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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ENTRESTO safely and effectively. See full prescribing information for
ENTRESTO.

ENTRESTO® (sacubitril and valsartan) tablets, for oral use
Initial U.S. Approval: 2015

WARNING: FETAL TOXICITY
See full prescribing information for complete boxed warning.
e When pregnancy is detected, discontinue ENTRESTO as soon as
possible. (5.1)
e Drugs that act directly on the renin-angiotensin system can cause
injury and death to the developing fetus. (5.1)

INDICATIONS AND USAGE-+------rcemmememmecemnecs

ENTRESTO is a combination of sacubitril, a neprilysin inhibitor, and
valsartan, an angiotensin Il receptor blocker, indicated to reduce the risk of
cardiovascular death and hospitalization for heart failure in patients with
chronic heart failure (NYHA Class 11-1V) and reduced ejection fraction. (1.1)

ENTRESTO is usually administered in conjunction with other heart failure
therapies, in place of an ACE inhibitor or other ARB. (1.1)

e The recommended starting dose of ENTRESTO is 49/51 mg
(sacubitril/valsartan) twice-daily. Double the dose of ENTRESTO after 2 to
4 weeks to the target maintenance dose of 97/103 mg (sacubitril/valsartan)
twice-daily, as tolerated by the patient. (2.1)
o Reduce the starting dose to 24/26 mg (sacubitril/valsartan) twice-daily for:
- patients not currently taking an angiotensin-converting enzyme inhibitor
(ACE:i) or an angiotensin 11 receptor blocker (ARB) or previously taking
a low dose of these agents (2.2)
- patients with severe renal impairment (2.3)
- patients with moderate hepatic impairment (2.4)
Double the dose of ENTRESTO every 2 to 4 weeks to the target
maintenance dose of 97/103 mg (sacubitril/valsartan) twice-daily, as
tolerated by the patient. (2.2, 2.3, 2.4)

o Film-coated tablets (sacubitril/valsartan): 24/26 mg; 49/51 mg; 97/103 mg
(©)
CONTRAINDICATIONS

e Hypersensitivity to any component. (4)

o History of angioedema related to previous ACE inhibitor or ARB therapy.
4

e Concomitant use with ACE inhibitors. (4, 7.1)

o Concomitant use with aliskiren in patients with diabetes. (4, 7.1)

e Observe for signs and symptoms of angioedema and hypotension. (5.2, 5.3)
o Monitor renal function and potassium in susceptible patients. (5.4, 5.5)

ADVERSE REACTIONS

Adverse reactions occurring > 5% are hypotension, hyperkalemia, cough,
dizziness, and renal failure. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Novartis
Pharmaceuticals Corporation at 1-888-669-6682 or FDA at 1-800-FDA-
1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

o Dual blockade of the renin-angiotensin system: Do not use with an ACEi,
do not use with aliskiren in patients with diabetes, and avoid use with an
ARB. (4,7.1)

e Potassium-sparing diuretics: May lead to increased serum potassium. (7.2)

o NSAIDs: May lead to increased risk of renal impairment. (7.3)

e Lithium: Increased risk of lithium toxicity. (7.4)

o Lactation: Breastfeeding or drug should be discontinued. (8.2)
o Severe Hepatic Impairment: Use not recommended. (2.4, 8.6)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 11/2018

FULL PRESCRIBING INFORMATION: CONTENTS*
WARNING: FETAL TOXICITY
1 INDICATIONS AND USAGE
11 Heart Failure
2 DOSAGE AND ADMINISTRATION
2.1 Dosing
22 Dose Adjustment for Patients Not Taking an ACE inhibitor or
ARB or Previously Taking Low Doses of These Agents
2.3 Dose Adjustment for Severe Renal Impairment
24 Dose Adjustment for Hepatic Impairment
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
51 Fetal Toxicity
5.2 Angioedema
5.3 Hypotension
5.4 Impaired Renal Function
55 Hyperkalemia
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Postmarketing Experience
7 DRUG INTERACTIONS
7.1 Dual Blockade of the Renin-Angiotensin-Aldosterone System
7.2 Potassium-Sparing Diuretics

a b~ w

7.3 Nonsteroidal Anti-Inflammatory Drugs (NSAIDs) Including
Selective Cyclooxygenase-2 Inhibitors (COX-2 Inhibitors)
74 Lithium
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Lactation
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Hepatic Impairment
8.7 Renal Impairment
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
121 Mechanism of Action
12.2  Pharmacodynamics
12.3  Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2  Animal Toxicology and/or Pharmacology
14 CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the full prescribing information are not
listed.




FULL PRESCRIBING INFORMATION

WARNING: FETAL TOXICITY
* When pregnancy is detected, discontinue ENTRESTO as soon as possible (5.1)

e Drugs that act directly on the renin-angiotensin system can cause injury and death to the developing fetus (5.1)

1 INDICATIONS AND USAGE
1.1 Heart Failure

ENTRESTO is indicated to reduce the risk of cardiovascular death and hospitalization for heart failure in patients with
chronic heart failure (NYHA Class 11-1V) and reduced ejection fraction.

ENTRESTO is usually administered in conjunction with other heart failure therapies, in place of an ACE inhibitor or
other ARB.

2 DOSAGE AND ADMINISTRATION

2.1 Dosing

ENTRESTO is contraindicated with concomitant use of an angiotensin-converting enzyme (ACE) inhibitor. If switching
from an ACE inhibitor to ENTRESTO allow a washout period of 36 hours between administration of the two drugs [see
Contraindications (4) and Drug Interactions (7.1)].

The recommended starting dose of ENTRESTO is 49/51 mg twice-daily.

Double the dose of ENTRESTO after 2 to 4 weeks to the target maintenance dose of 97/103 mg twice daily, as tolerated
by the patient.

2.2 Dose Adjustment for Patients Not Taking an ACE inhibitor or ARB or Previously Taking Low Doses of
These Agents

A starting dose of 24/26 mg twice-daily is recommended for patients not currently taking an ACE inhibitor or an
angiotensin Il receptor blocker (ARB) and for patients previously taking low doses of these agents. Double the dose of
ENTRESTO every 2 to 4 weeks to the target maintenance dose of 97/103 mg twice daily, as tolerated by the patient.

2.3 Dose Adjustment for Severe Renal Impairment

A starting dose of 24/26 mg twice-daily is recommended for patients with severe renal impairment (eGFR < 30
mL/min/1.73 m?). Double the dose of ENTRESTO every 2 to 4 weeks to the target maintenance dose of 97/103 mg twice
daily, as tolerated by the patient.

No starting dose adjustment is needed for mild or moderate renal impairment.
2.4 Dose Adjustment for Hepatic Impairment

A starting dose of 24/26 mg twice-daily is recommended for patients with moderate hepatic impairment (Child-Pugh B
classification). Double the dose of ENTRESTO every 2 to 4 weeks to the target maintenance dose of 97/103 mg twice
daily, as tolerated by the patient.

No starting dose adjustment is needed for mild hepatic impairment.

Use in patients with severe hepatic impairment is not recommended.

3 DOSAGE FORMS AND STRENGTHS
ENTRESTO is supplied as unscored, ovaloid, film-coated tablets in the following strengths:

ENTRESTO 24/26 mg, (sacubitril 24 mg and valsartan 26 mg) are violet white and debossed with “NVR” on one side and
“LZ” on the other side.

ENTRESTO 49/51 mg, (sacubitril 49 mg and valsartan 51 mg) are pale yellow and debossed with “NVR” on one side and
“L1” on the other side.




ENTRESTO 97/103 mg, (sacubitril 97 mg and valsartan 103 mg) are light pink and debossed with “NVR” on one side
and “L11” on the other side.

4 CONTRAINDICATIONS

ENTRESTO is contraindicated:
e in patients with hypersensitivity to any component
e in patients with a history of angioedema related to previous ACE inhibitor or ARB therapy [see Warnings and
Precautions (5.2)]
e with concomitant use of ACE inhibitors. Do not administer within 36 hours of switching from or to an ACE
inhibitor [see Drug Interactions (7.1)]
e with concomitant use of aliskiren in patients with diabetes [see Drug Interactions (7.1)]

5 WARNINGS AND PRECAUTIONS
51 Fetal Toxicity

ENTRESTO can cause fetal harm when administered to a pregnant woman. Use of drugs that act on the renin-angiotensin
system during the second and third trimesters of pregnancy reduces fetal renal function and increases fetal and neonatal
morbidity and death. When pregnancy is detected, consider alternative drug treatment and discontinue ENTRESTO.
However, if there is no appropriate alternative to therapy with drugs affecting the renin-angiotensin system, and if the
drug is considered lifesaving for the mother, advise a pregnant woman of the potential risk to the fetus [see Use in
Specific Populations (8.1)].

5.2 Angioedema

ENTRESTO may cause angioedema. In the double-blind period of PARADIGM-HF, 0.5% of patients treated with
ENTRESTO and 0.2% of patients treated with enalapril had angioedema [see Adverse Reactions (6.1)]. If angioedema
occurs, discontinue ENTRESTO immediately, provide appropriate therapy, and monitor for airway compromise.
ENTRESTO must not be re-administered. In cases of confirmed angioedema where swelling has been confined to the face
and lips, the condition has generally resolved without treatment, although antihistamines have been useful in relieving
symptoms.

Angioedema associated with laryngeal edema may be fatal. Where there is involvement of the tongue, glottis or larynx,
likely to cause airway obstruction, administer appropriate therapy, e.g., subcutaneous epinephrine/adrenaline solution
1:1000 (0.3 mL to 0.5 mL) and take measures necessary to ensure maintenance of a patent airway.

ENTRESTO has been associated with a higher rate of angioedema in Black than in non-Black patients.

Patients with a prior history of angioedema may be at increased risk of angioedema with ENTRESTO [see Adverse
Reactions (6.1)]. ENTRESTO must not be used in patients with a known history of angioedema related to previous ACE
inhibitor or ARB therapy [see Contraindications (4)]. ENTRESTO should not be used in patients with hereditary
angioedema.

5.3 Hypotension

ENTRESTO lowers blood pressure and may cause symptomatic hypotension. Patients with an activated renin-angiotensin
system, such as volume- and/or salt-depleted patients (e.g., those being treated with high doses of diuretics), are at greater
risk. In the double-blind period of PARADIGM-HF, 18% of patients treated with ENTRESTO and 12% of patients treated
with enalapril reported hypotension as an adverse event [see Adverse Reactions (6.1)], with hypotension reported as a
serious adverse event in approximately 1.5% of patients in both treatment arms. Correct volume or salt depletion prior to
administration of ENTRESTO or start at a lower dose. If hypotension occurs, consider dose adjustment of diuretics,
concomitant antihypertensive drugs, and treatment of other causes of hypotension (e.g., hypovolemia). If hypotension
persists despite such measures, reduce the dosage or temporarily discontinue ENTRESTO. Permanent discontinuation of
therapy is usually not required.

54 Impaired Renal Function

As a consequence of inhibiting the renin-angiotensin-aldosterone system (RAAS), decreases in renal function may be
anticipated in susceptible individuals treated with ENTRESTO. In the double-blind period of PARADIGM-HF, 5% of
patients in both the ENTRESTO and enalapril groups reported renal failure as an adverse event [see Adverse Reactions



(6.1)]. In patients whose renal function depends upon the activity of the renin-angiotensin-aldosterone system (e.g.,
patients with severe congestive heart failure), treatment with ACE inhibitors and angiotensin receptor antagonists has
been associated with oliguria, progressive azotemia and, rarely, acute renal failure and death. Closely monitor serum
creatinine, and down-titrate or interrupt ENTRESTO in patients who develop a clinically significant decrease in renal
function [see Use in Specific Populations (8.7) and Clinical Pharmacology (12.3)].

As with all drugs that affect the RAAS, ENTRESTO may increase blood urea and serum creatinine levels in patients with
bilateral or unilateral renal artery stenosis. In patients with renal artery stenosis, monitor renal function.

5.5 Hyperkalemia

Through its actions on the RAAS, hyperkalemia may occur with ENTRESTO. In the double-blind period of
PARADIGM-HF, 12% of patients treated with ENTRESTO and 14% of patients treated with enalapril reported
hyperkalemia as an adverse event [see Adverse Reactions (6.1)]. Monitor serum potassium periodically and treat
appropriately, especially in patients with risk factors for hyperkalemia such as severe renal impairment, diabetes,
hypoaldosteronism, or a high potassium diet. Dosage reduction or interruption of ENTRESTO may be required [see
Dosage and Administration (2.1)].

6 ADVERSE REACTIONS

Clinically significant adverse reactions that appear in other sections of the labeling include:
e Angioedema [see Warnings and Precautions (5.2)]

e Hypotension [see Warnings and Precautions (5.3)]

e Impaired Renal Function [see Warnings and Precautions (5.4)]

o Hyperkalemia [see Warnings and Precautions (5.5)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice.

In the PARADIGM-HF trial, subjects were required to complete sequential enalapril and ENTRESTO run-in periods of
(median) 15 and 29 days, respectively, prior to entering the randomized double-blind period comparing ENTRESTO and
enalapril. During the enalapril run-in period, 1,102 patients (10.5%) were permanently discontinued from the study, 5.6%
because of an adverse event, most commonly renal dysfunction (1.7%), hyperkalemia (1.7%) and hypotension (1.4%).
During the ENTRESTO run-in period, an additional 10.4% of patients permanently discontinued treatment, 5.9% because
of an adverse event, most commonly renal dysfunction (1.8%), hypotension (1.7%) and hyperkalemia (1.3%). Because of
this run-in design, the adverse reaction rates described below are lower than expected in practice.

In the double-blind period, safety was evaluated in 4,203 patients treated with ENTRESTO and 4,229 treated with
enalapril. In PARADIGM-HF, patients randomized to ENTRESTO received treatment for up to 4.3 years, with a median
duration of exposure of 24 months; 3,271 patients were treated for more than one year. Discontinuation of therapy
because of an adverse event during the double-blind period occurred in 450 (10.7%) of ENTRESTO treated patients and
516 (12.2%) of patients receiving enalapril.

Adverse reactions occurring at an incidence of > 5% in patients who were treated with ENTRESTO in the double-blind
period are shown in Table 1.

Table 1: Adverse Reactions Reported in > 5% of Patients Treated with ENTRESTO in the Double-Blind Period

ENTRESTO Enalapril

(n=4,203) (n=4,229)
% %
Hypotension 18 12
Hyperkalemia 12 14




Cough 9 13

Dizziness 6 5

Renal failure/acute renal failure 5 5

In the PARADIGM-HF trial, the incidence of angioedema was 0.1% in both the enalapril and ENTRESTO run-in periods.
In the double-blind period, the incidence of angioedema was higher in patients treated with ENTRESTO than enalapril
(0.5% and 0.2%, respectively). The incidence of angioedema in Black patients was 2.4% with ENTRESTO and 0.5% with
enalapril [see Warnings and Precautions (5.2)].

Orthostasis was reported in 2.1% of patients treated with ENTRESTO compared to 1.1% of patients treated with enalapril
during the double-blind period of PARADIGM-HF. Falls were reported in 1.9% of patients treated with ENTRESTO
compared to 1.3% of patients treated with enalapril.

Laboratory Abnormalities

Hemoglobin and Hematocrit

Decreases in hemoglobin/hematocrit of > 20% were observed in approximately 5% of both ENTRESTO- and enalapril-
treated patients in the double-blind period in PARADIGM-HF.

Serum Creatinine

Increases in serum creatinine of > 50% were observed in 1.4% of patients in the enalapril run-in period and 2.2% of
patients in the ENTRESTO run-in period. During the double-blind period, approximately 16% of both ENTRESTO- and
enalapril-treated patients had increases in serum creatinine of > 50%.

Serum Potassium

Potassium concentrations > 5.5 mEg/L were observed in approximately 4% of patients in both the enalapril and
ENTRESTO run-in periods. During the double-blind period, approximately 16% of both ENTRESTO- and enalapril-
treated patients had potassium concentrations > 5.5 mEg/L.

6.2 Postmarketing Experience

The following additional adverse reactions have been reported in postmarketing experience. Because these reactions are
reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.

Hypersensitivity including rash, pruritus, and anaphylactic reaction

7 DRUG INTERACTIONS
7.1 Dual Blockade of the Renin-Angiotensin-Aldosterone System

Concomitant use of ENTRESTO with an ACE inhibitor is contraindicated because of the increased risk of angioedema
[see Contraindications (4)].

Avoid use of ENTRESTO with an ARB, because ENTRESTO contains the angiotensin Il receptor blocker valsartan.

The concomitant use of ENTRESTO with aliskiren is contraindicated in patients with diabetes [see Contraindications
(4)]. Avoid use with aliskiren in patients with renal impairment (eGFR < 60 mL/min/1.73 m2).

