. SAF+24,82145)

#1508 MESNEIANTORRE. 12120, 525 LMEDEREE B L TOROA 3o THHRIC S > 5 MESNTZRRE 3 AREDRE5ZZ T
WRVBEFASH SN BT EE LT,

#2528 MESNTRBRED S5 ARER S 1 B LR 2T R TORRE.

(ELRFRANE%E]

A== O EHAME=180 mmHg. EUKBRBRER (V1471 REDFIRE.
MRA, ACEBEEZE, ARB. BBEMFEE, ALV LARNESE) 23BEULFRALTVIRVWEET
AP)—Z2JBOPEEIME > 150 mmHgHh5<180 mmHg. £ULL IRV —Z2J 8D
IHBHAIMEH <110 mmHg. E UL (FEEREFRSRTBHD I L AMESHBRIX (35 T
DOUEHAMEN <100 mmHgD BEX FEREREENEEZE IS LAHEYEMAHIBUL
54, eGFR(MDRDICLBEZR) W RI)—Z>JBEE(C<30 mL/min/1.73 m2, £ULL (3
HEREERESHERAD I L AMESHABEIX (3R TEDOeGFRMN <25 mL/min/1.73 m,
EULERIV—ZV VB CEEREERSHRAD IV L AMESFBITE T IR TIRET
MDeGFROIETERMN>35%DEHE, MBFEH)ILEHNRV)—_J8F(C>5.2 mmol/L. X 3BT
BREZRGSHERPOI Y L AMESHRABEIX IR TRI(C>5.4 mmol/LOEE.

ZHERER. Z05 LME. ZEER. Y 7IILY I — TR ERNBHEEAR. AHRE V) —
ZVUHA(2:EM]) B ERERR SRR (3~8ER) . KU _ESRAEHD I FATER I N,
HERERGESHEM:/\LTILYP40~80 mg 1H2E% 1 ~4BREKRSHSRIALTE (80 mg
HoRIIALT ~ 2B (340 mgTHAL T~ 2:BR#% (280 mglc#itE LTl ~ 28 . BEMHHED
SNEEERE(IC.HEVWTIVL AN 00 mg 1H2E% 2~ 4B S5 LT,

CEERAEN EEREERSRRPORSICHUTERAR TH>wBEEE I L AN (T
LZK200 mg 1H2ME) XIE/NILTFILG VB (NILTFILE160 mg 1H2E) OWTFNHICT:1
DOLTZ o4 LMeUTe. ARBE DR SR [Fevent-driven™3& LTz,

RBTERBINIZ/NILTILY Y OFEER 3R ETEMEEITH S, AiERUAR (k) BHEE. RACE/NILTILE>ELTL0~80mg%
TH1ERROKRSE IS, B8, Fip ABERCHUTEEERTSD. 1H160mgETIBETES, ITH 3.

IYLZAM

(4. 3HEER (F%hFR (1k#%E) 1<ER50mg-100mg-200mgy A BELFE L. BELFLOBENTEREZTTVWSEE(CRS.

[5. DEER (SR ICRHET B3EE (k#E) | RADEBELTL)

SAFRG. TooFT oy v ERBMBRAEEI BTV F T VIZRBRERENSYIVEZIT®RETS2E,[2.2.8.1,17.1.1.17.1.2 2]

5.2 TERRAREINDIEORNEZ AL, BRARICEHEAANSNERBEOER AR, EEREE, INBHNES) 2 +9(CEBELZ LT BISREZBEIRTSI L,
[17.1.1.17.1.2 28]

[6. BiERUHE (k¥ ] (BELRE)
BECBRALCETFZENIILNIILTILG L ELTIESOMgZBBAELLTIH2EROKR S TS, BARNROSNZIHEE. 2~4BREOBRTEREAIIC1E
200mgETHEET S, 1EHRE5E(F50mg. 100mgX(F200mgel. WTNDFRESECHVWTETH2EROKRSETZ, 4dH. RRECARUGERRET 3.

3) HER: ERHRSIERSE (D23015182. PARAGON-HF, 202046 A29H#%:R. CTD2.7.6.4.1.6) [20200282] [AZRESHEHE R
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{18 AHFpEFERRELEI LA MDELF MBS DOOF

fRtRstE  AYWMESHEIEE (3. FASE T BRI RERE L TR LT, ‘ .
© FEHMIER OMERRUDARZICEDZTARTOAR (#ERUBARR) HSR3EE I RRA Y MORERE]
SR EEEEEDRE L. M TERIME L. robust (sandwich) variance estimateZ AW\ /zLin, Wei, Ying, Yang
(LWYY) EFILCHET UTe. BT D—EBELTEES IV RRA U NEEBRTZ2DD A R—X 2 N (ODIER KRV
RECLDIRNTOARR) Z@RICREFTBCEICI) BEDOHEZERCEELEEIVMRAVAERIVR— U
EDO—BMEEHRLUZ, DMEFEICDVTIFCoXLBINT —REFIL.ODARRICKDZITRTOARICDWVTIEjoint
frailty®7 )Lz AWTERT LT,
© B REHEIER o )
ARSHRE (3, TEFHEIRE O IRERFENBHNSNIHZE (COHERI DEHEELL,
AEERTIE EEEMEFHHEER DBRAE LY RRA U NIDVT AR MM FES (1,8474) DKI2/3 (1,23 14) [CEE
LB CHRREI#T 2 1 BT S5TEE L TEMUT,
—EEEAEHOREEEHMAIEE (FSAFE TR ICET U,

29)—=25H HEREIIRSHRRE ZEERARE
(RA2BEET) (3~8:E/m) (event-driven) 3
SERIET
Visit 1 101 102 103 199/201202 203 204 205 207 209 211 213 ~221
107 -8/-5 6/-4 -4/-2 0 4 16 32 48 60 72 84 96 108 120 132 144 ~240*(EE)

: i IVLRNEE
” ‘ I2L2R200 mg 1H2E
o 18
80 mg 1H2E®

100 mg 1H2E 1
: PNIVHILVS B
—>_’| N <
SO ! JNIVILS>160 mg 1H2[E

40 mg 1H2m ! :
4

o4 Lk

%3 AR (3, TEEMETEE (LR T BA A NIDTFEDE (1,8478) (CRIETBFTHFI B LE LT,

) AFBTHERSNIZ/ LT ILG > DRREX (FR FTBMELE ) THh Y. AERURE (BRI EHEE AL/ ULYILE > L T40~80 mgz 1H1EREO
592, 58 FipJERCHUTEEERI SN 1H160 mgE TEETE S, I TH 2.

> BARAERE HH ANFDOACEFRERX (FARBO 1HAENRERE CHoTHERE, NOARIEY EAMHARR 52T U pERE T3 HERERRKRS
BEH(C RYT/NILTILY 240 mg 1H2EZEOH/S Uz (Visit 101) BARARBRE T3 20— 2> 1308/ ICACEBREZEX (SARBZ £ A
LTV Teima. Visit 101£1020[8 (ICETERiTL TRE =R LTz,

* R OEERE OFES R, 4888 (Visit 205) D3 BRI TR E CRITE BEEBARIC L BHEER (OTEARVisit) 231 A L (CREICERUZ 272U,
AARABERRE TIEIANTRBEE ULz, Tz BARARERE T3 1588 8, KU 2BE DRz BIMLTz.

FEFMEHEE EZ DR

FEMEER  DMERRTOFRICEZIANTOAR (WIERUBAR) hSL3EAE IS RRA Y hORRE
DMEERVOLRECLBZIRTOAR (WERUBAR) HNSRBZEAIVRKRA S NORREE(/T00AE)FIVLANET

12.835. /NLHILY VB T14.630THY, MAFHNLBERERRHONT | TRFMIRE FRFIShah o7z (RRERDH0.8698
[95%Cl:0.7526. 1.0052]. Ffllp=0.0294, LWYYET L),

DMERRUVOLDFEICEIDZBTRTOAR (PVIERUBAR)HNS513

HAIYVRRAVMEVICEOVR—X O MNOBBLLE (ZES A%, FAS)

TULANE IV LS B TOLRNEE Vs, LTS
N n/T(EAIR) N n/T(EAIR) FIRRO/ N\ —RE pfE
n/ (95%CI) n/ (95%Cl) (95%Cl) B | e
DMEFER
DMESE 894/69.65(12.835) 1,009/68.97(14.630) 0.8698
DARICED 894/2407 ] Tiy) 00713 705) | 11009/2389) (13741 15561) | (0.7526.1.0052) |0-0294/00587
ITRTDOABE
. 204/69.65(2.929) 212/68.97(3.074) 0.9531 B
DIETE | 204/2407| “(554q 3350) | 212/2389 | “(36743517) | (0.7863.1.1551)
NREEED 690/69.65(9.906) 797/68.97(11556) 0.8511 -
sreoag | 0992407 Tlo1g1 10674) | 707/238 | T(10.768.12387) | (0.7216.1.0039)

BEAEIYVRNRA VM B EBZETEDRE L I TERNE L. robust (sandwich) variance estimatezBWELWYYETIL TR LTz, DIMETE L.
BEEEBEESHRE L s CBRNE LTz Cox BN Y — REFIL TR UTe. DR R ([C LD TR TO ARG, T 5B L s a BEERL T Bjoint frailty 7L
TR LT,

N:BBITICEFEND2EEHRES  EAIR: exposure-adjusted incidence rate

EAIR=N (AT [CEENZ 21D M) /T WHREB DA R MRIEX FHTYIWETOER O AT (100 A5)]

ZEMAEE LTVEWEH, &IV R—R > MDpfElFEesEraL



FEHERE OV TV —TRIRDOFER (BXAKE)

DMERRTOFRECELZTRTOAR (VERUBAR) HNSRBIEELY KRS MORRE
BARACEFIZEEIRRANORBHET. TOLZANFET244. NILFILIVBETIHTH Y. NILTFILIUBCHTZI VL
ZANBED/NTF—RE(95%CI) 132.8892(0.9685. 8.6190) THo 1z,

R (CESRIEHRE. SAF)

HEEERORBRF. IV L ANEI5.1%(2,301/2,4194)  /NILHILY > BE95.5% (2,294/2,4024)
THHOE EFREEBER(BETREENIOWMULE) . T L AMNETEME23.2% (5624]) . LA 2
20.4% (494%)) . LEMEN15.0% (36441) . BHEREREE12.4% (30141)  FREEREF11.3%(2744) . mHY
o LIMAE10.4% (2526)) Fi10.2% (2464))  MFIREE#10.1% (2446)) NIV HILI VBT OFE
23.3% (560%) AEME17.0% (40861) . BHHAEFEE14.8% (35641) . DEMEN14.2% (3424)) . B IME
RUBAUYLMESR13.7%(32861) . FRE&EZ12.9% (3094)  MEIRESET11.3% (27241) . BM10.9%
(26141) . Ffiz10.5% (2534) TH o1,

FELBEERORFXRE. TV L ANEE58.9% (1,424/2,41961) . NIV ILS > BE59.0% (1,416/2,4024)
THOT ERER (BB TRERAIUULE)F. IV LZANET. ORE14.1% (3400) . DEHEI R U
fi&6.7%(16261) . REBREE3.7% (904]) . S->MMELARE3.6% (866l) . 2ELFL3.5% (8561) .
INILVTILY SV BETIE DA E15.8% (380%1) . Bix7.4% (1786) . LEMEN6.0% (1454 . REBEE
4.6% (11061). 5->MMEDFE3.5% (834) . AEOLARE3.2% (776) TH- 1=,

BREDIECESRAEERORBEREF. IO LANEE20.4%(493/2,4196)  NILHILY U E$21.6%
(520/2,40260) THo e ERBR(EBHTREENM BULE) B IV LANERUNILYILI VBT
ZNZTNARME2.1% (5161).2.0% (4861) . BEHEAEREZE1.7% (4261).2.2% (5241) . 0OF£1.4% (33
B).1.7% (4261) . &AH) I LMET.1% (266).1.5% (356 TH-Tz.

PN (FREEELEEEER OFEREF. TV L ANEE35.4%(856/2,41941) . /NILH LY > BE35.2%
(846/2,402f) THoTe. TRBERIFEME (T L ZANEE15.1% NILTILY > B10.0%. A TRIE) .
BHLREREE (4.5%.6.7%) . =AY LIMIE (3.5%.5.0%) . DAL (2.9%.2.9%) ZTH -1,

FETHIE. T L ANEE14.3%(347/2,4196) /NILSILI > BE14.9% (357/2,40241) [CHREST NI,
BRIEHEMICKIVOMEFREAEINZEREE I L ANETE43.2% (150/34761) /NILTILT >
B¥TI343.4% (155/35761) TH-7z. LMEFXDELBAHR(ZFBHDERTICHITBRIFERN3 % U L)
3. IV LRANEETIIOARE15.6% (5401) HEEOMEZR7.2% (2561) . O AATEZES.8% (20461) . /NILT
IWIVBETEORE14.8% (5361) OAEES.6% (204]) HELMEFRKRUHETEEALEZL.8%
(1761) THoTz. BFRICIEOLMERIF T L ANEFT39.8% (13861) . /NILHYILY U BETIE40.9% (14641)
THI. ZOELARIIIVLANFTIEIRMEERET.5% (2641) . ZEFE6.1% (214]) T E5.2% (1841) .
INIVHILG VEETIIBMRES. 1% (296) iR £6.2% (2261) . B&%5.3% (1961) TH > Tz,
 AEANEELLEEER (B 22T,

RBTERBINIZ/NILTILY Y OFEER 3R ETEMEEITH S, AiERUAR (k) BHEE. RACE/NILTILE>ELTL0~80mg%
TH1ERROKRSE IS, B8, Fip ABERCHUTEEERTSD. 1H160mgETIBETES, ITH 3.

IYLZAM

(4. 3HEER (F%hFR (1k#%E) 1<ER50mg-100mg-200mgy A BELFE L. BELFLOBENTEREZTTVWSEE(CRS.

[5. DEER (SR ICRHET B3EE (k#E) | RADEBELTL)

SAFRG. TooFT oy v ERBMBRAEEI BTV F T VIZRBRERENSYIVEZIT®RETS2E,[2.2.8.1,17.1.1.17.1.2 2]

5.2 TERRAREINDIEORNEZ AL, BRARICEHEAANSNERBEOER AR, EEREE, INBHNES) 2 +9(CEBELZ LT BISREZBEIRTSI L,
[17.1.1.17.1.2 28]

[6. BiERUHE (k¥ ] (BELRE)
BECBRALCETFZENIILNIILTILG L ELTIESOMgZBBAELLTIH2EROKR S TS, BARNROSNZIHEE. 2~4BREOBRTEREAIIC1E
200mgETHEET S, 1EHRE5E(F50mg. 100mgX(F200mgel. WTNDFRESECHVWTETH2EROKRSETZ, 4dH. RRECARUGERRET 3.

3) HER: ERHRSIERSE (D23015182. PARAGON-HF, 202046 A29H#%:R. CTD2.7.6.4.1.6) [20200282] [AZRESHEHE R
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| —EARINORERVABNEFNE T —ITI N AR DFHEER T MEEX ZNRDIBYE L TEETHBLHTRNLET,

g PREEOFEEFENRELEILAMOF /IS

O E R RN/ M4H5t5% (PANORAMA-HF,. B23195%{5%) 4

FOE 3 E£#%117 B~ 18mABDEZINIEREEREE (CLZ/NREEOLFREEE (X)) -2 J5IVWTNH DS TNYHADEREN BN T~ VE
(6%~ 18mki) X IFROSSIEBEN SN T ~VEE (65%K ) . R —Z 2711 n BUKOLVEF=45%X (3 EEHNREMHE=22.5%
(LVEF=40%X [FEERREMR=20%DEHEHNS0%(C B LS (CEER) ] (RANF1377, FAS* 2R USAF2£ %, (2375/4)

%1154 MEBS AR LU TESNTETATORERS AR5 OEEIRHEL)
%258 IMES NIz TR TORERE (B> TF 24 MESHABREANE S S -T2 24%<)

(XA EEE]

HOEXRBELEEEDEE
BRADHH AN R TUNOSOBIEFEIZND AT —F XTACERINTVS, XIIBORI IHBIA T OEEERALT

BREHEARPOEE

29V —Z 7 KEERI3n BURCEREOMESH 2 BNX (FEETI OO LMEFMIIRENA LI —R2armF T

BE, MHFANEBD 120 ABECOEOEEFMEZ IR ENTFEINZEE

-E%Tﬁg;ﬁ%liiliilﬁ@ﬁﬁl&#(kiﬁﬂlﬁﬁu AEIRAF X [EF=RF)ERB. E LK FEALDEEREBRAZEX IATRSHEE
ERA)-