7.2 Potassium-Sparing Diuretics

As with other drugs that block angiotensin |1 or its effects, concomitant use of potassium-sparing diuretics (e.g.,
spironolactone, triamterene, amiloride), potassium supplements, or salt substitutes containing potassium may lead to
increases in serum potassium [see Warnings and Precautions (5.5)].

7.3 Nonsteroidal Anti-Inflammatory Drugs (NSAIDs) Including Selective Cyclooxygenase-2 Inhibitors (COX-2
Inhibitors)

In patients who are elderly, volume-depleted (including those on diuretic therapy), or with compromised renal function,
concomitant use of NSAIDs, including COX-2 inhibitors, with ENTRESTO may result in worsening of renal function,
including possible acute renal failure. These effects are usually reversible. Monitor renal function periodically.



7.4 Lithium

Increases in serum lithium concentrations and lithium toxicity have been reported during concomitant administration of
lithium with angiotensin 11 receptor antagonists. Monitor serum lithium levels during concomitant use with ENTRESTO.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

ENTRESTO can cause fetal harm when administered to a pregnant woman. Use of drugs that act on the renin-angiotensin
system during the second and third trimesters of pregnancy reduces fetal renal function and increases fetal and neonatal
morbidity and death. Most epidemiologic studies examining fetal abnormalities after exposure to antihypertensive use in
the first trimester have not distinguished drugs affecting the renin-angiotensin system from other antihypertensive agents.
In animal reproduction studies, ENTRESTO treatment during organogenesis resulted in increased embryo-fetal lethality
in rats and rabbits and teratogenicity in rabbits. When pregnancy is detected, consider alternative drug treatment and
discontinue ENTRESTO. However, if there is no appropriate alternative to therapy with drugs affecting the renin-
angiotensin system, and if the drug is considered lifesaving for the mother, advise a pregnant woman of the potential risk
to the fetus.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. In the U.S.
general population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Oligohydramnios in pregnant women who use drugs affecting the renin-angiotensin system in the second and third
trimesters of pregnancy can result in the following: reduced fetal renal function leading to anuria and renal failure, fetal
lung hypoplasia, skeletal deformations, including skull hypoplasia, hypotension, and death.

Perform serial ultrasound examinations to assess the intra-amniotic environment. Fetal testing may be appropriate, based
on the week of gestation. Patients and physicians should be aware, however, that oligohydramnios may not appear until
after the fetus has sustained irreversible injury. If oligohydramnios is observed, consider alternative drug treatment.
Closely observe neonates with histories of in utero exposure to ENTRESTO for hypotension, oliguria, and hyperkalemia.
In neonates with a history of in utero exposure to ENTRESTO, if oliguria or hypotension occurs, support blood pressure
and renal perfusion. Exchange transfusions or dialysis may be required as a means of reversing hypotension and replacing
renal function.

Data
Animal Data

ENTRESTO treatment during organogenesis resulted in increased embryo-fetal lethality in rats at doses > 49 mg
sacubitril/51 mg valsartan/kg/day (< 0.14 [LBQ657, the active metabolite] and 1.5 [valsartan]-fold the maximum
recommended human dose [MRHD] of 97/103 mg twice-daily on the basis of the area under the plasma drug
concentration-time curve [AUC]) and rabbits at doses > 5 mg sacubitril/5 mg valsartan/kg/day (4-fold and 0.06-fold the
MRHD on the basis of valsartan and LBQ657 AUC, respectively). ENTRESTO is teratogenic based on a low incidence of
fetal hydrocephaly, associated with maternally toxic doses, which was observed in rabbits at an ENTRESTO dose of > 5
mg sacubitril/5 mg valsartan/kg/day. The adverse embryo-fetal effects of ENTRESTO are attributed to the angiotensin
receptor antagonist activity.

Pre- and postnatal development studies in rats at sacubitril doses up to 750 mg/kg/day (4.5-fold the MRHD on the basis of
LBQ657 AUC) and valsartan at doses up to 600 mg/kg/day (0.86-fold the MRHD on the basis of AUC) indicate that
treatment with ENTRESTO during organogenesis, gestation and lactation may affect pup development and survival.



8.2 Lactation

Risk Summary

There is no information regarding the presence of sacubitril/valsartan in human milk, the effects on the breastfed infant, or
the effects on milk production. Sacubitril/valsartan is present in rat milk. Because of the potential for serious adverse
reactions in breastfed infants from exposure to sacubitril/valsartan, advise a nursing woman that breastfeeding is not
recommended during treatment with ENTRESTO.

Data

Following an oral dose (15 mg sacubitril/15 mg valsartan/kg) of [**C] ENTRESTO to lactating rats, transfer of LBQ657
into milk was observed. After a single oral administration of 3 mg/kg [*C] valsartan to lactating rats, transfer of valsartan
into milk was observed.

8.4 Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
8.5 Geriatric Use

No relevant pharmacokinetic differences have been observed in elderly (> 65 years) or very elderly (> 75 years) patients
compared to the overall population [see Clinical Pharmacology (12.3)].

8.6 Hepatic Impairment

No dose adjustment is required when administering ENTRESTO to patients with mild hepatic impairment (Child-Pugh A
classification). The recommended starting dose in patients with moderate hepatic impairment (Child-Pugh B
classification) is 24/26 mg twice daily. The use of ENTRESTO in patients with severe hepatic impairment (Child-Pugh C
classification) is not recommended, as no studies have been conducted in these patients [see Dosage and Administration
(2.4), Clinical Pharmacology (12.3)].

8.7 Renal Impairment

No dose adjustment is required in patients with mild (eGFR 60 to 90 mL/min/1.73 m?) to moderate (eGFR 30 to 60
mL/min/1.73 m?) renal impairment. The recommended starting dose in patients with severe renal impairment (eGFR < 30
mL/min/1.73 m?) is 24/26 mg twice daily [see Dosage and Administration (2.3), Warnings and Precautions (5.4) and
Clinical Pharmacology (12.3)].

10 OVERDOSAGE

Limited data are available with regard to overdosage in human subjects with ENTRESTO. In healthy volunteers, a single
dose of ENTRESTO 583 mg sacubitril/617 mg valsartan, and multiple doses of 437 mg sacubitril/463 mg valsartan (14
days) have been studied and were well tolerated.

Hypotension is the most likely result of overdosage due to the blood pressure lowering effects of ENTRESTO.
Symptomatic treatment should be provided.

ENTRESTO is unlikely to be removed by hemodialysis because of high protein binding.

11 DESCRIPTION
ENTRESTO (sacubitril and valsartan) is a combination of a neprilysin inhibitor and an angiotensin Il receptor blocker.

ENTRESTO contains a complex comprised of anionic forms of sacubitril and valsartan, sodium cations, and water
molecules in the molar ratio of 1:1:3:2.5, respectively. Following oral administration, the complex dissociates into
sacubitril (which is further metabolized to LBQ657) and valsartan. The complex is chemically described as
Octadecasodiumhexakis(4-{[(1S,3R)-1-([1,1"-biphenyl]-4-ylmethyl)-4-ethoxy-3-methyl-4-oxobutyl]amino}-4-
oxobutanoate)hexakis(N-pentanoyl-N-{[2"-(1H-tetrazol-1-id-5-yl)[1,1 -biphenyl]-4-yl]methyl}-L-valinate)—water
(1/15).

Its empirical formula (hemipentahydrate) is CasHssNsOsNas 2.5 H>O. Its molecular mass is 957.99 and its schematic
structural formula is:



»3Na* *2'4 H0

ENTRESTO is available as film-coated tablets for oral administration, containing 24 mg of sacubitril and 26 mg of
valsartan; 49 mg of sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of valsartan. The tablet inactive
ingredients are microcrystalline cellulose, low-substituted hydroxypropylcellulose, crospovidone, magnesium stearate
(vegetable origin), talc, and colloidal silicon dioxide. The film-coat inactive ingredients are hypromellose, titanium
dioxide (E 171), Macrogol 4000, talc, and iron oxide red (E 172). The film-coat for the 24 mg of sacubitril and 26 mg of
valsartan tablet and the 97 mg of sacubitril and 103 mg of valsartan tablet also contains iron oxide black (E 172). The
film-coat for the 49 mg of sacubitril and 51 mg of valsartan tablet contains iron oxide yellow (E 172).

12 CLINICAL PHARMACOLOGY
12.1  Mechanism of Action

ENTRESTO contains a neprilysin inhibitor, sacubitril, and an angiotensin receptor blocker, valsartan. ENTRESTO
inhibits neprilysin (neutral endopeptidase; NEP) via LBQG657, the active metabolite of the prodrug sacubitril, and blocks
the angiotensin 1l type-1 (AT.) receptor via valsartan. The cardiovascular and renal effects of ENTRESTO in heart failure
patients are attributed to the increased levels of peptides that are degraded by neprilysin, such as natriuretic peptides, by
LBQ657, and the simultaneous inhibition of the effects of angiotensin Il by valsartan. Valsartan inhibits the effects of
angiotensin Il by selectively blocking the AT, receptor, and also inhibits angiotensin I1-dependent aldosterone release.

12.2  Pharmacodynamics

The pharmacodynamic effects of ENTRESTO were evaluated after single and multiple dose administrations in healthy
subjects and in patients with heart failure, and are consistent with simultaneous neprilysin inhibition and renin-angiotensin
system blockade. In a 7-day valsartan-controlled study in patients with reduced ejection fraction (HFrEF), administration
of ENTRESTO resulted in a significant non-sustained increase in natriuresis, increased urine cGMP, and decreased
plasma MR-proANP and NT-proBNP compared to valsartan.

In a 21-day study in HFrEF patients, ENTRESTO significantly increased urine ANP and cGMP and plasma cGMP, and
decreased plasma NT-proBNP, aldosterone and endothelin-1. ENTRESTO also blocked the ATi-receptor as evidenced by
increased plasma renin activity and plasma renin concentrations. In PARADIGM-HF, ENTRESTO decreased plasma NT-
proBNP (not a neprilysin substrate) and increased plasma BNP (a neprilysin substrate) and urine cGMP compared with
enalapril.

QT Prolongation: In a thorough QTc clinical study in healthy male subjects, single doses of ENTRESTO 194 mg
sacubitril/206 mg valsartan and 583 mg sacubitril/617 mg valsartan had no effect on cardiac repolarization.

Amyloid-B: Neprilysin is one of multiple enzymes involved in the clearance of amyloid-f (Ap) from the brain and
cerebrospinal fluid (CSF). Administration of ENTRESTO 194 mg sacubitril/206 mg valsartan once-daily for 2 weeks to
healthy subjects was associated with an increase in CSF AB1.33 compared to placebo; there were no changes in
concentrations of CSF Af1-40 or CSF AP1-42. The clinical relevance of this finding is unknown [see Nonclinical Toxicology

(13)].

Blood Pressure: Addition of a 50 mg single dose of sildenafil to ENTRESTO at steady state (194 mg sacubitril/206 mg
valsartan once daily for 5 days) in patients with hypertension was associated with additional blood pressure (BP)
reduction (~ 5/4 mmHg, systolic/diastolic BP) compared to administration of ENTRESTO alone.



Co-administration of ENTRESTO did not significantly alter the BP effect of intravenous nitroglycerin.

12.3  Pharmacokinetics

Absorption

Following oral administration, ENTRESTO dissociates into sacubitril and valsartan. Sacubitril is further metabolized to
LBQ657. The peak plasma concentrations of sacubitril, LBQ657, and valsartan are reached in 0.5 hours, 2 hours, and 1.5
hours, respectively. The oral absolute bioavailability of sacubitril is estimated to be > 60%. The valsartan in ENTRESTO
is more bioavailable than the valsartan in other marketed tablet formulations; 26 mg, 51 mg, and 103 mg of valsartan in
ENTRESTO is equivalent to 40 mg, 80 mg, and 160 mg of valsartan in other marketed tablet formulations, respectively.

Following twice-daily dosing of ENTRESTO, steady state levels of sacubitril, LBQ657, and valsartan are reached in 3
days. At steady state, sacubitril and valsartan do not accumulate significantly, whereas LBQ657 accumulates by 1.6-fold.
ENTRESTO administration with food has no clinically significant effect on the systemic exposures of sacubitril, LBQ657,
or valsartan. Although there is a decrease in exposure to valsartan when ENTRESTO is administered with food, this
decrease is not accompanied by a clinically significant reduction in the therapeutic effect. ENTRESTO can therefore be
administered with or without food.

Distribution

Sacubitril, LBQ657 and valsartan are highly bound to plasma proteins (94% to 97%). Based on the comparison of plasma
and CSF exposures, LBQG657 crosses the blood brain barrier to a limited extent (0.28%). The average apparent volumes of
distribution of valsartan and sacubitril are 75 and 103 L, respectively.

Metabolism

Sacubitril is readily converted to LBQ657 by esterases; LBQ657 is not further metabolized to a significant extent.
Valsartan is minimally metabolized; only about 20% of the dose is recovered as metabolites. A hydroxyl metabolite has
been identified in plasma at low concentrations (< 10%).

Elimination

Following oral administration, 52% to 68% of sacubitril (primarily as LBQ657) and ~ 13% of valsartan and its
metabolites are excreted in urine; 37% to 48% of sacubitril (primarily as LBQ657), and 86% of valsartan and its
metabolites are excreted in feces. Sacubitril, LBQ657, and valsartan are eliminated from plasma with a mean elimination
half-life (T1.) of approximately 1.4 hours, 11.5 hours, and 9.9 hours, respectively.

Linearity/Nonlinearity

The pharmacokinetics of sacubitril, LBQ657, and valsartan were linear over an ENTRESTO dose range of 24 mg
sacubitril/26 mg valsartan to 194 mg sacubitril/206 mg valsartan.

Drug Interactions:
Effect of Co-administered Drugs on ENTRESTO:

Because CYP450 enzyme-mediated metabolism of sacubitril and valsartan is minimal, coadministration with drugs that
impact CYP450 enzymes is not expected to affect the pharmacokinetics of ENTRESTO. Dedicated drug interaction
studies demonstrated that coadministration of furosemide, warfarin, digoxin, carvedilol, a combination of
levonorgestrel/ethinyl estradiol, amlodipine, omeprazole, hydrochlorothiazide (HCTZ), metformin, atorvastatin, and
sildenafil, did not alter the systemic exposure to sacubitril, LBQ657 or valsartan.

Effect of ENTRESTO on Co-administered Drugs:

In vitro data indicate that sacubitril inhibits OATP1B1 and OATP1B3 transporters. The effects of ENTRESTO on the
pharmacokinetics of coadministered drugs are summarized in Figure 1.




Figure 1: Effect of ENTRESTO on Pharmacokinetics of Coadministered Drugs
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Specific Populations

Effect of specific populations on the pharmacokinetics of LBQ657 and valsartan are shown in Figure 2.



Figure 2: Pharmacokinetics of ENTRESTO in Specific Populations
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Note: Child-Pugh Classification was used for hepatic impairment.

13 NONCLINICAL TOXICOLOGY
13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis and Mutagenesis

Carcinogenicity studies conducted in mice and rats with sacubitril and valsartan did not identify any carcinogenic
potential for ENTRESTO. The LBQ657 Cmax at the high dose (HD) of 1200 mg/kg/day in male and female mice was,
respectively, 14 and 16 times that in humans at the MRHD. The LBQ657 Cmax in male and female rats at the HD of 400
mg/kg/day was, respectively, 1.7 and 3.5 times that at the MRHD. The doses of valsartan studied (high dose of 160 and
200 mg/kg/day in mice and rats, respectively) were about 4 and 10 times, respectively, the MRHD on a mg/m? basis.

Mutagenicity and clastogenicity studies conducted with ENTRESTO, sacubitril, and valsartan did not reveal any effects at
either the gene or chromosome level.

Impairment of Fertility

ENTRESTO did not show any effects on fertility in rats up to a dose of 73 mg sacubitril/77 mg valsartan/kg/day (< 1.0-
fold and < 0.18-fold the MRHD on the basis of the AUCs of valsartan and LBQ657, respectively).

13.2  Animal Toxicology and/or Pharmacology

The effects of ENTRESTO on amyloid-p concentrations in CSF and brain tissue were assessed in young (2 to 4 years old)
cynomolgus monkeys treated with ENTRESTO (24 mg sacubitril/26 mg valsartan/kg/day) for 2 weeks. In this study,
ENTRESTO affected CSF AP clearance, increasing CSF AB 1-40, 1-42, and 1-38 levels in CSF; there was no
corresponding increase in AP levels in the brain. In addition, in a toxicology study in cynomolgus monkeys treated with
ENTRESTO at 146 mg sacubitril/154 mg valsartan/kg/day for 39-weeks, there was no amyloid-f3 accumulation in the
brain.



14 CLINICAL STUDIES

Dosing in clinical trials was based on the total amount of both components of ENTRESTO, i.e., 24/26 mg, 49/51 mg and
97/103 mg were referred to as 50 mg, 100 mg, and 200 mg, respectively.

PARADIGM-HF

PARADIGM-HF was a multinational, randomized, double-blind trial comparing ENTRESTO and enalapril in 8,442 adult
patients with symptomatic chronic heart failure (NYHA class 11-1V) and systolic dysfunction (left ventricular ejection
fraction < 40%). Patients had to have been on an ACE inhibitor or ARB for at least four weeks and on maximally
tolerated doses of beta-blockers. Patients with a systolic blood pressure of <100 mmHg at screening were excluded.

The primary objective of PARADIGM-HF was to determine whether ENTRESTO, a combination of sacubitril and a RAS
inhibitor (valsartan), was superior to a RAS inhibitor (enalapril) alone in reducing the risk of the combined endpoint of
cardiovascular (CV) death or hospitalization for heart failure (HF).

After discontinuing their existing ACE inhibitor or ARB therapy, patients entered sequential single-blind run-in periods
during which they received enalapril 10 mg twice-daily, followed by ENTRESTO 100 mg twice-daily, increasing to 200
mg twice-daily. Patients who successfully completed the sequential run-in periods were randomized to receive either
ENTRESTO 200 mg (N = 4,209) twice-daily or enalapril 10 mg (N = 4,233) twice-daily. The primary endpoint was the
first event in the composite of CV death or hospitalization for HF. The median follow-up duration was 27 months and
patients were treated for up to 4.3 years.

The population was 66% Caucasian, 18% Asian, and 5% Black; the mean age was 64 years and 78% were male. At
randomization, 70% of patients were NYHA Class I, 24% were NYHA Class 111, and 0.7% were NYHA Class IV. The
mean left ventricular ejection fraction was 29%. The underlying cause of heart failure was coronary artery disease in 60%
of patients; 71% had a history of hypertension, 43% had a history of myocardial infarction, 37% had an eGFR < 60
mL/min/1.73m?, and 35% had diabetes mellitus. Most patients were taking beta-blockers (94%), mineralocorticoid
antagonists (58%), and diuretics (82%). Few patients had an implantable cardioverter-defibrillator (ICD) or cardiac
resynchronization therapy-defibrillator (CRT-D) (15%).

PARADIGM-HF demonstrated that ENTRESTO, a combination of sacubitril and a RAS inhibitor (valsartan), was
superior to a RAS inhibitor (enalapril), in reducing the risk of the combined endpoint of cardiovascular death or
hospitalization for heart failure, based on a time-to-event analysis (hazard ratio [HR]: 0.80, 95% confidence interval [CI],
0.73, 0.87, p < 0.0001). The treatment effect reflected a reduction in both cardiovascular death and heart failure
hospitalization; see Table 2 and Figure 3. Sudden death accounted for 45% of cardiovascular deaths, followed by pump
failure, which accounted for 26%.

ENTRESTO also improved overall survival (HR 0.84; 95% CI [0.76, 0.93], p = 0.0009) (Table 2). This finding was
driven entirely by a lower incidence of cardiovascular mortality on ENTRESTO.

Table 2: Treatment Effect for the Primary Composite Endpoint, its Components, and All-cause Mortality

ENTRESTO Enalapril Hazard Ratio p-value
N =4,187 N =47212 (95% CI)
n (%) n (%)
Primary composite endpoint of cardiovascular 914 (21.8) 1,117 (26.5) 0.80 (0.73, 0.87) < 0.0001
death or heart failure hospitalization
377 (9.0) 459 (10.9)

Cardiovascular death as first event

Heart failure hospitalization as first event 537 (12.8) 658 (156)

Number of patients with events:

Cardiovascular death™ 558 (13.3) 693 (16.5) 0.80 (0.71, 0.89)
Heart failure hospitalizations 537 (12.8) 658 (15.6) 0.79 (0.71, 0.89)
All-cause mortality 711 (17.0) 835 (19.8) 0.84 (0.76, 0.93) 0.0009

*Analyses of the components of the primary composite endpoint were not prospectively planned to be adjusted for multiplicity
*Includes subjects who had heart failure hospitalization prior to death



The Kaplan-Meier curves presented below (Figure 3) show time to first occurrence of the primary composite endpoint
(3A), and time to occurrence of cardiovascular death at any time (3B) and first heart failure hospitalization (3C).

Figure 3: Kaplan-Meier Curves for the Primary Composite Endpoint (A), Cardiovascular Death (B), and Heart
Failure Hospitalization (C)
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A wide range of demographic characteristics, baseline disease characteristics, and baseline concomitant medications were
examined for their influence on outcomes. The results of the primary composite endpoint were consistent across the
subgroups examined (Figure 4).



Figure 4: Primary Composite Endpoint (CV Death or HF Hospitalization) - Subgroup Analysis
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16 HOW SUPPLIED/STORAGE AND HANDLING

ENTRESTO (sacubitril/valsartan) is available as unscored, ovaloid, biconvex, film-coated tablets, containing 24 mg of
sacubitril and 26 mg of valsartan; 49 mg of sacubitril and 51 mg of valsartan; and 97 mg of sacubitril and 103 mg of
valsartan. All strengths are packaged in bottles as described below.

Tablet Color | Debossment NDC # 0078-XXXX-XX

Sacubitril/Valsartan ”NVR” and | Bottle of 60 Bottle of 180

24 mg/26 mg Violet | LZ 0659-20 0659-67
white

49 mg/51 mg Pale L1 0777-20 0777-67
yellow

97 mg/103 mg Light | L11 0696-20 0696-67
pink

Store at 25°C (77°F) with excursions between 15°C and 30°C (59°F and 86°F) permitted [see USP Controlled Room
Temperature]. Protect from moisture.

17 PATIENT COUNSELING INFORMATION

Advise patients to read the FDA-approved patient labeling (Patient Information).

Pregnancy: Advise female patients of childbearing age about the consequences of exposure to ENTRESTO during
pregnancy. Discuss treatment options with women planning to become pregnant. Ask patients to report pregnancies to
their physicians as soon as possible [see Warnings and Precautions (5.1) and Use in Specific Populations (8.1)].

Angioedema: Advise patients to discontinue use of their previous ACE inhibitor or ARB. Advise patients to allow a 36
hour wash-out period if switching from or to an ACE inhibitor [see Contraindications (4) and Warnings and Precautions

(5.2)].
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Patient Information
ENTRESTO (en-TRESS-toh)
(sacubitril/valsartan) tablets

What is the most important information | should know about ENTRESTO?

ENTRESTO can harm or cause death to your unborn baby. Talk to your doctor about other ways to treat heart failure if you
plan to become pregnant. If you get pregnant while taking ENTRESTO, tell your doctor right away.

What is ENTRESTO?

ENTRESTO is a prescription medicine used to reduce the risk of death and hospitalization in people with certain types of
long-lasting (chronic) heart failure.

ENTRESTO is usually used with other heart failure therapies, in place of an angiotensin-converting enzyme (ACE) inhibitor
or other angiotensin Il receptor blocker (ARB) therapy.

Heart failure occurs when the heart is weak and cannot pump enough blood to your lungs and the rest of your body.

It is not known if ENTRESTO is safe and effective in children.

Who should not take ENTRESTO?
Do not take ENTRESTO if you:

o are allergic to sacubitril or valsartan or any of the ingredients in ENTRESTO. See the end of this Patient Information
leaflet for a complete list of ingredients in ENTRESTO.

¢ have had an allergic reaction including swelling of your face, lips, tongue, throat or trouble breathing while taking a type of
medicine called an ACE inhibitor or ARB.

¢ take an ACE inhibitor medicine. Do not take ENTRESTO for at least 36 hours before or after you take an ACE
inhibitor medicine. Talk with your doctor or pharmacist before taking ENTRESTO if you are not sure if you take an ACE
inhibitor medicine.

¢ have diabetes and take a medicine that contains aliskiren.

What should I tell my doctor before taking ENTRESTO?
Before you take ENTRESTO, tell your doctor about all of your medical conditions, including if you:

e have kidney or liver problems

e are pregnant or plan to become pregnant. See “What is the most important information | should know about
ENTRESTO?”

e are breastfeeding or plan to breastfeed. It is not known if ENTRESTO passes into your breast milk. You and your
doctor should decide if you will take ENTRESTO or breastfeed. You should not do both.

¢ have a history of hereditary angioedema.

Tell your doctor about all the medicines you take, including prescription and over-the-counter medicines, vitamins, and
herbal supplements. Using ENTRESTO with certain other medicines may affect each other. Using ENTRESTO with other
medicines can cause serious side effects. Especially tell your doctor if you take:

e potassium supplements or a salt substitute

e nonsteroidal anti-inflammatory drugs (NSAIDs)

e lithium

e other medicines for high blood pressure or heart problems such as an ACE inhibitor, ARB, or aliskiren

Keep a list of your medicines to show your doctor and pharmacist when you get a new medicine.

How should | take ENTRESTO?

e Take ENTRESTO exactly as your doctor tells you to take it.

e Take ENTRESTO two times each day. Your doctor may change your dose of ENTRESTO during treatment.

o If you miss a dose, take it as soon as you remember. If it is close to your next dose, do not take the missed dose. Take
the next dose at your regular time.

o If you take too much ENTRESTO, call your doctor right away.




What are the possible side effects of ENTRESTO?
ENTRESTO may cause serious side effects including:

e See “What is the most important information | should know about ENTRESTO?”

e Serious allergic reactions causing swelling of your face, lips, tongue, and throat (angioedema) that may cause
trouble breathing and death. Get emergency medical help right away if you have symptoms of angioedema or trouble
breathing. Do not take ENTRESTO again if you have had angioedema while taking ENTRESTO.

People who are Black and take ENTRESTO may have a higher risk of having angioedema than people who are not Black
and take ENTRESTO.

People who have had angioedema before taking ENTRESTO may have a higher risk of having angioedema than people
who have not had angioedema before taking ENTRESTO. See “Who should not take ENTRESTO?”

e Low blood pressure (hypotension). Low blood pressure may be more common if you also take water pills. Call your
doctor if you become dizzy or lightheaded, or you develop extreme fatigue.

¢ Kidney problems. Your doctor will check your kidney function during your treatment with ENTRESTO. If you have
changes in your kidney function tests, you may need a lower dose of ENTRESTO or may need to stop taking ENTRESTO
for a period of time.

¢ Increased amount of potassium in your blood. Your doctor will check your potassium blood level during your treatment
with ENTRESTO.

These are not all the possible side effects of ENTRESTO. Call your doctor for medical advice about side effects. You may
report side effects to FDA at 1-800-FDA-1088.

How should | store ENTRESTO?

¢ Store ENTRESTO at room temperature between 68°F to 77°F (20°C to 25°C).
e Protect ENTRESTO tablets from moisture.

Keep ENTRESTO and all medicines out of the reach of children.

General information about the safe and effective use of ENTRESTO

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
ENTRESTO for a condition for which it was not prescribed. Do not give ENTRESTO to other people, even if they have the
same symptoms that you have. It may harm them.

This Patient Information leaflet summarizes the most important information about ENTRESTO. If you would like more
information, talk with your doctor. You can ask your doctor or pharmacist for information about ENTRESTO that is written
for health professionals.

For more information, go to www.ENTRESTO.com or call 1-888-368-7378 (1-888-ENTRESTO).

What are the ingredients in ENTRESTO?
Active ingredients: sacubitril and valsartan

Inactive ingredients: microcrystalline cellulose, low-substituted hydroxypropylcellulose, crospovidone, magnesium stearate
(vegetable origin), talc, and colloidal silicon dioxide. Film coat: hypromellose, titanium dioxide (E 171), Macrogol 4000, talc,
iron oxide red (E 172). The film-coat for the 24 mg of sacubitril and 26 mg of valsartan tablet and the 97 mg of sacubitril and
103 mg of valsartan tablet also contains iron oxide black (E 172). The film-coat for the 49 mg of sacubitril and 51 mg of
valsartan tablet contains iron oxide yellow (E 172).

Distributed by: Novartis Pharmaceuticals Corporation East Hanover, New Jersey 07936
© Novartis
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ENTRESTO is a registered trademark of Novartis AG

This Patient Information has been approved by the U.S. Food and Drug Administration Revised: November 2018
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Entresto 24 mg/26 mg film-coated tablets

Entresto 49 mg/51 mg film-coated tablets

Entresto 97 mg/103 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Entresto 24 mg/26 mg film-coated tablets

Each film-coated tablet contains 24.3 mg sacubitril and 25.7 mg valsartan (as sacubitril valsartan
sodium salt complex).

Entresto 49 mg/51 mg film-coated tablets

Each film-coated tablet contains 48.6 mg sacubitril and 51.4 mg valsartan (as sacubitril valsartan
sodium salt complex).

Entresto 97 mg/103 mg film-coated tablets

Each film-coated tablet contains 97.2 mg sacubitril and 102.8 mg valsartan (as sacubitril valsartan
sodium salt complex).

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Film-coated tablet (tablet)

Entresto 24 mg/26 mg film-coated tablets

Violet white ovaloid biconvex film-coated tablet with bevelled edges, unscored, debossed with “NVR”
on one side and “LZ” on the other side. Approximate tablet dimensions 13.1 mm x 5.2 mm.

Entresto 49 mg/51 mg film-coated tablets

Pale yellow ovaloid biconvex film-coated tablet with bevelled edges, unscored, debossed with “NVR”
on one side and “L1” on the other side. Approximate tablet dimensions 13.1 mm x 5.2 mm.

Entresto 97 mg/103 mg film-coated tablets

Light pink ovaloid biconvex film-coated tablet with bevelled edges, unscored, debossed with “NVR”
on one side and “L11” on the other side. Approximate tablet dimensions 15.1 mm x 6.0 mm.



4.  CLINICAL PARTICULARS
4.1 Therapeutic indications

Entresto is indicated in adult patients for treatment of symptomatic chronic heart failure with reduced
ejection fraction (see section 5.1).

4.2 Posology and method of administration

Posology

The recommended starting dose of Entresto is one tablet of 49 mg/51 mg twice daily, except in the
situations described below. The dose should be doubled at 2-4 weeks to the target dose of one tablet of
97 mg/103 mg twice daily, as tolerated by the patient (see section 5.1).

If patients experience tolerability issues (systolic blood pressure [SBP] <95 mmHg, symptomatic
hypotension, hyperkalaemia, renal dysfunction), adjustment of concomitant medicinal products,
temporary down—titration or discontinuation of Entresto is recommended (see section 4.4).

In PARADIGM-HF study, Entresto was administered in conjunction with other heart failure therapies,
in place of an ACE inhibitor or other angiotensin II receptor blocker (ARB) (see section 5.1). There is
limited experience in patients not currently taking an ACE inhibitor or an ARB or taking low doses of
these medicinal products, therefore a starting dose of 24 mg/26 mg twice daily and slow dose titration
(doubling every 3-4 weeks) are recommended in these patients (see “Titration” in section 5.1).

Treatment should not be initiated in patients with serum potassium level >5.4 mmol/l or with SBP
<100 mmHg (see section 4.4). A starting dose of 24 mg/26 mg twice daily should be considered for
patients with SBP >100 to 110 mmHg.

Entresto should not be co-administered with an ACE inhibitor or an ARB. Due to the potential risk of
angioedema when used concomitantly with an ACE inhibitor, it must not be started for at least

36 hours after discontinuing ACE inhibitor therapy (see sections 4.3, 4.4 and 4.5).

The valsartan contained within Entresto is more bioavailable than the valsartan in other marketed
tablet formulations (see section 5.2).

If a dose is missed, the patient should take the next dose at the scheduled time.

Special populations

Elderly population
The dose should be in line with the renal function of the elderly patient.

Renal impairment

No dose adjustment is required in patients with mild (Estimated Glomerular Filtration Rate [eGFR]
60-90 ml/min/1.73 m?) renal impairment. A starting dose of 24 mg/26 mg twice daily should be
considered in patients with moderate renal impairment (eGFR 30-60 ml/min/1.73 m?). As there is very
limited clinical experience in patients with severe renal impairment (¢GFR <30 ml/min/1.73 m?) (see
section 5.1) Entresto should be used with caution and a starting dose of 24 mg/26 mg twice daily is
recommended. There is no experience in patients with end-stage renal disease and use of Entresto is
not recommended.



Hepatic impairment

No dose adjustment is required when administering Entresto to patients with mild hepatic impairment
(Child-Pugh A classification). There is limited clinical experience in patients with moderate hepatic
impairment (Child-Pugh B classification) or with AST/ALT values more than twice the upper limit of
the normal range. Entresto should be used with caution in these patients and the recommended starting
dose is 24 mg/26 mg twice daily (see sections 4.4 and 5.2). Entresto is contraindicated in patients with
severe hepatic impairment, biliary cirrhosis or cholestasis (Child-Pugh C classification) (see

section 4.3).

Paediatric population
The safety and efficacy of Entresto in children and adolescents aged below 18 years have not been

established. No data are available.