R FRARLHEEETIEE

SEEMEMEZETIN R0 —Z > JROUREIIED Fin 5 [CEH U7z UGB M E 0 FOI5 % 50 sR 55 (6 1/mR s —

70 mmHg. 5% —80 mmHg. 10U E—90 mmHg) DE#H

JMEA)T LBME(>5.3 mmol/L) EAREERRE. &SR, EMENE (ADME) CHEZREITOREMEDHZHLEX (FEE

KEEEIZEE

A& SRR, 729 LM, ZEER. BT EEGBLERER. AFHREE 17—V (RE3EH) RUFE2 51858
(52;8R) D2EATHEm S NI,
SE18A(Part1) NREBELORERE266CI Y L AN EEROKRS UL TORYBERUEAZZES L. B28 (Part2) ®
HEEBRUL. RR3IEBOETHOR HHFANEREEEZERUTCRERNDGroup 1 (64~ 18mAMH) HhoRBL. ETHEIC
Group 2 (1~ 6HEAkiE) . Group3 (%11 B~ 15kKE) DIECTT>7=. Group1 (941) R U2 (94]) TI$0.8 mg/kg(Cohort1)
% 1U'3.1 mg/kg(Cohort2).Group3 (841) Tl30.4 mg/kg (Cohort1) RU'1.6 mg/kg (Cohort2) D& Group T2RE% B[O
#5717 (#E&E (FCohort1 X (FCohort2M . X(FCohort1 RU'Cohort2 M A CRARBREIRSE2 R (TR ENTER),
28283 (Part2) :375%%&Group1 (6%~ 18 ki) . Group2 (1/~ 6K H) . Group3 (£% 11 B~ 1mEk) C2F.25(C
NYHA/RosstéBED 48 (I/IE. II/VE) [CEWEREL. TV L ARER ST FS7VIILBEOVWTNAICT 1O TS V4 L{EL.
52BEZENZNERE L. IV LANRIIIF ST )IVE REET YV BECEDSREMNE (EREEME. BigEEl. X3
BAUY AMEZEDEEERNAHSNBWVESR) (KU TEIEREXTER N CHELEL, T L 2 NDOBIARE 3. A58 L EMMD kT
BEOZF 1M E(Group1&U2) 0.8 mg/kg 1H2EIX (F1.6 mg/kg 1H2[E. 1iE# (Group3) ©0.8 mg/kg TH2EX (&
1.2 mg/kg 1H2EIE LTz, BEZRE(E, 15 E (Group 1% 1U2) ©3.1 mg/kg TH2EIE L. 1K (Group3) TIE2.3 mg/kg
182@E L REBRIC TR CE-E5E(E.3.1 mg/kg TH2EETEETEZ 2L ELR. TFS7VILORBRAE. AREY
AR BT CEDE. 1R L (Group1 & U2)TI30.05 mg/kg 1TH2EIX(30.1 mg/kg 1H2E. 1K (Group3) Tl
0.05 mg/kg TH2EIX ($0.075 mg/kg 1B2EIE LTz, BiZRE (. 1 £ (Group1 & U2) ©0.2 mg/kg 1H2EE L. 15k
(Group3) Tl30.15 mg/kg 1H2EE LT A, HER(C 13 -T2 558 (3.0.2 mg/kg 1 B2EE B CEB L LT,

fEtrstE ?;ﬁl’?;sﬁ?lﬁﬁ [FFASE BT NRERE Ule, KFMIBR (CDWT. HAAEROHERHRELIEY TV —TRIFEER L

AIFE) o

© =EMHIER (Global rank endpoint) : T+ 7JJLICHIZ T L ANDEHIEGE. TV L ANERV I F 57 )ILEOHBRED
NHEELBIZEHICEBRIWIlcoxonBAMEEEZHAVWTHRIELE (MAIERKESY) ABMRG. 2AEFHCHTS
Mann-WhitneylEZ#EBE T, EBDMann-WhitneyBERHEEBOEH T T OMELTER Lz B DMann-WhitneyfgE®
EEMEF. ITVLZANERV I TS TIVIIENSI1RT DU TV I URBE. IV L AMNEOAN I FSTUIELVEERIEF
THAERIC.IVLANERUIFZ7VILEOERDRIUTHIHEERD1/2EMATZEDNEEFEER LI Mann-Whitney#w X (&,
(1-Mann-Whitney EZH#tE i) /Mann-WhitneyER#EEEERZ Lz, bR 2AER (T ERIWilcoxonBFAREH
BETHY. 2EOMann-WhitneyHEER D m#fEEEN0.5LWAEFV (Mann-Whitney4y XD mEEEMN T LWNT W) IBE.
IFZ7VILICHTBR I L RNDEBHIENRSNIzELTZ. T5(2. Global rank endpointdCategory 1~5NZNZNDHERE
NEE%E AEEEHTIL—THR—R51 Y DNYHA /RosstEREDHERI. R URSEERICER LT,

LM DM IFSAFE R ICERUT,

IF57VILDNREBECTEANDBES EAFRARTHS.

IYLRK

[4. $hEEX (F3hR (R#E) 1<8e50mg-100mg-200mg)/h/R  BHLFEGKE/NRA12.5mg-31.25mg) B LFL

[5. SEEX (IR ICRHET Z3EE (ki) ] CNROBRLER L)

5.3 ARG SEIRRICT > ATV VERBREERX 3T 94T U VIRBREREEREINTVBHREEZTNSOFERNSHYVER. BRESNTVLLRBVIEERE
BEOREEZRERLEHN AR ZEE(CRETETLE, [2.2.8.1.17.1.3 8]

5.4 NEDOBECTEDBEICHIRBARARUREREE L. (BREE OEOANBRUBRFRARCHEZANSNIZEE DT R (BEREE L LR ORE. saRE. INEH
MEE) % +457 (CEFUZEMOE LT ARORSNET LI NZEE CHUTCEREZERIZ L. [17.1.3 2]

(6. BiERUHZE (k¥ ] (IBELFRE)
BEVRAED/NRCE. FZENILNILTILG S ELTTROESVEREICISURBAEZ 1H2EROKRE5 T3, BAENRDOSNZHE(E. 2~4 BB D
R CEREN (CERREFTEE TS, 06 BEKCIKCTCEERET 3.

MNREHETZAEXR(1EREE)

38

9.7.1 BHAGKER. HAERZENREVBRRFREIEML TLRWL. [17.1.3 25R]

*E RS F1EAE F2UEAE BiZFHE
40kgki 0.8mg/kg 1.6mg/kg 2.3mg/kg 3.1mg/kg
40kgit_E50kg i 0.8mg/kg 50mg 100mg 150mg
50kgiA £ 50mg 100mg 150mg 200mg
[9. BENERZHIZBEICHIZER (ki) ]
9.7 NR%E
ERLFER




18 (Part1) 28 (Part2)

2U-zvom | ERRRSHE | BRERSH |20U-Z 098 ZEERARE
Visit 1 101102 199 201 301 401 416/499
‘ ' I I I I 7 I
B EF AR 1~38/M 0 52388
v IVLZME 1H2E
Cohort1 Cohort2)*
Grou R (M%AE (aRESERONN) | | (BRAE)
5 0 :0. ki +Group 1/Group 2 :3.1 mg/kg
(68~188 k) 0.8mg/kg ™ 3.1 mg/kg Gl (ETE 20 mg/lg
(HERS)  (EES) > | 1|82 1520
L NP2 N4 X[31.6 mg/kg 1H2[E +Group 3:2.3 mg/kg 1H2EI&E L.
" Eoss -Group 3:0.8 mg/kg 1H2E HBRARCIRICH-TEHE .
v (Group 1.2.3) X($1.2 mg/kg 182E 3.1 mg/kg 1H2EF THE
{Cohort1) (Cohort2)* ®RU
Group 2 IVLZRS ILZRS NYHA/Ross s
(1H~6R%8) 0.8mg/kg " 3.1 mg/kg P IF57VUILE 1826
(BEES) (BEES) (9352 (Bt (GARRIBLER DY) ] (BiZRE]
L » I/0.I/N) -Group 1/Group 2:0.05 mg/kg -Group 1/Group 2:0.2 mg/kg
¥ TERME 1H2m 182
(1D B3 X130.1 mg/kg 1H2[E -Group 3:0.15 mg/kg 1H2E& L.
dde i) Cohort) | ) -Group 3:0.05 mg/kg 1828 | | HEBHICIRIE-TBA.
Group 3 LAk LLak (20.075 mg/kg 162 0.2 mg/kg 1H2EE TS
(E#®1»A~THK®) [ 0.4mg/kg 1.6 mg/kg X130.075 mg/kg 18 -2 mg/kg 1H2EFTHRE
(BEEES) (EEE5)
: g | %Vist101, 201, 40108 ICACERRE R #36B MBI > T4y a7 IR }
.1 #ERE[ICohort1X(ICohort2Md, X [$Cohort1& U Cohort2Mm A THRERERS |
‘ | RRIBTENTER (RAEDEERS) !
E2ZIN(4
ETEFMER EZDER

FEHEIER : Global rank endpoint (IREERYSEEIRIER)

Global rank endpoint*'@Mann-WhitneytE=#EE (95%Cl) (£0.5244(0.4665, 0.5817) “2THWREHENLBZEEZE (3536
sniah -z (MfAlp=0.4238. BRIWilcoxonlBAIFIEE) .

Global rank endpoint(FAS)

IVLAMEE IF57VILE Mann-Whitneyfgs Mann-WhitneyZvX pi&>®
(n) (n) HEE1E (95%C1) (95%Cl) (FafaN)
0.5244 0.9069

e 187 188 (0.4665.0.5817)9 |  (0.7191.1.1438) | 04238

Group 1 109 " 0.5251 0.9045 _
(6mE~181% ki) (0.4500.0.5990) (0.6687.1.2233)

Group 2a 47 38 0.5019 0.9926 _
(2%~ 65 i) (0.3820.0.6210) (0.6091.1.6175)

Group 3a 31 39 0.5496 0.8195 B
(£#1nB~2EkE) (0.4150,0.6780) (0.4755,1.4122)

a) BRIWilcoxonlBIFI&E (5> 4 LMEBDIEEE#RR T IL—7 [Group 1: 6/ ~18kk k. Group 2a: 28~ 6K k. Group 3a: £ ®1AB~2%
kil RUNYHA/RosstEgES 48 (I/1E., I/NE) #BVWTCERME)  b) MAIBEEKES% o) KEBOMann-Whitney R EEDEH 11D
MELTEELE, EBDOMann-WhitneylEER#EFEMEIE. TOLARNERVIF S TIVILENSIZT DY LTIV I UREEE. TVLANEDOAD
IFSTIVINBLVEGERIRIFCHIMRIC. TVLANERVIFT ST IIIEOGERARUTHIERDT/2EMATEDEFEELL.

%1 I BETBDARYNIAEBOMIZIUET Y RRA Y MNIEZERCIVE—DEEZAVTEZYETINEIDHIEINS,

2 OaEMRE. 2AKECH T BMann-WhitneyiER#EE T, ZEDMann-WhitneyEREFBOEHFITOMELTERLE. EBD

Mann-WhitneyER#EEE(E. TVLANBERUIFSTVILENGIEGT DOV TUD I URBAE. TVLARNEOANTIF ST IILEELY

EEBRNRIFCHIMERIC. IVLANERUIFSTVIIEDOGRNELC THIBED/2EMATEDEERLE.

Global rank endpoint®R:iR

S S5 I 3 IFRETBIANRYNIABOMIZLIZI Y RRA Y MNHERER(ICKY
TRunhF It A F—OREEAVTHYT BABAIHHESME,
%4 CategorylXIF2MARY MREIRU A S TR E [CDWVT! IBMAL

Category 13 19(10.16) 30(15.96) HHZ:IT’%@%Hj‘g“fﬁ'.:E&)J\éZi@E%G)l;YHA/Ross#EﬁE’ﬁiﬁs PGIS

53 RUPedsQLRIT7 DX BHEICLOCF&Z AU,

Category 2 18(9.63) 9(4.79) CategoryTERED IRV NEF I 2HEEE. ZDCategoryR

Category 3- TIEDOHAVhENTZ,

Category 5-LOCF*4 ZEERAERETD(CCategoryl DAY MIKIRE I (CHEEZ BIE
Category 3 20(10.70) 15 (7.98) Ul BRE G RREERIBCEIVARMNERRZHTELT
Category 4 45(24.06) 57(30.32) Categoryl LNz, S .
Category 5 85 (4545) 77 (4096) Categ_oryW)'f/\/ FE%%IEﬁg_(L_%,mK@\W% (USM) O{EJE’&

ZFCEABZERIELUEGFCategoryl DAY NEFHR S BT,

USMOREZRIFTTERBEICDOVTIIEBRR TROFFMe L.

4)HER: ERRARE/MAEER (B23 195 5. PANORAMA-HF, CTD2.7.6.4.1.1)[20230144 ] [AGREFTEE 1]



FEDRBEOFREREHRELEIVLAMNOE /IR DO

RE1% (SAF)

HEESRORRXK(E. T L ANEE88.8%(166/1874l). TF+>7JJLEE87.8% (165/188%) TH-71=.
FREESER (BB TREAXRNMOBUL)F. IV L ANETRARUVU ERERER20.9% (3941) . 1%
19.3% (3641). IBMt18.2% (344). EIREEX15.5% (2961) . OLOAE£14.4% (2761) . THI13.4% (2541) .
EEHFOROEMER12.3% (2361). 58%E11.8% (2261) . %&3510.2% (1941) . TFSTUILEET
IBt21.3% (404) . X#20.2% (3841) . E5ERER18.6% (3561). F#18.1% (3441) . LAE14.4%
(2761) . THI12.2% (2341)  {EME11.7% (2241) . 585 10.6% (204)) TH 1=,

BEELEEERORAREF. TV L AMEF36.9% (69/18761). TF+57JILEE33.0% (62/18841) T
Holeo ERBR (B THREXRN2%UL)F. I VLZANET. 0FE12.8% (2441) . FiR R UIEH
£2.7% (561) S-oMELFEROEMME. 2, EREREER2.1% (46)). TFSTVILETE. 072
12.2% (2361) . AR VIR, OfFIE, REORE, EEFEER2.1% (46)) THo .

BERIFCESTETHEEEROXKBRE. TVLAMNE11.2%(21/18768) . TFS5TVILEE11.2%
(21/188%l) TH-olco TRBR (BB TRIBERABUL) (F. TV L ZANETOFRE3.7% (76]). S-mit
DARERCMELERT1.1%(26]). TFHSTUILETIE. DFL5.9% (114]) TH- 1=,

TG, T L ANEE4.3% (8/18761). TFHS571JILEE6.4% (12/1884) [CHRES Nz, TV RKRAUM
HERER(CLBMITHECE DS OMEREAMEINZEEII Y LANETIEZ3.7% (7/187681) . TF5
TUIILBETIE5.9% (11/188%) THoTz. DIMEFRDARIE. T L ARETES>MEOLRE3IM. ORME
23y o2 BBICEEIERINTIBBREORATERVRERICEENHRIN TR L2480
KBDEAFRZNG, TFZTVILETIEIORES 3vI46] REBCEENERINTIRBREDEAT
36, #HELOMET2H]. S>MELARERUREBICEEDEEINTIBREL L2485 REDEAT
BB THoTz, BAHRICEODMEFRQFI VL ANERVIFSTIILETE0.5%(16)) THY, T L ANEF
TREMEE. IT757)IILBETRERRLTH- I,

IF57VILDNREBECTEANDES AR ARTHS.

IYLZRM

[4. $hEEXR (IR (R#E) 1<8e50mg-100mg-200mgy/h/R  BHELF2GiKE/NRA12.5mg-31.25mg) B LR L

[5. SEEX (TR ICRHET B3 E (k%) ] (ONROBRLTRR)

5.3 ARG EHEFICT > OF T VEBBRBERX 3724 T VIRBHRENEZIREINTVZHERFZNSOEAHNSTVER, HEINTVRWVESEE
BEOREEZBRBRUIHSFKFIEEEICERSTZ2 L, [2.2.8.1.17.1.3 BE]

5.4 NROBECTEOBRICHIBARRURREZS L. (EBREE OEOABRURKARCHEZANSNIZEE DT R (BREEL OREORE. oAk, INEH
MEE) %2+ (CEREUZEMOE LT, AFIORSNEY LI NZEE CHUTERZERIZ 2L, [17.1.3 28]

[6. BiERUHZE (k¥ ] (IBELFRE)
BETRALEDONREE HIERNILNILFILI YV ELTTROESVRECIKURBAZER 1H2ERO1KX 579 3. BREHNROHONZHEE. 2~4BEO
MR CRENICEZAEXTEET S, 4b. REECRUGEARRET 3.