Method of administration

Oral use.
Entresto may be administered with or without food (see section 5.2). The tablets must be swallowed
with a glass of water.

4.3 Contraindications

. Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.

. Concomitant use with ACE inhibitors (see sections 4.4 and 4.5). Entresto must not be
administered until 36 hours after discontinuing ACE inhibitor therapy.

. Known history of angioedema related to previous ACE inhibitor or ARB therapy (see
section 4.4).

. Hereditary or idiopathic angioedema (see section 4.4).
Concomitant use with aliskiren-containing medicinal products in patients with diabetes mellitus
or in patients with renal impairment (¢GFR <60 ml/min/1.73 m?®) (see sections 4.4 and 4.5).

. Severe hepatic impairment, biliary cirrhosis and cholestasis (see section 4.2).

. Second and third trimester of pregnancy (see section 4.6).

4.4 Special warnings and precautions for use

Dual blockade of the renin-angiotensin-aldosterone system (RAAS)

. The combination of Entresto with an ACE inhibitor is contraindicated due to the increased risk
of angioedema (see section 4.3). Entresto must not be initiated until 36 hours after taking the
last dose of ACE inhibitor therapy. If treatment with Entresto is stopped, ACE inhibitor therapy
must not be initiated until 36 hours after the last dose of Entresto (see sections 4.2, 4.3 and 4.5).

. The combination of Entresto with direct renin inhibitors such as aliskiren is not recommended
(see section 4.5). The combination of Entresto with aliskiren-containing products is
contraindicated in patients with diabetes mellitus or in patients with renal impairment (eGFR
<60 ml/min/1.73 m?) (see sections 4.3 and 4.5).

° Entresto contains valsartan, and therefore should not be co-administered with another ARB
containing product (see sections 4.2 and 4.5).



Hypotension

Treatment should not be initiated unless SBP is >100 mmHg. Patients with SBP <100 mmHg were not
studied (see section 5.1). Cases of symptomatic hypotension have been reported in patients treated
with Entresto during clinical studies (see section 4.8), especially in patients >65 years old, patients
with renal disease and patients with low SBP (<112 mmHg). When initiating therapy or during dose
titration with Entresto, blood pressure should be monitored routinely. If hypotension occurs,
temporary down-titration or discontinuation of Entresto is recommended (see section 4.2). Dose
adjustment of diuretics, concomitant antihypertensives and treatment of other causes of hypotension
(e.g. hypovolaemia) should be considered. Symptomatic hypotension is more likely to occur if the
patient has been volume-depleted, e.g. by diuretic therapy, dietary salt restriction, diarrhoea or
vomiting. Sodium and/or volume depletion should be corrected before starting treatment with
Entresto, however, such corrective action must be carefully weighed against the risk of volume
overload.

Impaired renal function

Evaluation of patients with heart failure should always include assessment of renal function. Patients
with mild and moderate renal impairment are more at risk of developing hypotension (see section 4.2).
There is very limited clinical experience in patients with severe renal impairment (estimated GFR

<30 ml/min/1.73m?) and these patients may be at greatest risk of hypotension (see section 4.2). There
is no experience in patients with end-stage renal disease and use of Entresto is not recommended.

Worsening renal function

Use of Entresto may be associated with decreased renal function. The risk may be further increased by
dehydration or concomitant use of non-steroidal anti-inflammatory agents (NSAIDs) (see section 4.5).
Down-titration should be considered in patients who develop a clinically significant decrease in renal
function.

Hyperkalaemia

Treatment should not be initiated if the serum potassium level is >5.4 mmol/l. Use of Entresto may be
associated with an increased risk of hyperkalaemia, although hypokalaemia may also occur (see
section 4.8). Monitoring of serum potassium is recommended, especially in patients who have risk
factors such as renal impairment, diabetes mellitus or hypoaldosteronism or who are on a high
potassium diet or on mineralocorticoid antagonists (see section 4.2). If patients experience clinically
significant hyperkalaemia adjustment of concomitant medicinal products, or temporary down—titration
or discontinuation is recommended. If serum potassium level is >5.4 mmol/l discontinuation should be
considered.

Angioedema

Angioedema has been reported in patients treated with Entresto. If angioedema occurs, Entresto
should be immediately discontinued and appropriate therapy and monitoring should be provided until
complete and sustained resolution of signs and symptoms has occurred. It must not be re-administered.
In cases of confirmed angioedema where swelling has been confined to the face and lips, the condition
has generally resolved without treatment, although antihistamines have been useful in relieving
symptoms.

Angioedema associated with laryngeal oedema may be fatal. Where there is involvement of the
tongue, glottis or larynx likely to cause airway obstruction, appropriate therapy, e.g. adrenaline

solution 1 mg/1 ml (0.3-0.5 ml), and/or measures necessary to ensure a patent airway, should be
promptly administered.



Patients with a prior history of angioedema were not studied. As they may be at higher risk for
angioedema, caution is recommended if Entresto is used in these patients. Entresto is contraindicated
in patients with a known history of angioedema related to previous ACE inhibitor or ARB therapy or
with hereditary or idiopathic angioedema (see section 4.3).

Black patients have an increased susceptibility to develop angioedema (see section 4.8).

Patients with renal artery stenosis

Entresto may increase blood urea and serum creatinine levels in patients with bilateral or unilateral
renal artery stenosis. Caution is required in patients with renal artery stenosis and monitoring of renal
function is recommended.

Patients with NYHA functional classification IV

Caution should be exercised when initiating Entresto in patients with NYHA functional classification
IV due to limited clinical experience in this population.

B-type natriuretic peptide (BNP)

BNP is not a suitable biomarker of heart failure in patients treated with Entresto because it is a
neprilysin substrate (see section 5.1).

Patients with hepatic impairment

There is limited clinical experience in patients with moderate hepatic impairment (Child-Pugh B
classification) or with AST/ALT values more than twice the upper limit of the normal range. In these
patients, exposure may be increased and safety is not established. Caution is therefore recommended
when using it in these patients (see section 4.2 and 5.2). Entresto is contraindicated in patients with
severe hepatic impairment, biliary cirrhosis or cholestasis (Child-Pugh C classification) (see

section 4.3).

4.5 Interaction with other medicinal products and other forms of interaction

Interactions resulting in a contraindication

ACE inhibitors

The concomitant use of Entresto with ACE inhibitors is contraindicated, as the concomitant inhibition
of neprilysin (NEP) and ACE may increase the risk of angioedema. Entresto must not be started until
36 hours after taking the last dose of ACE inhibitor therapy. ACE inhibitor therapy must not be started
until 36 hours after the last dose of Entresto (see sections 4.2 and 4.3).

Aliskiren

The concomitant use of Entresto with aliskiren-containing products is contraindicated in patients with
diabetes mellitus or in patients with renal impairment (¢GFR <60 ml/min/1.73 m’) (see section 4.3).
The combination of Entresto with direct renin inhibitors such as aliskiren is not recommended (see
section 4.4). Combination of Entresto with aliskiren is potentially associated with a higher frequency
of adverse events such as hypotension, hyperkalaemia and decreased renal function (including acute
renal failure) (see sections 4.3 and 4.4).

Interactions resulting in concomitant use not being recommended

Entresto contains valsartan, and therefore should not be co-administered with another ARB containing
product (see section 4.4).



Interactions requiring precautions

OATPIBI and OATPI1B3 substrates, e.g. statins

In vitro data indicate that sacubitril inhibits OATP1B1 and OATP1B3 transporters. Entresto may
therefore increase the systemic exposure of OATP1B1 and OATP1B3 substrates such as statins.
Co-administration of Entresto increased the Cmax of atorvastatin and its metabolites by up to 2-fold and
AUC by up to 1.3-fold. Caution should be exercised when co-administering Entresto with statins. No
clinically relevant drug-drug interaction was observed when simvastatin and Entresto were co-
administered.

PDES inhibitors including sildenafil

Addition of a single dose of sildenafil to Entresto at steady state in patients with hypertension was
associated with a significantly greater blood pressure reduction compared to administration of Entresto
alone. Therefore, caution should be exercised when sildenafil or another PDES5 inhibitor is initiated in
patients treated with Entresto.

Potassium

Concomitant use of potassium-sparing diuretics (triamterene, amiloride), mineralocorticoid
antagonists (e.g. spironolactone, eplerenone), potassium supplements, salt substitutes containing
potassium or other agents (such as heparin) may lead to increases in serum potassium, and to increases
in serum creatinine. Monitoring of serum potassium is recommended if Entresto is co-administered
with these agents (see section 4.4).

Non-steroidal anti-inflammatory agents (NSAIDs), including selective cyclooxygenase-2 (COX-2)
inhibitors

In elderly patients, volume-depleted patients (including those on diuretic therapy), or patients with
compromised renal function, concomitant use of Entresto and NSAIDs may lead to an increased risk
of worsening of renal function. Therefore, monitoring of renal function is recommended when
initiating or modifying treatment in patients on Entresto who are taking NSAIDs concomitantly (see
section 4.4).

Lithium

Reversible increases in serum lithium concentrations and toxicity have been reported during
concomitant administration of lithium with ACE inhibitors or angiotensin II receptor antagonists.
Interactions between Entresto and lithium have not been investigated. Therefore, this combination is
not recommended. If the combination proves necessary, careful monitoring of serum lithium levels is
recommended. If a diuretic is also used, the risk of lithium toxicity may be increased further.

Furosemide

Co-administration of Entresto and furosemide had no effect on the pharmacokinetics of Entresto but
reduced Cmax and AUC of furosemide by 50% and 28%, respectively. While there was no relevant
change in urine volume, the urinary excretion of sodium was reduced within 4 hours and 24 hours
after co-administration. The average daily dose of furosemide was unchanged from baseline until the
end of the PARADIGM-HF study in patients treated with Entresto.

Nitrates, e.g. nitroglycerine

There was no drug-drug interaction between Entresto and intravenously administered nitroglycerin
with regard to blood pressure reduction. Co-administration of nitroglycerin and Entresto was
associated with a treatment difference of 5 bpm in heart rate compared to the administration of
nitroglycerine alone. A similar effect on the heart rate may occur when Entresto is co-administered
with sublingual, oral or transdermal nitrates. In general no dose adjustment is required.



OATP and MRP?2 transporters

The active metabolite of sacubitril (LBQ657) and valsartan are OATP1B1, OATP1B3, OATI and
OATS3 substrates; valsartan is also a MRP2 substrate. Therefore, co-administration of Entresto with
inhibitors of OATP1B1, OATP1B3, OAT3 (e.g. rifampicin, ciclosporin), OAT1 (e.g. tenofovir,
cidofovir) or MRP2 (e.g. ritonavir) may increase the systemic exposure of LBQ657 or valsartan.
Appropriate care should be exercised when initiating or ending concomitant treatment with such
medicinal products.

Metformin

Co-administration of Entresto with metformin reduced both Cmax and AUC of metformin by 23%. The
clinical relevance of these findings is unknown. Therefore, when initiating therapy with Entresto in
patients receiving metformin, the clinical status of the patient should be evaluated.

No significant interaction

No clinically meaningful drug-drug interaction was observed when Entresto was co-administered with
digoxin, warfarin, hydrochlorothiazide, amlodipine, omeprazole, carvedilol or a combination of
levonorgestrel/ethinyl estradiol.

CYP 450 interactions

In vitro metabolism studies indicate that potential for CYP 450-based drug interactions is low since
there is limited metabolism of Entresto via CYP450 enzymes. Entresto does not induce or inhibit
CYP450 enzymes.

4.6 Fertility, pregnancy and lactation

Pregnancy

The use of Entresto is not recommended during the first trimester of pregnancy and is contraindicated
during the second and third trimesters of pregnancy (see section 4.3).

Valsartan

Epidemiological evidence regarding the risk of teratogenicity following exposure to ACE inhibitors
during the first trimester of pregnancy has not been conclusive; however, a small increase in risk
cannot be excluded. Whilst there is no controlled epidemiological data on the risk with ARBs, similar
risks may exist for this class of medicinal product. Unless continued ARB therapy is considered
essential, patients planning pregnancy should be changed to alternative antihypertensive treatments
which have an established safety profile for use in pregnancy. When pregnancy is diagnosed,
treatment with ARBs should be stopped immediately and, if appropriate, alternative therapy should be
started. Exposure to ARBs therapy during the second and third trimesters is known to induce human
foetotoxicity (decreased renal function, oligohydramnios, skull ossification retardation) and neonatal
toxicity (renal failure, hypotension, hyperkalaemia).

Should exposure to ARBs have occurred from the second trimester of pregnancy, ultrasound check of
renal function and skull is recommended. Infants whose mothers have taken ARBs should be closely
observed for hypotension (see section 4.3).

Sacubitril
There are no data from the use of sacubitril in pregnant women. Studies in animals have shown
reproductive toxicity (see section 5.3).

Entresto
There are no data from the use of Entresto in pregnant women. Animal studies with Entresto have
shown reproductive toxicity (see section 5.3).



Breast-feeding

It is not known whether Entresto is excreted in human milk. The components of Entresto, sacubitril
and valsartan, were excreted in the milk of lactating rats (see section 5.3). Because of the potential risk
for adverse reactions in breast-fed newborns/infants, it is not recommended during breast-feeding. A
decision should be made whether to abstain from breast-feeding or to discontinue Entresto while
breast-feeding, taking into account the importance of Entresto to the mother.

Fertility

There are no available data on the effect of Entresto on human fertility. No impairment of fertility was
demonstrated in studies with it in male and female rats (see section 5.3).

4.7 Effects on ability to drive and use machines

Entresto has a minor influence on the ability to drive and use machines. When driving vehicles or
operating machines it should be taken into account that occasionally dizziness or fatigue may occur.

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions during treatment with Entresto were hypotension,
hyperkalaemia and renal impairment (see section 4.4). Angioedema was reported in patients treated
with Entresto (see description of selected adverse reactions).

The safety of Entresto in patients with chronic heart failure was evaluated in the pivotal phase 3 study
PARADIGM-HF, which compared patients treated twice daily with Entresto 97 mg/103 mg (n=4,203)
or enalapril 10 mg (n=4,229). Patients randomised to the Entresto group received treatment for a
median duration of exposure of 24 months; 3,271 patients were treated for more than one year.

In the PARADIGM-HF study, subjects were previously treated with ACE inhibitors and/or ARBs and
also had to successfully complete sequential enalapril and Entresto run-in periods (median drug
exposure of 15 and 29 days, respectively) prior to the randomised double-blind period. During the
enalapril run-in period, 1,102 patients (10.5%) permanently discontinued from the study, 5.6%
because of an adverse reaction, most commonly renal dysfunction (1.7%), hyperkalemia (1.7%) and
hypotension (1.4%). During the Entresto run-in period, 10.4% of patients permanently discontinued,
5.9% because of an adverse reaction, most commonly renal dysfunction (1.8%), hypotension (1.7%)
and hyperkalemia (1.3%). Due to discontinuations during the run-in period, the adverse reaction rates
as presented in table below may be lower than the adverse reaction rates expected in clinical practice.

Discontinuation of therapy due to an adverse reaction in the double-blind period of the
PARADIGM-HF study occurred in 450 Entresto-treated patients (10.7%) and 516 enalapril-treated
patients (12.2%).



Tabulated list of adverse reactions

Adverse reactions are ranked by System organ class and then by frequency with the most frequent
first, using the following convention: very common (>1/10); common (>1/100 to <1/10); uncommon
(>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000); very rare (<1/10,000). Within each frequency

grouping, adverse reactions are ranked in order of decreasing seriousness.

Table 1 List of adverse reactions
System Organ Class Preferred term Frequency category
B'lood and lymphatic system Anaemia Common
disorders
Immune system disorders Hypersensitivity Uncommon
Metabolism and nutrition Hyperkalaemia* Very common
disorders Hypokalaemia Common
Hypoglycaemia Common
Nervous system disorders Dizziness Common
Headache Common
Syncope Common
Dizziness postural Uncommon
Ear and labyrinth disorders Vertigo Common
Vascular disorders Hypotension* Very common
Orthostatic hypotension Common
Respiratory, thoracic and
medlzasting’disorders Cough Common
Gastrointestinal disorders Diarrhoea Common
Nausea Common
Gastritis Common
Skin and subcutaneous tissue Pruritus Uncommon
disorders Rash Uncommon
Angioedema* Uncommon
Renal and urinary disorders Renal impairment* Very common
Renal failure (renal failure,
- Common
acute renal failure)
General disorders and Fatigue Common
administration site conditions Asthenia Common

*See description of selected adverse reactions.

Description of selected adverse reactions

Angioedema

Angioedema has been reported in patients treated with Entresto. In PARADIGM-HF, angioedema was
reported in 0.5% of patients treated with Entresto, compared with 0.2% of patients treated with
enalapril. A higher incidence of angioedema was observed in Black patients treated with Entresto
(2.4%) and enalapril (0.5%) (see section 4.4).