MNRICHTZRAER(1EHREE)

9.7.1 BHARKER. HAEREMREVBERFARIEML TLEWL, [17.1.3 2R]

*E Rt S F1HEAE F2WEAE BiZAHE
40kgXki 0.8mg/kg 1.6mg/kg 2.3mg/kg 3.1mg/kg
40kgA _E50kg it 0.8mg/kg 50mg 100mg 150mg
50kgBl E 50mg 100mg 150mg 200mg
[9. FENERZHIZEBEICHIZER (ki) ]
9.7 NRF
EELFR

40

4)3puER): ERHFEST/ IEE5 (823 1955, PANORAMA-HF, CTD2.7.6.4.1.1)[202301 44 [AREHEER ]




HRECLDIEREELRBROEZ. FBAENSBFEAEITH T TEELILKRTY,
NRORERUAERP.4-522R LTS,

HE FtRFAE F1HERE F2HIEHE BiERE
(kg) ®’E5E BERE ®’5E BERE ®’5E BERE ®’E5E HERE
(mg) (mL) (mg) (mL) (mg) (mL) (mg) (mL)
8 6.4 1.6 12.8 3.2 18.4 4.6 24.8 6.2
9 7.2 1.8 14.4 3.6 20.7 5.2 27.9 7.0
10 8.0 2.0 16.0 4.0 23.0 5.8 31.0 7.8
1 8.8 2.2 17.6 4.4 25.3 6.3 34.1 8.5

{183 %8;

FREZEOBER(4 mg/mL) DRE5E (7TH7) EREROOX (10 MLIEELU L) z2ZBULLRAREEE.
RIBAENCHERAEI T I TEHLELERTY.

hE FitREE S1EERE S2HEHE BiERE
(kg) 7B% | BMEE | 7S | ANAE | 789 | BREE | 7AY | ARAE
(mL) (mL) (mL) (mL) (mL) (mL) (mL) (mL)
8 224 50 44.8 75 64.4 75 86.8 100
9 25.2 50 50.4 75 72.8 100 98.0 125
10 28.0 50 56.0 75 81.2 100 109.2 125
11 30.8 50 61.6 75 88.2 100 119.0 150

AR ICEATZIREICI S TRERDBEANONEENRLBVETY, READNEZZ R THRBFEZRAMLUTZEL,

AREE 2

(mL) (T L2 ME100 mg)
50 2

75 3

100 4

125 5

150 6

200 8

11
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CHRECEDIEREEICOVTHTEIETROER LA Z . VEKRSEHNCBREAEXTH T TS

LERTY,

CHFEA0 kgl EDEF BB 1HIBEAEH SERATODREEARETT .
CINRORERUVAEIP.4-528RUTLKTIES,

HARE 2kgRBOBE DRIGAE [CIIFEH THRUERERZRES LKLV,

hE REtaF R E1WERE EowiEmE BiERE
k9) " hrpomELE  HTELOBEER | HATEIOEELH  HTELOBEER
9
10 X -
11
12
D x1 o EED
13
14 ) X1 e ) X2
15 &I x1 o B
16
S x1 o B2
17
18
) X1 el X1
19
20 ) X1 el X1
21 ) X1 oD X1
22 N .
Gl X1 waw ) X3
23
24 _ _
&I x2 o
25
26 ™
& x2 2
27 -l X1
-
28 &I x2 2
oD X1
o BRI
29 &I x2 s
oD X1




FERICHITDIRT ITILRAFDEEFICOVWTUTOLSICRRELTVET,

o TULAMRSE e TULARNRSE . IVLANME - IVLANE
D /J\L‘?.FH12.£\">L mg 2w /J\L%Fﬁ31.él5 mg —2 50 mg - 100 mg
i BItRF & 1 HEmE H2umE HiEAE
k9 poeiomELE  HTELOEELS HTLLOBELE A TELOEEEH
30
™ B T |
31
32
B x2 v XA
33
34 o ) X2 o
D x2 ”9; |
35 o
) X2 o
36 el X1 o .
el X1 e
- e ) X2 e o
37 el X1 -+ :
el X1 o
38 e
ol X1 ool X2 _
39 o
40
41 ol X1
42
43 e
44 e —
45 (Rl =) x4) o
46 D X3 e
47
48
49

43
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187 EEFERADOIHDEERITEMDIERN

IYLAMEDBEELGERDIHIC, BEADRATME ZFHSLIESL,

IVLANZHR/EITZBEORBEOAICH U KEFICIVLAMNDHFHAPEZEEFLCOVWTTSIC
HAL. BEHNEBBULECLZHBELLSATREZRBLTKETV. BEEADOHRAKRITELEMZ

SHERLSTET W,

1B LTFE

IVLAPERASNZEBETABLUTRHENAA

TIOR8
FUSHTHAT R e

EfE - AIRAFAFREFRARR BREART
B IREAFRE L

) NOVARTIS

» Olsuka

TLAKs:
FUSHTHAR

BERTIAY: FE BRERUELHRE TP
HesE [RE Bk
RIAFERE Y5 —ATRR
FrAE-517- 28972+ [RE &3%E

U, NOVARTIS

e Ofsuka

IVLZR I\’Eﬂli‘ﬁﬁéh%%\%‘éhﬁ;zf:‘ﬁﬁid)ﬁ/\
ILARNEE (FUHTHAL RARE
(ft#%: A5¥). 16P)

IVLAMN BB CRIEFHEESKEDAAN )
IV LA MaEE BIRER/DNRA FUSHTHAL Rpe
(f£#%: A5%1. 16P)
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Hk 20254F 9 HEET (55 9 ) BAEZEEFR M EES
% 20244F 5 HlZT (55 8 ) 872149, 87219
e e 2 ARG/ NE AR SE/NE
$E50mg $£100mg $£200mg 12.5mg 31.95mg
ASEE  [30200AMX00504000|30200AMX00502000 | 30200 AMX 00503000 | 30600 AMX 00113000 | 30600 AMX 00114000
bl 20204F 8 H 20204F 8 H 20204F 8 H % 20244F 5 H % 20244E 5 H

Bk SR AT
BREE  3F )
34 ChrtREENE )

VIsE /e S

ToOFTOIBRERTISA4 U BHEZE (ARNI)
BOE MNVILNIVHILA > F MY LKkFN)SEE]

T _/LAKN4%50mg
T /LAKN5100mg
T _/LAKN%200mg
T /LANfiskseN 2 H12.5mg
T/ LAN#ikse)0 2 H 31.25mg

Entresto’ Tablets
Entresto’ Granules

) FEE—EMEOLSEILYHENT AL

> NOVARTIS

by =1

S

2.

(ROBHEIIBRELENIE)

2.1 FH) O KAk U EOE O BRI O & % BE

227 0Tk T oy vERBRAESR (T T, A
IFTYNVIEERE, =TTV~ A VR, T b
TN, FFTYNVIERRE, I T VK. TE
H TN NVIERE, 77 7)) VIRERIE.
NFETYINVIRERER, ) T vIvT7I v, Uy
7 T)IVHKHY) RS HOBEE, HDHVIEERG ke
536 LI EE [5.1. 5.3, 8.1, 10.1 1]

2.3 MEMFEOMAEROSH28E (7Y 7ro 01

N RTTYIN,

T LA ME
200mg

18427
NPAVIZ DI A
MU A KT
226.206mg (2
<0 RV AYI 517
¥ v k& L T
200mg : Y7 €k
V97 . 2mg K Y
NV v F
102.8mglZAH2)

tro—2x, v F
i Sy v i 4
LHa—A, Y HA
KERY, ATT
N UEER T AT
rAWE. e a R
0—A, RS
vy a—)v,
mitFrs >, ==
feAlek. FRibsk

sk
ZEREREREIET ¥ V4 7 v ¥ ERBERILEIEIC X
LI EVEFIE ., SR s, R R I 1 v
FESSMEIMAE R ESE) [11.1.1 8]

2.4 7Y AX LY I IVERE T SR oMRBRE (7272
L. MoBEEEZT>TH ABIMED T > o — )L
FLLAABROBEZZKR ) [10.1 =]

5 EEOFKAER®E (Child-Pugh/#C) o 5 EE

[9.3.1 ]

2.6 MR L T A RO B A ik [9.5 B
3.1 fHRL
. LA ME VLA M

e 50mg 100mg
1827 € by |1gERH 2 by
WSV VY »F VNV VY v F
MU AKIY M) A KEY
56.551mg (¥ #(113.103mg (¥~

e <RI ZPAY 2 I 2R < NI VA VI 270 2

e T R
50mg : %27 ¥ M100mg: 27 ¥ b
Vv24 . 3mg MKk O )48 . 6mg Kk Y
VARDIZ05 ) | R SNV DA VAR ) D VR A
25.7mglIHH4)  |51.4mglIAH)
Lo —A, b FlEla—2a, b F
[nE A A RIS s Ay s R
VO—A, ZJOA|VH—A, 7 TR
RERFY, AFT|RKEFY, AF77
DN S SRR IV /i NV

I PN SIZZNE /NP 272N | 7/
FAfE, e 7O X | AR, S a R
O—2, KJrF|lo—2, K)J L5
vryrZya—= ) |\ Ly r7)a—),
mBibF% . =\ ibrsy v, =2
ik, ERfbek | ERMkEk

RB R

Wie s

I LA MkEE R
12.5mg

I LA MRCREENE
31.25mg

AR

77 VRIS VE Y 2 E
MWV LVEY V)Y
Y7 AOKFI14.136mg (2
<R DIPAYIE AV
Tl12.5mg: %27 M)V
6.1mgl /N V)L F v
6.4mgl2 A1)

717 VI SR LA S Y
NI ZAVIZ 072 AV sl N
v L IKHIW35.340mg (AR~
YNV Ly kL
T31.25mg: %7 MYV
15.18mg MK /3 )vr v & >~
16.07mgl2AH2Y4)

NI

tro—2, e Faxy 7
o¥LELO—RA, ATFT
DINY A A NN S
7R AW, TI )T
VE XY 71) L— MEE
ERE. ATT) V. T
VOVEREET R ) A

tra—2ZA, v Faxy 7/
ol lra—2A, A7F7
DINE S SRV INNEE BV
7. ERTAB. TI)T
VEV ALY 7)) L— pIETE
HBHRE. A7 T) VR T
VOV S R ) T A

3.2 EHE DMK

- LA M T2 LA M YL M
e 50mg 100mg 200mg
FERACOBME | MEAOHEHED| ) TWikEHEB O
PR DT A NAT—|EMAYDOT A VPO 7 4V L4
TA VT ANIA—=TA VT |TA—T 4 ¥ T§E
Apla—F OLL NVR L11
EASIZ
( ) ( ) \ |
£ 13.1mm Ff£ 1 13.1mm 1% 15.1lmm
Jxx (%) JH#% 0 5.2mm JH4E 0 5.2mm 4% 0 6.0mm
" JEX 0 3.6mm JEX 3. 7mm JEX 15 .4mm
Bl 0 0.208g Bt 1 0.208g B 0 0.412¢g
Wi T v LA MRIREENEH T2 LA MRS NEH
= 12.5mg 31.25mg
Pegk F1 0~ 1 40 o0 P O /B 1~ 1 8 0 o0 P o /L
5 TANANI=FT AV T8E | TANVAT—T 1 Y TER
04 (I 7 NVRIEZRZOHM(10 (7 TRV EIEROE M
aa— g [T THIZER) ¥y v THICFER)
! NVR (# 72 )VEIELG O (NVR (4 71 )V R85 0
EER T 1 FICFR) B AR T 1 I FR)
e % 2.0mm A 2.0mm

JE& 1 2. 2mm

JE£& 1 2.2mm




4. HEEXIIHRE
(8850mg - 100mg - 200mg)
BA
B oFRe
=720, BHOTREOEENLAEEZ T TV IEEICRS,
N
B oFRe
(#£100mg - 200mg)
= IMEE
iR/ 2 F12.5mg - 31.25mg)
B oFRe

5. RHEEIIHRICEHET 2=

(R ADEMLFRE)

5.1 BFNE, 7o VX Ty v ERBRENER LT VT
Uy IEFEERE, S B TS T AL, [2.2,
8.1, 17.1.1, 17.1.2 ]

5.2 [HERAE] OEOWNEZHHL ., BIREBICHAANS
N-BEHEOT R (AraE. AR, TS =1
SIS LT, #IsEEEBEINT L2 L, [17.1.1,
17.1.2 2]

(NROEMHOTRE)
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WET %o

WHE. DRUEO/RNRIZIE, 27 RNV Ly vk L
TTEROEBYVREIIS CAFBEAEZ IH2MROES T 5,
BEMEDRD SN LA T, 2~43E [ o [ FE CTE Ry Y 12 H A
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MEOWTR

e

&7 ) 7 Al

IE A I AS LA O
< U LA E 105 ARG - 70mmHg+2 ¥ 4E i
- 10 LA E - 90mmHg
357 1) 7 24l 5.4mEq/LLLF
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Bt Tws, [11.1.2, 11.1.5 2E]

9.3 FFipEEERE

(GhBEHE)

9.3.1 EEDOIH#EEEE (Child-Pugh%$EC) D& 3 HEE
B LrnwZl, EEONEEREDD L EE TEAKIOI
FRES AT L2BENMW0H D . BUREB TR S Tn
%o [2.5 28]

(B OARE)

9.3.2 FEEDFHEEREE (Child-Pugh%f8B) D& % 8E
RAEG- O EmEIHE L, #5935 25412 3E.
HEH T AMEROEREESOREORELY T5IBIE L 2N
LG5 TL L. REOMHPEES AT L2BEN0H 5,
[7.1. 16.6.2 K]

(& MEEE)

9.3.3 hEEDIFHEEEE (Child-Pugh948B) D& % E&E
KA G-OWH A EEIHWT L, #5355 13 mE s )
T AMEN BRSO BREORELY T ICBE L = bk
TLZ L, BHELLHBETAZE2EETLI L, KHO
MiEER RS 2 BZ2N00H 5, [16.6.2 B8]

9.4 £JEREEH T 2E

9.4.1 HIRY 2 FTREM D & 5 &t

HIRL CTWA I EDMRENT T I 7 v 2 Vg
EEV T o OF T vy NSRS AR L. B -
FrERAOEE (FA4f, HE - § - BoBEARLE, BT
) RO LNIHIATHRE SN TV B,
KA OGN b REBEOFEE D ZE L TRARG0
PEEVE R E KT L, R RO AR EE R Bl S b
HENDGEI OGS L8, T, HGDPUELRY
BIITROTEERHICEET 22 L, [9.5 BR]
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ELWRMEOWEI12IE, BETMEAIC L, #e ER
Ol @%m&%fkﬁw&mﬁ%ﬁ5:

B, sacubltrllatE‘LU\/\)lzﬁ‘)l/§7 MABIIE &‘;EIJ:O)%
L MBI L > THRETE RV, [16.3 2]

14. BREDZE

14.1 EZFARFOER

(Rrkge/ R A
PTPY— bW L THRAIL 2V &,

14.2 FEIZFEFOEFE

(BHFH3E)

14.2.1 PTPREOFHXIIPTPY — F 2 5H Y L TIRMT 2
IofES L L, PTPY — F#ERICE Y, FHRVEMED
ﬁﬁ%%ﬁ«ﬁkt WIZIZZRLE B L CHERA RS0 E

ERATEE T LI DD 5,

<ﬁ&ﬁ¢ )

14.2.2 LV OMH i ToeEd 5 2 L,
< FUIREE DI G IER S N K 0o H 72 VR

BEPTPY — F 2S5 T 2 &,

CHERFIZH TR NVEIFRT LR FE TN L,

RLIREEER B T RVRIERED S B, B CRUIRSE
ANEBH12 5mg) d e ChokeE/NE 31 .25me) @
Xy 7hLICUCEEICHETLZ L,

=



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

S EE ST
A =%

%

Cmax
(ng/mL)
Tmax* (h)

AUCinf

400mg

INHIVE
3,980+
1,390

1.5
(1.0~3.0)
22,200 =

SNV B
7,400 +
1,490

2.0
(1.5~4.0)
42,900 =
11,200
12.6+2.61

sacubitrilat
16,200+
3,160

3.0
(1.5~6.0)
138,000 =
26,800
12.1+0.608

sacubitrilat
8,480+
1,540

2.0
(1.5~3.0)
71,800 =
(ng - h/mL) |13,100 6,670
T1/2 (h) 13.4+0.975 |18.9+7.36

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

48
51 (h)

0 12 24 36 60 72 84

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

24

36

18 60 9%
e 555 (h)

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

BB B T2 2 € R YL L L & > 200me X 13400mg & 4

[EFETH% S L 72 & & Dsacubitrilat 2 073NV )V & > oI5 i Fg

R (ZElEiE) (Pl + BER2E. n=8)

12 72 84

(2) NREBHOAEEZICHZE N VLIV Y~ (0.8mg/kg
XiE3.1mg/kg) & BEHES- L7z & & sacubitrilat & 7 V)L
W% OCmax K WAUCIEH G- =126 UCHmL . X412 &

DORERZETBO LN D729 GHEADT— %),

DU

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+

E§ (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 e b AR PR A R
97% K O FI94%TH 1 . ERAEE
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,