Hyperkalaemia and serum potassium

In PARADIGM-HF, hyperkalaemia and serum potassium concentrations >5.4 mmol/l were reported in
11.6% and 19.7% of Entresto-treated patients and 14.0% and 21.1% of enalapril-treated patients,
respectively.

Blood pressure

In PARADIGM-HF, hypotension and clinically relevant low systolic blood pressure (<90 mmHg and
decrease from baseline of >20 mmHg) were reported in 17.6% and 4.76% of Entresto-treated patients
compared with 11.9% and 2.67% of enalapril-treated patients, respectively.
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Renal impairment
In PARADIGM-HF, renal impairment was reported in 10.1% of Entresto-treated patients and 11.5%
of enalapril-treated patients.

Reporting of suspected adverse reactions

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

4.9 Overdose
Limited data are available with regard to overdose in humans. A single dose of Entresto 583 mg
sacubitril/617 mg valsartan and multiple doses of 437 mg sacubitril/463 mg valsartan (14 days) were

studied in healthy volunteers and were well tolerated.

Hypotension is the most likely symptom of overdose due to the blood pressure lowering effects of
Entresto. Symptomatic treatment should be provided.

The medicinal product is unlikely to be removed by haemodialysis due to high protein binding.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Agents acting on the renin-angiotensin system; angiotensin II antagonists,
other combinations, ATC code: C09DX04

Mechanism of action

Entresto exhibits the mechanism of action of an angiotensin receptor neprilysin inhibitor by
simultaneously inhibiting neprilysin (neutral endopeptidase; NEP) via LBQ657, the active metabolite
of the prodrug sacubitril, and by blocking the angiotensin II type-1 (AT1) receptor via valsartan. The
complementary cardiovascular benefits of Entresto in heart failure patients are attributed to the
enhancement of peptides that are degraded by neprilysin, such as natriuretic peptides (NP), by
LBQ657 and the simultaneous inhibition of the effects of angiotensin II by valsartan. NPs exert their
effects by activating membrane-bound guanylyl cyclase-coupled receptors, resulting in increased
concentrations of the second messenger cyclic guanosine monophosphate (cGMP), which could result
in vasodilation, natriuresis and diuresis, increased glomerular filtration rate and renal blood flow,
inhibition of renin and aldosterone release, reduction of sympathetic activity, and anti-hypertrophic
and anti-fibrotic effects.

Valsartan inhibits detrimental cardiovascular and renal effects of angiotensin II by selectively blocking
the AT1 receptor, and also inhibits angiotensin [I-dependent aldosterone release. This prevents
sustained activation of the renin-angiotensin-aldosterone system that would result in vasoconstriction,
renal sodium and fluid retention, activation of cellular growth and proliferation, and subsequent
maladaptive cardiovascular remodelling.
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Pharmacodynamic effects

The pharmacodynamic effects of Entresto were evaluated after single and multiple dose
administrations in healthy subjects and in patients with heart failure, and are consistent with
simultaneous neprilysin inhibition and RAAS blockade. In a 7-day valsartan-controlled study in
patients with reduced ejection fraction (HFrEF), administration of Entresto resulted in an initial
increase in natriuresis, increased urine cGMP, and decreased plasma levels of mid-regional pro-atrial
natriuretic peptide (MR-proANP) and N-terminal prohormone brain natriuretic peptide (NT-proBNP)
compared to valsartan. In a 21-day study in HFrEF patients, Entresto significantly increased urine
ANP and cGMP and plasma cGMP, and decreased plasma NT-proBNP, aldosterone and endothelin-1
compared to baseline. The AT1-receptor was also blocked as evidenced by increased plasma renin
activity and plasma renin concentrations. In the PARADIGM-HF study, Entresto decreased plasma
NT-proBNP and increased plasma BNP and urine cGMP compared with enalapril. BNP is not a
suitable biomarker of heart failure in patients treated with Entresto because BNP is a neprilysin
substrate (see section 4.4). NT-proBNP is not a neprilysin substrate and is therefore a more suitable
biomarker.

In a thorough QTec clinical study in healthy male subjects, single doses of Entresto 194 mg
sacubitril/206 mg valsartan and 583 mg sacubitril/617 mg valsartan had no effect on cardiac
repolarisation.

Neprilysin is one of multiple enzymes involved in the clearance of amyloid-f (AB) from the brain and
cerebrospinal fluid (CSF). Administration of Entresto 194 mg sacubitril/206 mg valsartan once daily
for two weeks to healthy subjects was associated with an increase in CSF AB1-38 compared to
placebo; there were no changes in concentrations of CSF AB1-40 and 1-42. The clinical relevance of
this finding is not known (see section 5.3).

Clinical efficacy and safety

The 24 mg/26 mg, 49 mg/51 mg and 97 mg/103 mg strengths are in some publications referred to as
50, 100 or 200 mg.

PARADIGM-HF

PARADIGM-HF was a multinational, randomised, double-blind study of 8,442 patients comparing
Entresto to enalapril, both given to adult patients with chronic heart failure, NYHA class II-IV and
reduced ejection fraction (left ventricular ejection fraction [LVEF] <40%, amended later to <35%) in
addition to other heart failure therapy. The primary endpoint was the composite of cardiovascular
(CV) death or hospitalisation for heart failure (HF). Patients with SBP <100 mmHg, severe renal
impairment (eGFR <30 ml/min/1.73 m?®) and severe hepatic impairment were excluded at screening
and therefore not prospectively studied.

Prior to study participation, patients were well treated with standard of care therapy which included
ACE inhibitors/ARBs (>99%), beta blockers (94%), mineralocorticoid antagonists (58%) and diuretics
(82%). The median follow-up duration was 27 months and patients were treated for up to 4.3 years.

Patients were required to discontinue their existing ACE inhibitor or ARB therapy and enter a
sequential single-blind run-in period during which they received treatment with enalapril 10 mg twice
daily, followed by single-blind treatment with Entresto 100 mg twice daily, increasing to 200 mg
twice daily (see section 4.8 for discontinuations during this period). They were then randomised to the
double-blind period of the study, during which they received either Entresto 200 mg or enalapril

10 mg twice daily [Entresto (n=4,209); enalapril (n=4,233)].

The mean age of the population studied was 64 years of age and 19% were 75 years of age or older. At
randomisation, 70% of patients were NYHA class II, 24% were class Il and 0.7% were class IV. The
mean LVEF was 29% and there were 963 (11.4%) patients with a baseline LVEF >35% and <40%.
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In the Entresto group, 76% of patients remained on the target dose of 200 mg twice daily at the end of
the study (mean daily dose of 375 mg). In the enalapril group, 75% of patients remained on the target
dose of 10 mg twice daily at the end of the study (mean daily dose of 18.9 mg).

Entresto was superior to enalapril, reducing the risk of cardiovascular death or heart failure
hospitalisations to 21.8% compared to 26.5% for enalapril treated patients. The absolute risk
reductions were 4.7% for the composite of the CV death or HF hospitalisation, 3.1% for CV death
alone, and 2.8% for first HF hospitalisation alone. The relative risk reduction was 20% versus
enalapril (see Table 2). This effect was observed early and was sustained throughout the duration of
the study (see Figure 1). Both components contributed to the risk reduction. Sudden death accounted
for 45% of cardiovascular deaths and was reduced by 20% in Entresto-treated patients compared to
enalapril-treated patients (HR 0.80, p=0.0082). Pump failure accounted for 26% of cardiovascular
deaths and was reduced by 21% in Entresto-treated patients compared to enalapril-treated patients (HR
0.79, p=0.0338).

This risk reduction was consistently observed across subgroups including: gender, age, race,
geography, NYHA class (II/III), ejection fraction, renal function, history of diabetes or hypertension,
prior heart failure therapy, and atrial fibrillation.

Entresto improved survival with a significant reduction in all-cause mortality of 2.8% (Entresto, 17%,
enalapril, 19.8%). The relative risk reduction was 16% compared with enalapril (see Table 2).

Table 2 Treatment effect for the primary composite endpoint, its components and all-cause
mortality over a median follow-up of 27 months

Entresto Enalapril Hazard ratio Relative p-value ***
N=4187" N=4212* (95% CI) risk
n (%) n (%) reduction
Primary composite 914 (21.83) 1117 (26.52) | 0.80 (0.73,0.87) | 20% 0.0000002
endpoint of CV death
and heart failure
hospitalisations™*
Individual components of the primary composite endpoint
CV death** 558 (13.33) 693 (16.45) 0.80 (0.71, 0.89) | 20% 0.00004
First heart failure 537 (12.83) 658 (15.62) 0.79 (0.71,0.89) | 21% 0.00004
hospitalisation
Secondary endpoint
All-cause mortality | 711 (16.98) | 835(19.82) | 0.84 (0.76,0.93) | 16% [ 0.0005

*The primary endpoint was defined as the time to first event of CV death or hospitalisation for HF.
**CV death includes all patients who died up to the cut-off date irrespective of previous
hospitalisation.

***(One-sided p-value

* Full analysis set
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Figure 1 = Kaplan-Meier curves for the primary composite endpoint and the CV death

component
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Entresto 4187 3922 3663 3018 2257 1544 896 249 Entresto 4187 4056 3891 3282 2478 1716 1005 280
Enalapril 4212 3883 3579 2922 2123 1488 853 236 Enalapril 4212 4051 3860 3231 2410 1726 994 279

TITRATION was a 12-week safety and tolerability study in 538 patients with chronic heart failure
(NYHA class [I-1V) and systolic dysfunction (left ventricular ejection fraction <35%) naive to ACE
inhibitor or ARB therapy or on varying doses of ACE inhibitors or ARBs prior to study entry. Patients
received a starting dose of Entresto of 50 mg twice daily and were up-titrated to 100 mg twice daily,
then to the target dose of 200 mg twice daily, with either a 3-week or a 6-week regimen.

More patients who were naive to previous ACE inhibitor or ARB therapy or on low-dose therapy
(equivalent to <10 mg enalapril/day) were able to achieve and maintain Entresto 200 mg when
up-titrated over 6 weeks (84.8%) versus 3 weeks (73.6%). Overall, 76% of patients achieved and
maintained the target dose of Entresto 200 mg twice daily without any dose interruption or
down-titration over 12 weeks.

Paediatric population

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

5.2 Pharmacokinetic properties

The valsartan contained within Entresto is more bioavailable than the valsartan in other marketed
tablet formulations; 26 mg, 51 mg, and 103 mg of valsartan in Entresto is equivalent to 40 mg, 80 mg
and 160 mg of valsartan in other marketed tablet formulations, respectively.

Absorption

Following oral administration, Entresto dissociates into valsartan and the prodrug sacubitril. Sacubitril
is further metabolised to the active metabolite LBQ657. These reach peak plasma concentrations in

2 hours, 1 hour, and 2 hours, respectively. The oral absolute bioavailability of sacubitril and valsartan
is estimated to be more than 60% and 23%, respectively.

Following twice daily dosing of Entresto, steady-state levels of sacubitril, LBQ657 and valsartan are
reached in three days. At steady state, sacubitril and valsartan do not accumulate significantly, while
LBQ657 accumulates 1.6-fold. Administration with food has no clinically significant impact on the
systemic exposures of sacubitril, LBQ657 and valsartan. Entresto can be administered with or without
food.
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Distribution

Sacubitril, LBQ657 and valsartan are highly bound to plasma proteins (94-97%). Based on the
comparison of plasma and CSF exposures, LBQ657 crosses the blood brain barrier to a limited extent
(0.28%). The average apparent volume of distribution of valsartan and sacubitril were 75 litres to

103 litres, respectively.

Biotransformation

Sacubitril is readily converted to LBQ657 by carboxylesterases 1b and 1¢; LBQ657 is not further
metabolised to a significant extent. Valsartan is minimally metabolised, as only about 20% of the dose
is recovered as metabolites. A hydroxyl metabolite of valsartan has been identified in plasma at low
concentrations (<10%).

Since CYP450-enzyme-mediated metabolism of sacubitril and valsartan is minimal, co-administration
with medicinal products that impact CYP450 enzymes is not expected to impact the pharmacokinetics.

Elimination
Following oral administration, 52-68% of sacubitril (primarily as LBQ657) and ~13% of valsartan and
its metabolites are excreted in urine; 37-48% of sacubitril (primarily as LBQ657) and 86% of valsartan

and its metabolites are excreted in faeces.

Sacubitril, LBQ657 and valsartan are eliminated from plasma with a mean elimination half-life (T) of
approximately 1.43 hours, 11.48 hours, and 9.90 hours, respectively.

Linearity/non-linearity

The pharmacokinetics of sacubitril, LBQ657 and valsartan were approximately linear over an Entresto
dose range of 24 mg sacubitril/26 mg valsartan to 97 mg sacubitril/103 mg valsartan.

Special populations

Elderly patients
LBQ657 and valsartan exposure are increased in subjects over 65 years of age by 42% and 30%,
respectively, compared to younger subjects.

Impaired renal function

A correlation was observed between renal function and systemic exposure to LBQ657 in patients with
mild to severe renal impairment. The exposure of LBQ657 in patients with moderate

(30 ml/min/1.73 m* < eGFR <60 ml/min/1.73 m®) and severe renal impairment (15 ml/min/1.73 m* <
eGFR <30 ml/min/1.73 m?) was 1.4-fold and 2.2-fold higher compared to patients with mild renal
impairment (60 ml/min/1.73 m*> < eGFR <90 ml/min/1.73 m®), the largest group of patients enrolled in
PARADIGM-HF). The exposure of valsartan was similar in patients with moderate and severe renal
impairment compared to patients with mild renal impairment. No studies have been performed in
patients undergoing dialysis. However, LBQ657 and valsartan are highly bound to plasma protein and
therefore unlikely to be effectively removed by dialysis.
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Impaired hepatic function

In patients with mild to moderate hepatic impairment, the exposures of sacubitril increased by 1.5- and
3.4- fold, LBQ657 increased by 1.5- and 1.9-fold, and valsartan increased by 1.2-fold and 2.1-fold,
respectively, compared to matching healthy subjects. However, in patients with mild to moderate
hepatic impairment, the exposures of free concentrations of LBQ657 increased by 1.47- and 3.08-fold,
respectively, and the exposures of free concentrations of valsartan increased by 1.09-fold and
2.20-fold, respectively, compared to matching healthy subjects. Entresto has not been studied in
patients with severe hepatic impairment, biliary cirrhosis or cholestasis (see sections 4.3 and 4.4).

Effect of gender
The pharmacokinetics of Entresto (sacubitril, LBQ657 and valsartan) are similar between male and
female subjects.

5.3 Preclinical safety data
Non-clinical data (including studies with sacubitril and valsartan components and/or Entresto) reveal
no special hazard for humans based on conventional studies of safety pharmacology, repeated dose

toxicity, genotoxicity, carcinogenic potential and fertility.

Fertility, reproduction and development

Entresto treatment during organogenesis resulted in increased embryofoetal lethality in rats at doses
>49 mg sacubitril/51 mg valsartan/kg/day (<0.72-fold the maximum recommended human dose
[MRHD] on the basis of AUC) and rabbits at doses >4.9 mg sacubitril/5.1 mg valsartan/kg/day (2-fold
and 0.03-fold the MRHD on the basis of valsartan and LBQ657 AUC, respectively). It is teratogenic
based on a low incidence of foetal hydrocephaly, associated with maternally toxic doses, which was
observed in rabbits at an Entresto dose of >4.9 mg sacubitril/5.1 mg valsartan/kg/day. Cardiovascular
abnormalities (mainly cardiomegaly) were observed in rabbit foetuses at a maternally non-toxic dose
(1.46 mg sacubitril/1.54 mg valsartan/kg/day). A slight increase in two foetal skeletal variations
(misshapen sternebra, sternebra bipartite ossification) was observed in rabbits at an Entresto dose of
4.9 mg sacubitril/5.1 mg valsartan/kg/day. The adverse embryofoetal effects of Entresto are attributed
to the angiotensin receptor antagonist activity (see section 4.6).

Sacubitril treatment during organogenesis resulted in embryo-foetal lethality and embryo-foetal
toxicity (decreased foetal body weights and skeletal malformations) in rabbits at doses associated with
maternal toxicity (500 mg/kg/day; 5.7-fold the MRHD on the basis of LBQ657 AUC). A slight
generalised delay in ossification was observed at doses of >50 mg/kg/day. This finding is not
considered adverse. No evidence of embryo-foetal toxicity or teratogenicity was observed in rats
treated with sacubitril. The embryo-foetal no-observed adverse effect level (NOAEL) for sacubitril
was at least 750 mg/kg/day in rats and 200 mg/kg/day in rabbits (2.2-fold the MRHD on the basis of
LBQ657 AUC).