TZENENH
EHEIWFNL TV T I VT



16.6 HENTEE2H I 2EE

16.6.1 BipeEERE
BEIHEEOFRERELE BE: 2L T7F 202077
¥ AHB0mL/minkl_E8OmL/min A F, & s Ly F v s
7 F ¥ AH30mL/min L E50mL/minAiii) 1297 ¥ R U LN )L
WV E 2 400mg™ & ARG Lz &, EWIREIIBWT
sacubitrilat®Cmax L NAUCIZ R AN D Z 121491 .5~1.66%
T U2 1~2. 206 TH > 720 7NV Y » DCmaxiZ R A &
WFIZFAFREE CTH > 7225, AUCIHER A D1 .0~1.4f5Tdh > 72,
RIEOFERERESRE (7L T7F=02 1) 7 F > ZH30mL/min
K AZHZ ¥ RNV F VS L 400metY F ARG L 72
L&, ERIREEIZ BV Tsacubitrilat® Cmax . NAUCIZfEEHE R A
DENTNHIL 65RO TR CThH o720 NIV VT » DCmax
K S AUCIHERER A O 2 20, 95 R %91 . 315 T - 729
MEADT—%), [9.2.1-9.2.4 ZHE]

16.6.2 FFipefEERE
BRI S O TR RE R B (Child-Pugh A XIEB) 12
b7 ERNY VNV Y 200mgr HERE KRG Lz &,
sacubitrilat?® Cmax (3 F A & (ZIZFEEE TH - 7245, AUCIE
fERER AN D#I1.5~1.9fTdH > 720 /NP IV Y ¥ OCmaxidfEHE
BN EZIFFABETH > 72h5 AUCITEER A O .2~2. 15T
Hot¥ HHEADT—%), [9.3.2, 9.3.3 K]

16.6.3 S
6o LA E D E 2 7 ¥ R ) LN L LS 2 400mg™t % HL AR
5 L7- & &, sacubitrilat®CmaxZIEE#iE & (T ITRFEE T
Ho7zh. AUCIERL AR TH o720 2NV H IV Y ¥ OCmax K
AUCIHWFR G &S O N2 N1 2B R 01 .3 THh -
728 WHEIAD T — %), [9.8.1, 9.8.2 ZE]

16.7 EMHEEIEA

16.7.1 7 MIVISZAZF>
RN (28%1) 12, H 27 € R )NV Ly 2 200mga 1 H 200
(. &) "7 MVNZAYF 2 80megx1H1E (#]) T5HH D]
FORMEMARORG Lz &, 7 FMUNR S F 2 ROZ O
KW OCmax & AUCtauld N2 N1 . 7~2. 15 R O1. 2~
1.3f%127% 5 725 Sacubitrilat x NV v & » O I BEHEEIZ R &
BEAIA LN 5720 HEADT—%), [10.2 Z#]

16.7.2 In vitroi58
SacubitrilatifOAT3OHEETH V) . /NVH )Ly Y IZOATIR T
MRP2OEE TH 5 Z LIRS NI,

16.8 Z D1tk
TR A ARHI AT VL & BRI 2 B G L 728 &
PNV G Y O EIEEINT A= F IETTERDEBY THo 751012,

NV E Y DB EIREIST A — %

NV OV BIEL |Cmax AUCinf

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

D B OARICBIT 2 RFOKRR SN HE R CHE Y 2
E YNV g vl LTl AR200mgE L H 2B TdH % .

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

17. ERPRRRIE

17.1 BMERCRLM(CET 255

(B 0RE)

17.1.1 B4 E 485888 (PARADIGM-HF#E) (BA)
TYIAT Y v ERBRNERE LT v VAT v v I EE
TR 2 S B R &I BT A ARG T O /e S ER
(LVEF) »M&TF L7224 E AEE.O0A % (HFrEF) BHT
[NYHAUCHERE ST ~ IVEE. LVEF35%LLF GGUBRRRIGT:. 40%
ITF X ZH)] 84426 % xf i, 7V F 7 v v EMEEFE IR
EIVNET v VT vy WZHEREPESE» S R F 2T 5 7
DVAZE) ) Rz TS L, A ar T BRI R A ML 5 Stk Sk

_7-

W, 7> & 2 HEWGATEH MRS L i L 72, FE3ES
BEHICIZ, =77 7)) Vi0mg (AHEEIEEH D 55 135mg
25) TH2[™ | AKF100mg 1H2[A. 200mg 1H 2[R % IHIZ ki
1AM FE- L. 7 v 7 afbte, —HEERGENCEEER= (K
#1200mg 1H2MEX1Z 2+ 5 7)) )v10mg 1H2[E) %45 L7z, H
BHEICN L TCEAETR WA IIHEMRE (RAIE503213100mg
1H2ME, =55 7 vid2 531E5mg 1H2[A) Xix—EFr k% n]
&L AR R i K= 2 kS L7z, ZEERGHED
IZBUT LGOS HIM (hgfl) A4 40 B, =+ 7
T IVEE23.50 HTdh o7z,

FEFHHE & LA T Y FRA b CLIEE UL LA A2
LAWEARE) 13, FTEOLBY) THolz,

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

41876 4212f5 A

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

tUNH = NIRRT DIS%IEHEIX T, $ 50 & Ml & FER R E 55
CoxHLBINT — FETF IV CTHeE L 720
i p<0.0001s Zeds, $GHE L I FERSR & D CoxbflNF — K
EFIVCHEE LA MIpETd 0 o 3 BT ICH D M TH Rz
Hk#E (Bl a=0.001) (25 <,

CEEWIEBH OB ERSE BB X, AHIBET21.65% (910/4203
Bl). TF 57 ) VEET23.08% (976/422961) TH - 720 F72E
PERNRIE (ARAEEL0.23%. =+ 5 7)) )V#E6.93%. LLTH
ME) . w50 AE (4.59%. 5.60%) . BHEREREE (2.78%.
4.23%) THho72Y, [5.1. 5.2, 7.1 ]

D TrIOAT Y UBREBRAEELET oA T v 0T
ZERREPEIR R A B DL LG ST 2 BEATHLANT R
LEnsz,

OFEBEERILE 283 5 SUZIGHFE T IIE 25100mmHg A i
DHEF . @eGFRA®B0mL/min/1. 73m?#iii 0 2. @I 7
)7 2D . 2mmol/L (mEq/L) %z A BEIEmR S,
ENTEEEN/2TF T 7)) Vo R O HEIE5~10mg %
LH1ETH 5

17.1.2 EINE M4E:458 (PARALLEL-HF&E) (BA)

TV T Y VEWBRIAERE LT VAT v W

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

72 AARNEMOA S (HFEF) BE™ (NYHACHERES ST ~ 1V

JE. LVEF35%LLT) 2258 % 512, 7 ¥ ¥4 7 » ¥ v BHaiESR

FESRIT T > V4 7 ¥ v v T RERRED S RHI Lz = F 5

TV D B2 TS L. P RUENRE T 2 S ik

. T 27 2L EEMIGAT R LGB = 90t L 72 FE3EdR

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

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

ol % 4B G- AEMS R 2861 HER R (K#)1200mg 1

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

L CHE TR WA AR (RFIE503013100mg 1H 2[0],

IF 5732 5 1E5mg 1H2[) Xiz—#flrzme L, 2

DS B e i K = & ke 5 L7z, —EHERGHEMICB 5

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

31.2n HCTH -7z,

FEFHMIAE & LG Y FRA U b COBIEE L OA A

L AWM AR . AFIEE (11160) 03061 (27.03%). =+ 77

YOVEE (11261) @2861 (25.00%) IZ#E0 7z, BIAT Y KR

AV MEBROTF T 7 ) VEISHT 2 KHF O N — NI (95%

EIEKRT) *131.0881 (0.6501, 1.8212) TdH o720 B, AuER

ENY— PO mHfEEMEAIRME 256 2 L OMEREEY E7-5HK

EL. BAEEMERTLAEMEIZL TRV,

PN = PR U Z OB%EFX L, 5K OREHIRTTh 5
A7) == RO MEET M) AFRAR T T RN
757 A+ (NT-proBNP) (<1600pg/mL. >1600pg/mL) %
RN F & 9 5 Cox LB N — RETIVTHEE L 720

2)

1:3)



CHEEBGEREM OBIERSEBUEE L. AHIHET51.35% (57/111

Bl). TFF 7 )IVEET3L.25% (35/11261) TH o7z, EREIE

JRIME CRAFIELT . 12%. =55 7V VEE4 . 46%. LT REE)

B Y AE (7.21%. 7.14%) . BHEREREE (6.31%. 7.14%)

Tho72", [6.1. 5.2, 7.1, 7.2 &)

H4) TV T Y VERBRNEEET VAT v v T
ZERFEPIEE 2 G DL RS ST b BEAHLAILT RE
LaEhiz,

1#5) OIEBEMEMIE 2 /A9 4 AZBUFEHIE A3100mmHg A i
D FEE. @eGFRA30mL/min/1.73m* kil 0 B, GIILFE 7
) %7 5255, 2mmol/L (mEq/L) %z % BEEBRIN Sz,

7#6) ENTERINTF 57 Vo Mgk OHZEIF5~10mg%
1H1AITH %,

17.1.3 EEERZE I/ D (PANORAMA-HFHER. —E5HK

) (MR

Fe S WGHERERERE 12 & 2 /NE B OAR B E (&L y H~185%

Hii) 3776 (HARAN2B % &) ARSIC, KEDUETF 57

VOV R EIEHEG L, BR A XY M ER. BEREIRIE L OQOLICH

S EAFEEE (Global rank endpoint™) #HW T+ 5 71

WAZxE S 2 RFN O IR 7 A $E % W3 5 Zliak b, 5> %

LA EEMOGATREM BB L 7 CRAIEELSTH), =

T 7V IVEELSSH) o AA AL S I HEERE O F 2 AR RIL, $F

S OE (RFIRE34.22%. =5 7)) V#E32.98%. LUF A

FIEVEGHE (15.51%. 15.96%) . JeRMEGEREA (11.23%.

15.43%) . Lhde (10.70%. 14.89%) TH o7z, 7z, HilHHE

ELT, TyVA Ty YERBERIEEL I T AT v

T Z BRI G SN TV BEE & IEAKTE2.0%, =T

T 7 ) V93 1%, G- SN T Wb o 72 BEHEEIIARHIEES 0%,

IF T T ) VEG6.9%TH o720 A (0.8~3. 1mg/kg, XiX50~

200mg) XixTF 7 7))V (0.05~0.2mg/kg. Xi¥2.5~10mg)

Z1H2A™ 0 ZAMEII U CR2:EM MR THEHE (=P

O ARHE) OB L., 52WMES L7z, HEH S EiH

I L CEAE TR WAL T~ 2T e L, 28

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

INEW) BEL T T TV IVICKHT B ARFIOBEBAEATR Sz L

HWrd 5 2 & & L7zo Global rank endpoint® TS HFid,. FTED

EBYTHY ., RO F T 7V IVEIIH B EBE I IHGE S

Nrolz,

Global rank endpoint ? fF#HT 5 $

MWP MWO pfiE*
(95%fE X [4]) (95% (R HEX [H) (it 1)
0.52 (0.47, 0.58) 0.907 (0.72, 1.14) 0.424

MWP : Mann-Whitney probability (= - &4 v b = —HfEEMH)
W RHN L BEHREZ TG EO) S RIEIC L D EHRE %
F7234 & ) B (Global rank endpoint T L 72 [ A4 HiE
JEAMR) IRTE & 7% B RO EME, KRR TILT ¥ & A Lk
OFfR 7 NV —7 (6L 18 AR 2 LA Lo ARG, Akl
AL 25 ki) & O'NYHA/Rosshfesrdd (79 A1/, 7 7
ZM/NV) #BEHHRT& L-ZEBOMWPONMER & L CERL.

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)

CTEHERE G EREBR A STk LR 1, RBIEED RS
NIEHEAXRY MEHHELTHTI) NG HENE, 72720, 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,
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TERE S AE P EEE O H AR N AT P 7 I B 116160 (G 72 12 i
JEE & B & 72 B30, mIEREOBE 2 A 3 2 HH1158
FIH0) Z RS2, ARFI200mg. 400mg. Xix AV A H )L & 2 20mg
G L. BRI BET T 5 S sk, 7 v ¥ AL EEK
WATHER Il ak R 2 e L 720 T > ¥ oMb, —EEWEEE T
1EAFK]200mg 1H 1A, $§1 400mg 1H1H (AR#I200mg 1H 1% 1
WP G-%12400mgl &) XA v A v »20mg 1H1E %8
BT L7z,
TEEHBI E & L 785838 (LOCF*) o P34 AL R I# i il
DR=AF A HhbOEE (R/hTf VoM (BERE)) (&
AHI200mghET-18.21 (0.702) mmHg. )V A5 ¥ 20mght
T-13.20 (0.700) mmHgTdH - 72 AKHI200mght & 4V A v
y »20mglE OB 2= (/b o FIgH (BHEHRAE)) 13-5.01
(0.991) mmHgTH Y, KH200mght TOF IV AL 5 »20mgic
xF 9 % BRI ASIRRE S 7z,
*LOCF : Last observation carried forward

P 58I DG AN ME DR — A 5 £ ¥ 6 DB LE

Erasniid SEZAATIME  (mmHg)
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B\ ZAURE | 50T ey BT ZEERE ) S5
501 i}
o | g7y |82 | x0.991 | 943 [ | 1B
(OX0R8 | +6.89 | x0.702] (6.0, -3.060)| =9.38 | 0,404, 5L
p<0.001* 376, 0.
A seq | 2018| 8 | s | g | 289
a00mg | (200 | 28| w0003 | 05 BT 00572
(n=385) | =7 T4 g 9 5.005)| TP 406y 08 -1.762)
F IV XA
Voo | 157.6 | -13.20 B 93.8 | -5.91 B
20mg | £6.77 | £0.700 +9.65 | +0.404
(n=389)
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M) 1F. 24EEBIC 72 BT RTORET, 4V AH LY »20mg
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Pe - trEm R (RFf)

s ARFN200mghE  ooo AF400mght  +a-a FIVAYIVF L 20meghE
P 5-8 I OmaSBPOZ b (CFIM) D24RMHIHER
CPIfiE + AR ERE)

RN OBIERFEEME X, AKI200mglET4.7% (18/387#1)
2!—‘%M()Omgﬁé’C4.4% (17/38561) . Je ONF )V A v & ¥ 20mghE T
4.4% (17/38961) TH o7z EREIEAIL. MiztEod Fuvs 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%). =41 7 AMME (0.5%.
0.3%. 0%). RS F v (0%, 0.3%. 0.5%). FBEhED F v
(0.5%. 0%. 0%). Z 9L (0%, 0.5%. 0%) Tdh 721",
[7.5 1]
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180mmHg i D H %
BIEREDEEEHTL2E8E A7) —= v 7oLk
LA O BIEEOR G 22T TB 53, BIEHHG
B I O U6 9 300 B 46 IR D S 3 A8 7 L B I 25 v 9T b
150mmHgl)l F180mmHg Kl DB #H, F2idA 7 ) —=>
JHIGEBDANICETE A L B0, RN GRE
i 0> 3k B 1 o - 35 A i A W1 0= A3 140mmH g BL R
180mmHg il 7> 16 1 BA 463 1R 0D 1 349 41 A7 e 19 111+
25150mmHg Pl _E180mmHg il D &
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J —H12 & Y NEPIHE DR TH 5 sacubitrilat|Z# <0 A 12 45§
ENb, NEPHEE, MEWRER, FRIEH, L=v-7T Y
FT Uy y=TMRATH YR (RAAS) PIHIER. AR
PER, CERHIRIER ., PUAHEALIER . RO T7 v B AT 1 v 50
WHEWER 2B/ 32T 1) 7 AFRARTF FOMERITHEICH ST 5,
NV Y QAT R ERIETUER T, mEDGHE, B )Y
A AR ORRIER, ROVGINE ) £ T v S REICHT S
PHER % b 7253,

18.2 7 U LFIRNTF KR RURAASIZX§ 31EH
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DFRFHERE & I L CHREICHm S 7™,
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AR S e,
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sacubitrilat &z 0NV v 7 BEEE G XD HH S 7z
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GRS A ASN
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T2 TNENT VAT 2=y 7Ty MIHZE RNV ILE »
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18.6.2 EIMEHERISET v MIH 27 E MY NV v s v & 14HH
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18.6.3 Dahl&IEKZ S v MZH 2 € M) WS v s v %14H
MISAEREITHE G- L2 & &, NIV )Ly o % Bl 5. L 725 BR B &
D S EREEER 30 5 h7?),

19. B2 ICEAT 3 IE(EER AR

— xR
7 RYUNVY VS v by AR (Sacubitril
Valsartan Sodium Hydrate)

b4
Monosodium 4-{[(2S,4/R)-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
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(> LR h§E50mg)
100%¢ [10%E (PTP)
(> L X MEE100mg)
1008 [10¢ (PTP) x10]
5008 D, /N7 ]
(T2 LR F§E200mg)
100%¢ [10$¢ (PTP) x10]
5008 [10%¢ (PTP) x50]
(T2 L X Mk R A12.5mg)
77 VRZERE30ME [ S VA E10f8 (PTP) x 3]
(I> L X MhRER/NRA31.25mg)
B 7 VI ZR30ME [ 7 VEZEZR10ME (PTP) %3]
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