Pre- and postnatal development studies in rats conducted with sacubitril at high doses up to

750 mg/kg/day (2.2-fold the MRHD on the basis of AUC) and valsartan at doses up to 600 mg/kg/day
(0.86-fold the MRHD on the basis of AUC) indicate that treatment with Entresto during
organogenesis, gestation and lactation may affect pup development and survival.
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Other preclinical findings

Entresto

The effects of Entresto on amyloid-p concentrations in CSF and brain tissue were assessed in young
(2-4 years old) cynomolgus monkeys treated with Entresto (24 mg sacubitril/26 mg valsartan/kg/day)
for two weeks. In this study CSF AP clearance in cynomolgus monkeys was reduced, increasing CSF
AB1-40, 1-42 and 1-38 levels; there was no corresponding increase in Af levels in the brain. Increases
in CSF AB1-40 and 1-42 were not observed in a two-week healthy volunteer study in humans (see
section 5.1). Additionally, in a toxicology study in cynomolgus monkeys treated with Entresto at

146 mg sacubitril/154 mg valsartan/kg/day for 39 weeks, there was no evidence for the presence of
amyloid plaques in the brain. Amyloid content was not, however, measured quantitatively in this
study.

Sacubitril

In juvenile rats treated with sacubitril (postnatal days 7 to 70), there was a reduction in age-related
bone mass development and bone elongation. A study in adult rats showed only a minimal transient
inhibitory effect on bone mineral density but not on any other parameters relevant for bone growth,
suggesting no relevant effect of sacubitril on bone in adult patient populations under normal
conditions. However, a mild transient interference of sacubitril with the early phase of fracture healing
in adults cannot be excluded.

Valsartan

In juvenile rats treated with valsartan (postnatal days 7 to 70), doses as low as 1 mg/kg/day produced
persistent irreversible kidney changes consisting of tubular nephropathy (sometimes accompanied by
tubular epithelial necrosis) and pelvic dilatation. These kidney changes represent an expected
exaggerated pharmacological effect of angiotensin converting enzyme inhibitors and angiotensin II
type 1 blockers; such effects are observed if rats are treated during the first 13 days of life. This period
coincides with 36 weeks of gestation in humans, which could occasionally extend up to 44 weeks after
conception in humans.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Tablet core

Microcrystalline cellulose
Low-substituted hydroxypropylcellulose
Crospovidone, type A

Magnesium stearate

Talc

Colloidal anhydrous silica

Film coat

Entresto 24 mg/26 mg film-coated tablets
Hypromellose, substitution type 2910 (3 mPa-s)
Titanium dioxide (E171)

Macrogol 4000

Talc

Iron oxide red (E172)

Iron oxide black (E172)
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Entresto 49 mg/5 1 mg film-coated tablets
Hypromellose, substitution type 2910 (3 mPa-s)
Titanium dioxide (E171)

Macrogol 4000

Talc

Iron oxide red (E172)

Iron oxide yellow (E172)

Entresto 97 mg/103 mg film-coated tablets
Hypromellose, substitution type 2910 (3 mPa-s)
Titanium dioxide (E171)

Macrogol 4000

Talc

Iron oxide red (E172)

Iron oxide black (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years

6.4 Special precautions for storage

This medicinal product does not require any special temperature storage conditions.
Store in the original package in order to protect from moisture.

6.5 Nature and contents of container
PVC/PVDC/Aluminium blisters. One blister contains either 10 or 14 film-coated tablets.

Entresto 24 mg/26 mg film-coated tablets

Pack sizes: 14, 20, 28 or 56 film-coated tablets and multipacks containing 196 (7x28) film-coated
tablets.

Entresto 49 mg/51 mg film-coated tablets

Pack sizes: 14, 20, 28 or 56 film-coated tablets and multipacks containing 168 (3x56) or
196 (7x28) film-coated tablets.

Entresto 97 mg/103 mg film-coated tablets

Pack sizes: 14, 20, 28 or 56 film-coated tablets and multipacks containing 168 (3x56) or
196 (7x28) film-coated tablets.

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

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

Entresto 24 mg/26 mg film-coated tablets

EU/1/15/1058/001
EU/1/15/1058/008-010
EU/1/15/1058/017

Entresto 49 mg/51 mg film-coated tablets

EU/1/15/1058/002-004
EU/1/15/1058/011-013

Entresto 97 mg/103 mg film-coated tablets

EU/1/15/1058/005-007
EU/1/15/1058/014-016

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

19 November 2015

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http:/www.ema.europa.eu.
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=4 AN

Entresto & 71t I RE2FHEE L7-L 25, Entresto DOIRMENREIZ BT H N2 03>
72Dy, 7aE I RO Cra LN AUC D3 1LEI 50%, 28%84 LT, JREICHE L 72 221k
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DEXZBERA(CT NS BEARY, 7272 LIEBHEOAZOREE L,

P, RSO R OV BB 1301~ 5 %A )

1) MERRE B, FUS. . I - WREESE O BER % Ik & 5
LIMEFEND Sb b 2 L2 5O THEL 5247,
RS SN HA xS 2k L, @80 0E % 47
Tk,

DT avy., ki@, BHEMEEL: vav ., MEEKTICHE) %
L EHMEERDLDNLIENHLDT, BELE T4
T, WG, TR, BRI RSN D 5 b 8610, |

HASHY) R E X 1T 2 Lo FRICIMTLENT . e E 2 IR
s, FRAR G S 5 VIR OAEOBETEIEND
PS5 EMGBL, METALAGRBEOREZ HCBRL
LOOEAITI 2 L,

*%k3)AMBREE  ANFHESHODLILZLNHLOT, Bl
B2 +HIAT V. B SN A IR RS 2R L,
R B Z 1T 2 &,

DEHVYLME : BELEH ) Y AMERD SbNE I E
BHDHOT, BT 5TV, REFRD LNLEIC
i EHICET R LEZT) 2L,

5) FFfeEREE. BE: AST(GOT). ALT(GPT).
7y-GTPOLEASONHRERE, WELDOLNL L
BHDHOT, BT 5TV, REFRD LNGEI
G2k L, B RERIT) 2 &,

6) EFERIIRIE | PR EIEDN D S NDLZEDNHLOT, Bl
B2 TIAT V. B SN A IR RS A2 L,
R AEZ 1T 2 &,

7) VERURRARIE ¢ RS, B, CK(CPK) L& e & O°
R IF 7oy EA 2L 3 2R RIRIE D S S b
NBZEDHBHOT, Bl TIATY. 2O X9 Bty
WCIEEB IS 2Pk L, B RREZTY 2 &,

8) BB MERG A ¢ FEB. MLk, DT IA e, R X RS A A
I BB %03 5N BZEBHBHDOT, TDLH
Al 2RIk L, B E ARV E Al OG5 oY)
BALEEAIT) S &,

O)EIMEE @ MDD &b D 2 &3 5 BRI HET OB
HTHOLIRLT W) DT, BIRE+4I1247w. Bk, %
MER, @I FOEZ. ST, B, EikRES)
HObNIEAIEHES EZ I L, B AREZTH 2 &,

(2)Z O DEI1ER
SMEEDZE
0.1~5% A 0.1% A

1)BEE™ |5, 85, 25 . BE. XIEABE

2)FEIREE |HFVWW, A5 D& LB S5AHW, | AN,
BiE. 1ZTH AN D)

DFE M |TH. FEE. AR, RS, FoOLONR M o L

R & O

4)HEgR B, TEH, AR, BEAPUR, O HRERE
. TR Ok

5 B  |AST(GOT).ALT(GPT).AL-P,
LDH.7-GTP» L&

6)Il # |F. HIERRA. FImERR S, ek
B, I/ IMGEA

NE B BUN, 7L 7F=ro 5, &R

)M |BRIE. B, B, UL, FEK - Y
B, b ) A BRL Ba L AT a—| v AE.
VES, P CK(CPK)EFH. CRPER .
S M REE S SRS o2 |5 A
4\

H2) 2O L) REE RS eIk T A 2 Lo
E3) 20 X9 Y E Ik, KB 5% Ll R RIEEIT) L,

&k 7.

BT E0EE

B OAEP TREMEFICERTZLE 5H, H60F, il
JE. BRI R OHIMAE D D S b < E, BikEe

CHIMOIEE(NEZ7 B E V) ITHEL, LEITE CAHD 5
VISP IR 2 R, R A R B R LEE 1T & BB,
S MEE DY A ORI S IEBALETH 5,

5%l 1 0.1~5% A
1) BEEE™ B> EE
) FEIREE | HA RIME. (O F v, FIk. BE AR
SAHDE fiE, 13T
NFE U, BRAL. AR, O
L ED L Ok
4) 4128 Bl DEREE. AL, HE
Bov 8. BREDILH . MR-,
BHRAR, B EEAPIR
5 hE y-GTP L5 ALT(GPT).AST(GO
T).LDH.AL-P® L5
6)ffl % |&M HERIE A IFRER L. |
MERL ., /MM A
NE & BUN, 7 L7+ = |&HR
MR
8) MM (A ) v A B BEE. B B, R,
MmAJREE LA, me [ HERY., Rl Asa—
CK(CPK) L& EAL AR MU Y A E,
T AV IAT S ¥

2) 20 &) BlEII3 RGP A2 &,

. SmENDERE
EEECIIBREOREZBE L 2 oHE RS T L, [
BABIEDORITE I E L v e SNTWD (IS MES 5
BENEDH D).
TR, ER. RIALBEADOERS
(DI AR LT B RELED & A I A3 IR G- L Aawnw 2 &,
F 72, BGHICEREAHE L 25E1E, HH IS 2 d Ik
T5Z e, UHRPHEOCRMICAH ZELT v V4T v
ISHEEERARLT v V4 7 v ¥ v ERBEERER % 55 X
N BT O B HE THRABAE. IBIE - Hrdlloe, #
AROMIT, B4, mA )Y AME,. HEEOBEAL K
O2EAGERENC X 2 EHEI S N2 U oo ffis, BEEF I O %
T, MDD D Sbhl: & OMEDDH 5]
QEFEATOBACELST LI L 2T, P2 BT’ T2
HllEEAe LSR5, [Ty +OREEN R ORI
ARHFN & smBRE 1¥% 53 5 & 10mg/kg/ H LL EoRETHIZA IR
KESEDFERMDBED SNTWD,Y 5B, T FOIEER
WA, H5VIZEANORIIAHZHG LHE, Wil
b 300mg/kg/ H THAE WA KEHE D BMATRD 5N T %, ]
NREADERS
(IR EARE N, A VRSO L8 (LoRii) 1o % e h i
LT (RHAEARE IR, HrAla. LR LTl iR
BRhs L 7)o
(2)% Bk AR A 5 (GFR) $%30mL/min/1.73m*A i O /N R & 12004 5
REVEIIMEY. L Cuew (RSS20,
GBVNEEOFIMIE CIEEEIERE 2D 2 LS nizn, B
REM OGS ) 7 AMEZEFROBIZET S 2 8, I, B
REACSEE & AT 9 IRIE (B2, BiAK) O BB AR 2 #5552
WA MG H ) o LMl EH S50 A D B o A &
BEHS A ERIEET A . ([HEEHRS | OHG) L OTHE
YR 1D IESIR)
SEREDEE
ERZGE . PTPREOFEHMIPTP Y — 25O LT
BT 2 L9488 F22L, [PTPY— Ok
W&, BWSAIATAEREATA L, Wi
fla BT L CHERET 285 0 B 2 A 00E % BF 5
THIENHREINTVS ]



(EEpE]

AREVE 5 L i SR % 8 B (38~68%) (2. 1 H 110l 4 mg% sk
WAEES L, 5121 HARERZMEH 7 H B RERS L 72k,
VRS MAIEEACEH I O B v FY v 7 v R ORI TEACE
PIM = T AHeH SN2 A5, REMEIZIZE A BB Shi v,
1 HH Wn5%) K09 HE (7 HEERS%) o5 > 74
VE COMHPREZHOEBY T, 54~ 6 FHBICE—2
WE L7z, B4 ICIKTF T %,

1. mARE

. o N

80— N: N-

70—

60—
m 50—
40|
s 30|
g 20—

10—

20—

10 5

55
AL 4 T T T T T T T T T
0 15 3 4 6 8 10 12 24 30
BE5 %O/ (h)
) Crnax Twax  AUCo~20n  Trza T2 p
wemn wgn O

AW BIE om) ) Ggwml) B ()

_ oo |HH551%199 50=11 428+91” 22+14 95=*51
TNy v

o-—0 9QHH577+141 45+13 509+151 20+07 112+72
M-TI oo 1HH 83%27 80%19 136=48" —_— 89=26"
o3 OHH 109+34 68=15 197+64 — 13.7+6.1"

)T 8— P A Y PEFMTE D IEE L 720
b)n=7

CPEfE = MR, n=8)

VAR B v I RE AR (65~705%) 6 BN 1 H 1 [l 4 mg % 8 &
BICHERES L. S5 1 HREBED 7 0BRSS L7228
IZBWTh, M EERAREBERIIEEREOLALIELEALY
AIFBO LN, T2, BFEE 7 L7 F=Y 106~36
mg/dL) Z B9 e B 1861 % OHFRE S (1 C Gris & 15.0~
280%) % E9) EIMUERERE S FIC 1 H 1 1l 4 mg% FARIHES- L
A ICB VTS, M R I AR M s L B DA & 1
LALEEITRD SN,

s 7% v s v e Ef % H w7 Population
Pharmacokinetics (P P K) f##r]

TEHE N T HE 1685, AR e 1 ML SRE Sz OF v A S8 1 s M
SERBFIEAZ0BY, BB & ME ) SR R E 18, R &
I W IMUESE B H 8 B, 51224612 5 1% 5 7228860 T D Il 7
FAHNE I ENEME 2 T, P R, RIE. IR AR
(AST(GOT)., ALT(GPT)). By r L7+
=Y, BUN), It 7 N7 I MEROENTEOFREE 1 » 74
VY DTN T T YA GAER. N AT XL T8
T4 L OB MG LR, TREEZ(AST(GOT)
E>40XIZAL T(GP THE>35)ICBITB 2 )T T v AH45%
BEFTAHZEPHEESIN TS,

. R kR

AR T 0 LT A R (38 ~687%) 8 B, o i AN B Itk 3 ML A
(65~70i%) 6 B, FREE 2 ) S flE A B E 18, TR E & b
I IMUFSERE 8BIIC 1 H 110 4 ngZ B wmxS L, &
HIC 1 HARIEREH 7 H IS L2k, Wb R
REARIBH SN, BERBYOH v FH 5 v ROIERE
HERBIM - 0258k S5, 52406 F TORM A v 74
WV v OM — I OFHEM 3G AR EN: 5 U E B T11~12%.
VAR B 5 U i FR 3 TR 10~12%. IFBE S % 1 9 &5 LT i
BETHIO~11%TH Y, 1FLAEEIED RV, FhER M
I W IMUESE B E O BRI, i 2 L7 F = »3.0mg/dLEL 1
DEBETIZITIHHALI%, 9 HHL8% T, %2 L7 F=>15ng
/ALK OB EREIEHEBITIE 1 HH68%. 9 HH93%Td - 720
Vb AR 5B o Mg, R Rl 5 AT REME
MFERE B B A R e B . T RESE 2 0 5 il
BHEROBEEZ LS BIEERS & D CE”REIRD O L
WwWekEz b5,

B MpYITXY VREICRIFTHE"

AFN T Tx T AT OB OA LB (54~T4m) 5 FIIA
AT H 1WA ngZ HERICHEERSG L, 5121 HRERER
T HBRAERG LB W Ty, i Y T3 2 VR EEIIARH]
IR GIFICIE L CHImERD S v, £, v THusy
> O L P B U AR TR v ML R SR (AR & B G L 7
LIEEAERTRD SNV,

R

HYFHNEY Y VLFEFNEHINEFIVNIATFT—LITL
DIGTEREW S v vy LIRS L, S BIC—FATCYP2
CY T X 0 IEIEMEACH Y M — IIALH S N2 A, AHEN: & I i
BRI L L L & M- 1O EE & OFR AR 1%
BTNy ol TR ARSI AR, CYP 2
CYODBIEZMLIIZ L B H V FHIF v DILHEENDHEIX
YhnwkEz 55,

T2 h TNV Y VIECYP1IAL, 1A2, 2A6, 2B6., 2C8.
2C9—-Arg. 2C19. 2D6, 2E1., 3A4 DR Z HE L 2 v
(in vitro) o

. EBEEE

(MCIA Y TFHNy vk bOIE. 4%k MLET VT I ViE
WICHEML 22O EAHEARIZ, & HI299%U ETH 5 (in

Vitro) o

(ERPRELHR]

EERE. BEEMEMEREO&BE 24, 1H1H2~
12mg % — MM BR Cld 8 ~248 1, “HEMILERBRTIZ12
SHIE, RIS aER Tl324~52 [, BREE & 0L e E K
CESE S MERE IS BT 2R TIE 2 ~ 8 B, I3RS L 72
RIREEIZB VT, BEEREDEH S NS MERED 7 4 T A
MBIEIREDOEBY TH b,

. EIEEE

. FHrhE (TR0 #)
IR S 47 e e s | TR REIE T <
4igikkﬁégggéfi 72.6%(606/835) | 781% (606/776)
TEE 755 I A 775% (31/40) 83.8%(31/37)
R E & 1) B AE 63.4% (26/41) 72.2% (26/36)
| BEEEmIEE | 667%(22/33) 73.3% (22/30)

& &t 72.4% (663/916) 78.1% (663/849)

S DGR U I (= 20mmiglA 1) K OSHEaR I+ (— 10mmHglA L) % §ii 7237
Wit SEIE (= 13mmHglh 1) %572 588, H 5 ik, TR T
B - T H150/90mmHg A (7272 L B WEE & PF 5 = MUERE O A BB
T, 140/85mmHgA: i) (2 FEIE L 72354

B, AREBEEIEESE 2SR E L ZHERILBGRBR O
%\ qgﬁu@ﬁ)ﬂ‘ﬁfﬁﬁﬁ&) LENTW5b,

B LR

B OAEOBEEZNGRIC, A1 H 1M 4ng? 2 ~ 4 B HH%
HL, 20t 1 H 10 8ng% 24 M5 L7z ~HEHKILE R
(7SR OFER, 7o IF 7 vy v ERBEERER TH
WENTVDED, HDILVIRERSNZZENDLEEIHLT
VYUK T Y UERBEERIERNCEZ CTRANE T TR E K
LU ol UARESEROW] S 72 BAL | * O FeBUI A 5 5.5
46% (3/6501) TH V. 7 F £ R #E30.3% (23/766)) IZH_AEEIC
s, KAOFHESHED SN TS, 4B, LilikBRT
. XS RBHI(52%) . FRA(83%) SR ST b,
SOREFEROBAIC X 0 A - MBEEET 256, HdVIE, LA
S DAL, FIURAL REIRIAL, 7> I 7 v ¥ A
BH 570 LIS o0 553 03B - B AL 2 4T, H 2 SR A DR

b [RED ML % BkHES 2 Bh A 70 & EIRIE DAL & P L 7354
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1. BREfE R

YTV Y Y LFEFIVOREEERIE. AR CIIGEFE
2BV THR PRSI S IWIEHEACH D A >~ T vy v e
D, FIMEFEEHOT v IF Ty I8 4 71 (AT)ZH
RIZBWTT vy IF Ty v I EREPL. o) i DU
M ZIHIT 22 2L o TET 2 RMMAE IO TIC X %,
SHI, AT ZEREALAEIETOT IV F AT 0 vk
T HPIHVEH S BEEERIC S L Twb L2 5N b,

2LV TUOFTF UV RICRIFTERE Y
L AE R 746 R REYE 25 MU RES6BI, R 2k 9 o5 I S
HBZ18HI) 2RI, AHI 1T H 11 ~12mg D AEY G- RER D 4%
B OMHEL = UAEE, MEET VAT Y v TIRER O T
VIFTF UV VINIBED FANPALNTWS,

3. OIMITENRE, BHEEERUBRMAE I RIF§RE? ™
AR w5 M R A 10B 2 BRI, AFI 1T H 112 ~8mgdD K
P G- & F, PERIME ., JEERIME O T, AEOfER,
RN M RBLO MDA A S N7 iE, DI E, AR
55D DB IE I I D A S N e e ARREME R MESE R E 11
WARFN T H 1l 2 ~ 8mgd AR G- OGS, BEIERFIC D B i
FIRPL, BFmiE R, SRERARE R BT A S, i
EERET HAREESMERESEILBNC, AF1H1E 2~ 8ng
DORAEB G- OFER, BEREZ S R = 12T A S kv,

4. B OREBEOOMITHRESICRIFTHE

B OAREDOBEEFRIC, RAI1TH 1 IH4mg% 2 ~ 4 B
5L, Z0%1H 1 8 mgz 24 #5 L 72 . E 5 MLk
(75 R ) OFER, 7o V7 v EBRBEELER TH
HENTVDED, HLVIRERSINZZEVDLEHEIHLT
VIUFT VY EMBRMEANEZ TARF LT T R E
G U786, REF G BECARAPE G2 I USR5l o0 4 7 7
B, s R IR R VDRI O E R WA AR SN TW»
Bo F77. AREGHTT T L ARG LIS o4&
BN, A S AR N VDR ER I DA R R A 3B BT
lf\;a)o

(B9 BT IR )

s i
O H CH3 O /O
@ﬁ‘\o/(o)ko
N D HN/NQN

|
=N RUBGRMHE

& 2B Iy | AV VE & & 1%
(Candesartan Cilexetil ) (JAN)

b4 © (1RS) -1- (Cyclohexyloxycarbonyloxy) ethyl 2-ethoxy-
1- {[2'- (1 H-tetrazol-5-yl) biphenyl-4-yl Jmethyl | -
1H-benzimidazole-7-carboxylate

25130 T CssHsaNeOs

7 f-& 1 610.66

W R AYFHENE Y YU FEeFVIEHBOMN OISO
MARTH 2. FEfE(100) IZRRHEITFRT L, X 57 J =iz
RRBFIZL L, T8 7 = (995) 1212 &L Kzl
LAEET RV, X — VER (1—-100) (et % R
S, NS RDO BN D,

[T %]
$E2 10082 (105 x 10). 5005 (37, 10%E X 50)
BE4  :100%E (105E % 10). 5008 (2N, 108E X 50)
7008 (144 x 50) . 1,0008% (108 X 100)
$e8  :100%E (105E % 10). 5008 (¥, 108E X 50) .
700%¢ (14%€ x 50) . 1,0008% (108 X 100)
$E12 : 1008 (105E % 10) . 140%¢ (14%¢ % 10)
500%% (73, 108E X 50)
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1) KEBVERED © 383 & 3A#, 24 (Suppl. 6) © S-875, 1996
208 Al s EEREESE, 12 1 2413, 1996.
DNFH W D ERIRIESE 12 : 2429, 1996.
4) PRI IE R A o BRPRIEESE, 12 © 3333, 1996.
S)FEMIE b o ERPRIEEZE, 12 : 3353, 1996.
6) ZIRETE b L Bk L K, 45 1662, 1996.
TVHEFASE Mt BEREESE, 12 1 3281, 1996.
8) SEIBAE T Al © FEPREESE, 12 © 2195, 1996.
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11) SE B A © EEPRIEEE, 14 : 2765, 1998
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14) BEES IR Al @ ERPRIESE, 12 1 2343, 1996
15) Bt At o ERPRIEEEE, 12 1 2373, 1996
16) Bk i o EEPRIEEE, 12 1 2393, 1996
17) SE B A © EEPRIESE, 14 © 871, 1998.
18) HEILAERA At o EEPRIEEZE, 12 3299, 1996
19) KIS i o EEPREEE, 12 1 3211, 1996
20) B IL=E R ER A ¢ BRRERE, 12 1 3229, 1996
21) B EFS il o S5 & EHE, 24 ¢ 2215, 1996.
22) SerE IS T © 3830 & 1598, 24 & 2207, 1996.
23)Wada, T. et al. : Eur. J. Pharmacol, 253 : 27, 1994.
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25) HEh s b ERPREESE, 12 1 3265, 1996
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% 3k 20184F 1 HEGET (352100

ET ] [HAmERSERS] 872149
i - BIROATIZEAHTOY H—
SRR LT R 20mg © 21200AMZ00562000
PR T v spm | 40mg : 21200AMZ00563000
1 PRS- GRS - IRRIF M7 £ 0 (T 4 = HKRBHET | g0ng - 21200AMZ00564000
WO MR M = z J‘ ) ﬁ 20 160ng - 21600AMZ00519000
2>k mg 20mg-40mg-80mg 160mg
WIHMRATH - Th, BRI —" z J\" ) ﬁ 40 SEAMUIR | 20004E11H | 20044E12f
T B GERPIEI T 5 2 & 17 mg Hisehats | 20004F11H | 20044E12H
— T A R 20104101
ZJ‘ J §E80mg [t 19964 5 /1
TA4AND §E160
mg
[HCNWAmeﬁahﬂets ) NOVARTIS
BAESH /NILYILE i
22 (ROBEICEIBELEVWIE)] s - & | LEEROOVH LS S (HR) 160mg
. N 4 vrody 7ot — A, t —
1. RAO B LBBIEOBEED & 5 B - AT SO
2. LR T2 TR OB A (6. EA, ’ N Sayy R ET AR
Bl FRIURE~ DRG] OHBI) v BT - |
3. TVAXL Y EEGHOBIRKESE (72720, ok Foxnog| R | ARORMIEE LAY 07 4 v a3 b
EEB %> ThABIEDT Y bO—LAEL (R 160me
y Z
RoOBEZERC) GEBFEEMA s, BlRES, = ' b Mh@ —=
71 7 A HE R CMRIALE D ) 2 27 BAs#ids S v wla—F |NV 1%
G o
o) ([2. BELIERMIEE] BIOHSH) s n g | B om 5w 7 5 m
" B 0.41g
(4B - MK]
Wy - G | 1§V vy v (HE) 20mg [%hRER (3 7h 3R]
vroXy 7ol irao—A, £ibu— = M AE
o W A, HRTIAW, FVs ATFT) VR
“ TRV Y A ETOAT—A ¥y O T—
V. BTy v bk [AERUCAE]

FAASCER] IR | REEONEEERAD 07 VLT — M

20mg
s+ 7 @l@ 132 [
Akl —F | NV 132
R&Es() [BEE: 7. Imm FE 0 2.60m EiE :0.10g
A erE | 1EEdoNu Ly v (HE) 40mg
oy radltbirao—2A, Lia—
oo | WK AT, Y V7, AFTY U

RTAYT A LT AT —A Y7 T —
W, BALF 5

TAANCER| B W ACOREEREAD O 7 1 v sa— b

40mg
it E @I@ 133 [ —
g —F [NV 133
KEEGE) | ELE:71om JEX 1 2.8m EHE :0.10g

l—i/\.AE'

1$E VL s > (HIE) 80mg

v rofdysoeibro—2, bo—
A, KT AR, Vo, ATFTY VR
T AT A BTOAT—A Xy O T—
W, BALF 5

TAANER| 1 | Ao FEEEAY ©T 4 v aa— M

80mg
o @I@ 134 —
kBl —F [NV 134
KEEXG) |[ERZE:8.6mn JEE 3. 7mm B :0.21g

RF: 5w

WEE. RAIKE/NILTILE 2 ELT40~80ng% 1 B 1 @O
5%3, £H. F. ERICISU CGEE#EKT 55, 1 B160ng
¥ THEETZS,

BE. 6 LED/NRICIE, NILHILE2 E LT, hE35SKe
KiFHDBEE. 20mg%. {AEF35kgl LDiIF4E. 40mgZx 1 H1H
BO®/KET 3, &b, Fip. AE. ERICEYETHERT 5,
=L, 1 BREHEI. AE3SBKgRFHNDIHE. 40ngE T 5,

(BERUVAERICEET A LOEE)

IS 5 CIRANRISH LTy 1 H80mg# 8 2 % (i B
&b\o
(fEA EDEE]

1. HEHRS (ROBEICIIEEICHRSTDIL)
(1) WL IR SR ZE D & 5 B I E TEBIIREAE D H %

BE (2. EELEARWEE] DoHEZBHR)
(2) AV LMIEDEE ([2. EELRERNERE] 2)DH

ZHR)
(3) MELTHEREDD L BHE (iR EL B3 Es B
%hiﬁ%ét&)\ 7 L7 F = 233, 0mg/dLY L EoD
Al SRR RS T S EEIHG T LI T
/J‘/u—r/\@?xgj DIAZR)
JFEEED S 5 BE. FRINETEIFEZ ) OIHT ) o0 H
BHEFE (FHNEEITRICHEE S L 20, SRH0H
HCIIMEED LR T A BENDHLOTHEZKS T
e LEEICEG T L, SHEICBW T, BE~TEED
JFBE S TNV L Y OISR IR EE DS, B A & 1
LT 2 MBI ERAT A e ME STV 5,)
B EEDH 5 EE GREOBLEDSMIITAEE 5] &k
L. REERENAXELBENSD H)
(6) miiE ([5. WMHE~OXS] OHZBH)

=
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2. ERGEFNER
(1) WAL BIIRSEZE O & 5 BE NI E THEBIRKE D H %

BEIZBWTIE, BILitE O R R R BRI B E O T I
L) BHICEREZELS L BENDDHLDOT, HEL
ROEBLEVEH SN A2 RE, KEIL#TL 2L,
EA) T AMPEDEBFIZBWTIE, BH Y v L MLE & B
SHLBENDHLDT, HELRLLEZHELRVEHET S
YA ERE, BT L L,
Tz, BHEREEEE, oY PO — VAR B OMERFHEIC L) M
AT MMEDPTEL ZYRTWER T, B2 Y AMSEA
BT DLBENDDHLOT, HMEH) 7 MEIZFEET LI L,
TUAFL Y EHEMNT LA, BRERS. B0 YAl
JENMRIMTEEZ R TBENMA D 2720, BHEOIKREE
B L O MEICHG T 528, B, eGFRA60NL/
min/1. 73wk OB E D H 5 BHE~DOT Y AF L ¥
EDOPHHIZOWTIE, HFEERCT RSV EHBI SN DY
GEBE#ETLZ L, (3. HEMEMR] oESR)
KA OFEGIZ & - T, PEHREE. —BEO R & nER
T (RBRUEHERZEEMED) 2RI ITBZNWDH LD
T, TO L) BGEIEEREEFIEL . #Y) R LEZ1TH
ko o BICROBETREHEDSHSRZRAE L.
WMETLLEITEEOREL T3 ICBER L ad b4 1247
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e ! 4% 0 5.2mm 4% 0 5.2mm HIFE 6.0mm
Kas () JE& 1 3.6mm JE£& 3. 7mm JEX 0 5.4mm
Bl 0 0.208g B 0 0.208g B 0.412g

4. HEERIIHHR
BiEOTR2
L, BEOCRL2ORENLBEER T TV BIEREICRS,

5. MEERIHHRICEDHET BEE

5.1 RFNE, 7o VF T o v UERBEHEER T VU T
VUV N EREETE, S VB TR L, [2.2,
8.1, 17.1.1, 17.1.2 M)

5.2 [ERE] OBONEZHML ., BRREBRISHAANS
N7-EZOTE (AmE. EEHHE, IGEHnEsE) ++
SICHEML- BT, MNEETBRIRT L2, [17.1.1,
17.1.2 ]

6. AERUHE
SHEL BAZIET 2 bYWV s vk L CLE50me %
it =E L L CLH2ME %S5 5. AAEMDRRO 515
AlE. 2~4AM O HIBE TB R AIZ1R200mg F THEET 5, 1
\#5-581350mg. 100mg X 1Z200mg& L. WFhofks5 &
IZBWTHIH2MAR ST 5. b, ZAEBIIS L GEHE
WET 5o
7. BERUBEICEET 3EE
7.1 ROBETIX, BEOREZFERCBLEL, HEOWTE
TEE|HBT 5 2 &,
- BHEREE E (eGFR 90mL/min/1.73m* ki) D& 5 EE
(7.2, 9.2.1, 9.2.2 &]
s hEE O FERREE (Child-Pugh/#EB) b 5 HE
(7.2, 9.3.1 28]
CIEAMEVEE (7.2, 8.2, 9.1.2, 11.1.3, 17.1.1,
17.1.2 BE]
7.2 AF oML, BERREBRTHW S NZITE., EH ) 7 A
il ] OV HRAE ISR 9 2 DL F 0 3L S HZ ICMET 45 2 &,
[7.1. 8.2, 17.1.2 1]



©

9

9.

B B C IV S 7 B o Sk it

S (B PEA I FE AS A & A9, WUHE W1 i E A%

95mmHglL I

5.4mEq/LLLF

eGFR 30mL/min/1.73m?LL LA 2eGFROK

TEABEU LT

#1[A/50mg7> 5 1AN100mg~ DI EIEDILHETH V) | FKHERTIZwIhn
DOIEH b7z T BB R L S/,

I+

ML 7 1) 7 Sl
ke

.3 50mg#it & 100mg#it X 13200mgsi O A= Py 1 [ 5 1 13 0R &

ncwin/zw, 100mghh ko H&E% #5959 5 B121350mg
SERME L 2w &,

. BERLERNER
A MEEEA S 5D BENDH L 720, AAGHNT

YIF T Y BRI EEIR G SN TV RIEE. A
% &b FRHF GG MRS A 2 & 720 A
B TRICT VI T7 0y VR H SR 2 54 55
HlE. A OREEG D S50 LT TEHEG LT &,
(2.2, 5.1, 10.1 Z#]

2 JEBEMRIMTED S S5 b b BLND D 5720, FHIZHRGH

IR e OB SR LB O IRTE 2 o0 (2SR L 7273 S HEE 29K
G422k, [7.1. 7.2, 9.1.2, 9.8, 11.1.3 2]

B T I T vy MRS SR I REOEE R

FFEEED D &b & OWED S 5 DT, IFHERERE % i
5L EBEL AT 2L [11.1.12 ZH]

A BRDBHEDNDBLENDH L 720, BIFZ ToIATV,

FUENTRRO BN E I, AR OB B R
DY LIEZITH T Lo

5 FATAI24RE RIS L e W Z E S F Lo BRI VTl

FIZL=r-7 o IFF vy ROMEWERIC X A RME %
T REED D %o

B BEIEERICIED KD E v, 560N H5bNL T VD

HOT, @ITER, HEIE OIS ER 2 M ) B2 RS
HEICITERSEL T L,

. BEDEREZHEIHEEICHT IR
A BHHE - BRIEEEOH 5 8E
A ERAEBEERRED H 5 BEXIIABETEHRRED H

3EE
BRERLGEELZVEHM SN ETRE, 53T
Z &, BT E O R RN O I X ) S
WIEE EALS L BEZNDLD 5,

1.2 MEMEVEE

EMICIEZHE L. BAEORELZ FICBIE L 25K
53452k, [7.1. 8.2, 11.1.3 &&]

1.3 @AV LMEDEE

EEESLGEEZVEH SN E R E, 51382
Tl EmAY Y AMPERMESELBENNDH D,

B AMIED ) A Y HT-D b5 EE (BHReEE, HER
Wiy XTIV FAT O VREQBEI N ) T AGES VAR
ZENLCWAEESE) <X, Vv aizE=s) ¥
FYHT e, [10.2, 11.1.4 28]

A4 BNEREEDH 3 BE

ARHNOREFEMERC L) . BiAEE5 SRS L, miEz
LEEDEBLNDD 5o

.2 BREEEERE
9.

I BEXIEHEEODEHEEE (eGFR 30mL/
min/1.73m* A E90mL/min/1.73m*ki#%) D& % HEE

M IE 7 ) 7 28 OB RES O BFH OREL 15128
BLADOEG T2 L. KEIOMAFWREEDS AT LBZEN1
Wb, [7.1, 11.1.2, 16.6.1 ZE]

2.2 EENDBHEEREE (eGFR 30mL/min/1.73m%KiE) @
HBHEE

RAENFe G-OF A EE WL, #5595 286123 mE,
BT AMER BRSO BB OREE + 5 BisT 5 2
Lo RENDOMAPFEEN AT 2 B2 Y | KRR CIX
it cws, [7.1, 11.1.2, 16.6.1 &K]

9.3 FFisgeEERE
9.3.1 hZEEDTHEEREE (Child-Pughs48B) D& % BE

RANFG- DA 2 HE W L, 55 256 13, 1
H7 ) T SMER BRSO BEOREL 0B L)
#5552 Lo RROMPREDN LATHBINNDH 5.
[7.1. 16.6.2 2]

9.3.2 EED#EEREE (Child-Pugh#38C) O & 3 HE

WG LanwZ e, EEOFEREE DS 2 BETIIARK DI
HIBEDR AT L2BZNHH 0, BRRBE BRI S Tn
%, [2.5 ]

9.4 &JEREEH I HE

TEURTT BE 2 A1 ARF G- P B O ARF I G4 T 1 — 52
BN Y) 2 L2 AT ) L) $5ET 5 2 Lo [9.5 B

9.5 147

TR SRR L TV A RO & B eI i3k G- L w2 &,
B G RS L 223 a1, IS kT A S
Lo REN LG L-BWFER (7 b, 7HF) 12BWT,
o MY VOEEREY (sacubitrilat) KU/ NIV S v
DWgEFED, BRSO BEZER 0. 0665 K% 180, 72f%
(v b)) SEONZ0.03M5 ) U2.04F5 () 12HL$ 2 H
w6, IR - IR GEIRBIECEHEOEE) KOS
UKEEIE) DD LN L OWERDH D, $72. NVH Ly
YO¥EEZF IR BT, AR ORIEA~DOEE (H
SRUCIHE. SEAGRA, A BB RS RES) 2SS s T b,
[2.6. 9.4 &&]

.6 BIF

BHLBWZ ENRET L, KFIOE MIBUFLFLITTHA~D
BATIEIAWTH 205, BIER (7 v FoEILROHRS)
T, FLitHIZsacubitrilat L UV LV &~ OFITHEED H
7oo AFIOFGIAM P ORI L) . FAE 3L I e
ERIZTBENDEH D, T2, NIV LY OB EE
(7 v b o EN R ORI 3% S) 128w T, 600mg/
kg/H CHARDOERMAEE L OCEFREOK T B DOLNTBY .,
200mg/kg/ H LA FTHEGILDIBIEDFED b T b,

T NRE

NRIERIS R E LRRRHABIIFE” L T,

.8 EhRE

M, (M7 7 2 AER OB RS O B O IREE 5 12
BLGVLRGT 52 Lo RIS HIAR K O & R L EE
DIRREZ R L 2 EE G T 5 2 &0 —RIHEZDRE
JEIFHFE L v SN Tnd, lZEESEI 2 B210°
bHBo WRHBRIZBWT, s Tld, EIME, &7 )74
M, EHERERE OB T 5 2 LA HE SN TV 2,
[8.2, 11.1.2-11.1.4, 16.6.3 Z:H]

10. #HEEA

Sacubitrilat X 023NV v Y iZOATPIB1 & FOATPIB3®
HEEHETHAH, B, 7 ¥ YK Fsacubitrilati
OATPIB1 & "OATPIB3% fHET 5,



10.1 HFAEE (BFALAVLI L)

ESiEa FRIRAEIR - F5 18 F7 1% BT - fakir
TYIFT vy EWRMEFEA DS S b D B X ) I 7
[EEES BEND DL, NS | T VRG]

TIETyIL DOIEFN AP G- STl L. MmEFEO) A
(% 7)) LHAE. P ED |7 IS5 REN
4 5T OVIRERNR | AR F P 5B 4G 365 I HT | 05 % o

(#F V) ks k. F

ITFIT TN LA
>R
(L=~R—2A)
AT T
(BT V)
X7 ) VIR
(a+v)
¥ I T ) VK
(£ re~N—2)
TES T OVIEEEE
(m—22—))
75 7 ) VIEERE
(775> b)
N7y RT TN
(F K1)y )
NS ¥ T VIR
(FNt )
XY RFTY))T)v
TV
(a,v))
¥ T VKA
(EA MYV, B
R

[2.2, 8.1 K]

7oy ARHFIBGHET R
IS OEA G
BT AH DR
570 5 36MRERT % £ T
BEGLenwT &,

TUUAFL Y7 IVEE
1

(7L 2A)
OB PR B 24 53
%85

(2.4 28]

IEFICPE R, B
A= RN i}
JE &K OMEIMED ) A 7
BEINASN VL F T
HEShTwi,

fEHICEY =27
YUK T =T
FA7ur RHEERH
AR S B W Rk
H5bo

2 GREE BHRICEETS L)

S

W REIR - 51 77 15

W - ek T

TrIF Ty N
ARFELSE

EREREE, mAa Y Y
2 UAE K ORI % 62
CTBENDD DI
B, s OFEHR &

HAFNEThR,
T ARV 7 OVER| R, s
1 L MUAE B OME I % 6
ZYBINWND D,

7B, eGFRA%60mL/
min/1. 73m?A:iii O B
MEEED S L BHE~D
TY)AFL YTV
WEDOHHIZOWT
3. EELERL AR
W e SN D6

PrxdEys &,

PRI =7
VIO T =T
k27 a2 SR RLEE
SRR S LD W RETEDS
H5o

Y
[16.7.1 ]

BEHIZ LD 7 vz
5 F v DI REED
ATE2BLINDDH 5,

KHNE, OATPIB1 K
UOATPIB3% /9 %
FEH O JFREA~ O ILY 54
B HES 2R EA
H%o

PDESH 57
TNVTFT 4 VE

BIMERHEICBWT,
KEE S VFFT 40
EOPERIZE D AH
HAE S &0 b M
THRD SN D
LD Do KOS
EZTTVLBEICE
WCTYNVTF 714
13t O PDES B 5EH#]
5% BIG T ABRCIE
HETHI L,

PDES L & AL AH D
FHIC LD HEIT 5
cGMP D53 % T &
%o

VRN USEECTE)iE 3
M)TLATL Y
A¥a /)57 b
7LV

1) 7 ARG B
S (RN

[9.1.3 Z[]

i 77 1) 7 2l K OV
HLTF = Ak
ATLBLNN DD,

AHOT NV FAFTy
SrEIENC X Y A
LR SRR 3 %
TREED D 5 o

fakEE T e

FAI0

FRARAEIR - $E T

i - febE T

Foz¥L/r . =F
ZIWVITANTUF -

Wi 71 1) 7 2B L5
THIEND D,

MU X M7 NEHR
balll
AN T 7 ANFH
V= bYRXAMT
DA

YIBARY v

IV 2K B I
WAHY T LED LS &
Fazx¥L / robt
AINaANVFaL Nk
HickzeE2zoh
5o

fo B A7 R E R
F, MiEAH ) T A fEO
B

Mmigs vy sl k5
IR SN D BEND
Hbo

w71 T A E O R E
DA 2Bl S B
LEZLND,

PR e 4]
Jat3IF
M) ZuanprFrTY
hE3

[11.1.5 zH]

SR MEART (S
RON=% SR s
J) BRI BTN
Hbo Tz, FRIMEH
DR SN D BENAD
5o

I PR B o 75 5= v f
L= USSR L
TEBH., T o03EH
LofHIcE Y L=
STYVETIY T
VR AT v R HEE
FH 2B &< % W] Re
Vo

EEOF M) T LRW
AR DA L7z
FHTIE, FIESENSE
ORIMEDEL S Z &
Vo

JEA T T A FYER 458
Jf5# (NSAIDs)
AR A

BiErBLsE s B
MDD b,

NSAIDsOE 71 2 %
75T AR EN
HIZ &0 Bt
KFT27-0LEZH
N,

falR T - . R
WEAHA L TnwDH
H (FIRE[MHES %
i), BRERERE R

“

U FT A

) F Y A EE RIS
ZENLZ =T YUF
FUYU-TIVFATT
vARMER THE S
Twh,
FREE T 254
MRSV 2 30)
A7 HE SN
LBEND D5,

ES o5 SRV 3] ¥
ERICED . U F oL
DEMRIRI D EEZ
LNTW5,

YIHARY) Y
7)) AuaxA vy
I A v

Sacubitrilat X &/ ¥V
WV OUEFEE DN
L. EfEH 2S5 S
LBENND D,

OATPI1IBI1 X X
OATPIB3%#[H%ET %
P S S N
sacubitrilat & U8/ ¥)L 4
Vg olihiEE Y b
A2 LURETD
5o

EER=E

IN)VAIVE v o
FEAHI30~40% AT
Lzt oWEDVH 5,
KHENOVEH 2555 %
BENWDH 5L,

) VEERS AR v —
&, EEEICHRAE L
72a. NV Y v
DU A RUE D B > 1%
WS DLUREEDL D

%o

1. BEA

ROBWER DS SbIA I EDNH LD T, g% 51247,
FUEARD S NG A3 G- 2 kT A 7 Y R ALE &

792 &,

1.1 EXLEMER
1.1.1 mMEZE (0.2%)

. AL BEEOMERS HERE LT SEMEIZO LY S
MEFEDRH HbNLZEDH D, ZDL) LHEITITED
WG EPIEL. 7 RL Y IR, AOEMEPREE ) 7 AL
ATH Z b MEFENHEELCOHEXRG LEVwI &, [2.3

ZH]

[9.2.1, 9.2.2, 9.8

Z ]

11.1.3 EME (10.4%)

[7.1. 8.2, 9.1.2, 9.8 ]

1.1.4 AU LIME (4.7%)

11.1.2 BHEEREE (2.9%). BFRE (0.8%)

w71 ) T AMVEDFERR L7258, 7)) 7 238 HGE O

% L) e ALE 2 AT

> -

-

o [9.1.3, 9.8 2]



MA5 >3y (0.1%Ki) . K& (0.2%). BHHEX

(0. 19%A1)

WG MR, BRI RSED S b b NG A1, B S IZEY)

LREETH 2 Lo [10.2 2]
11.1.6 |FBENE". BMEED . M/MRIEDY (W3 d
FEAT)

11.1.7 BEMR %™ (0.1%Ai)
FEEN. XM, I R HTIEXf%E”***%ﬁ? [HRERETES
HoEONDLZERHLDT, ZTDO X)Ll i?xff%&tlﬂﬂ:
L. BB R VE HOF @EW&LL%
11.1.8 {KI¥ES (BHEEAHH)

S =

froze

Wi, 2208, wiF, FoER. SRR, R, B
BEENDH L ONGEIIRTG 2k L, @) 2 0L 2 17

Ik HERIFHEETORETH S5 bR\,
11.1.9 BERUHEARE" (R
R, B, CKES., M KRB I+ 7ue s B&
A S AU RIE DS S b D 2 Ed H DT,
D L) BHEITEB ISR 2 IR L, YA MLER T 2 &
MA0hEHRRERBMBIE (Toxic Epldermal
Necrolysis : TEN) ", BEMERERE (Stevens-
JohnsonfEf&EEE) ™. SWALH™ (¢ HEREH)
1.1.11 XEEY. EXEEY (V‘fﬂ%)$ﬁﬁ'_‘x7ﬁﬂﬂ>
K, O AEND L bNIZGEIIE. FERE & HET 5
&,
11.1.12 FFR™ GHEAW)
(8.3 &M]
1.2 ZOOEIER

-
—

0.3%2L 1 0. 3% A HHEAY

JEYE B L OVFE R = B MG 2510

i

Mg s Lo ¥ 9% _|Am® Ik £

[

B L O E &V Y A E, &

— WHGR™ | K ) —
7 A MES
TSR R TR O |[EAED F v, [HlEE
T P v, . AN _
MR PR E T
HR&E . Loi®

Hb & UakighisE — — Hug®

LM — |BEP. CEAET SR

k=i e 37 PR AR o 13CThm

MM

M 2. HOFhds & O Khik o .

L b e

B s T H B E |
LR

BB LR THAE  |FERE FLBEE . Gt E

e TBCRETE)

mEERBLOKE B E R B S AT

HH AR Jii )

—fk - EHEEL X O EY mIVE. A iFEED

O G- IR EE B Wl . S

G R WECE (%%, £

—  EE. TFT74T% —
V-Usx &)

Bph AST L5, ALTEE ) L E > D
S R ERE | A LDH R
ﬁii')‘ BUNJ:E'H =2 ) CK Lk

_ My LT F =y b AL Mg v

FAE, M) T A A T u — b b

ﬁ“J:ﬂ'” i 0 B~ N 1| R

A HigA®, ALP
N

1) NSV E O EOEEE R T A THEL.

12. BBFRBREEZRICRIFIHE
RANOIITFERVEIC X ) RFIE GBI T T4 v vy ok
BHTHBEBNPO LANALNDEZ s, RAEFZRGHIC
BNP#MIE Y 5 BIIMEOMPUEZT 5 2 &,

13. BERE

131?&
e}
DI

HEFEGIZE ) FLVIMERTAAE L, EkL L

THBRIENICEL BLND D 5o

13.2 &
% LWRITE O34 o 1] FINC VA N I b N a2
je ”ﬁ?@‘%ﬁ)ﬁ{f%ﬁr J:LJCJJ&L%%??’) Nl
% B, sacubitrilat & OV L & v i[ﬂlifiﬁélt@ MRS

< MEENTIZ X - THRETE v, [16.3 2]

14. BREDIE

14.1 EFIZFEOEE
PTPEEDOIEANIPTPY — bMWD ML TIRAT % &9
88252k, PTPY— FOREKIZE Y, BOHATIE
EREEATIA L, FIC3287l% B 2 L ORS00 EE %
EIHER T L2 LD S,

16. EHENE

16.1 MrhiRE

16.1.1 BEAE%kS5
T E MYV E ERREOFRG UL &0 RN IZER L.
P E P (ENTI AT T —XI2 X 0 Ik % S s R
Wsacubitrilatl 2 ZE# &N 5) ROV S P REET 5 fERE
WABFICH 27 E M) VSV L E 2 (200mg L 13400mg) ) %
ZEHERF I AR % 5 L 72 & & | sacubitrilat& 2NV vV 2O
Cmax&()‘AUC W GEIZG UTHML . Tmax X O T1/213#% 5

IR L o 72

fEREBRABFIZY 7 € MY NV LY v 2 ARG L& &0
HHYBRE/ ST X — &

200mg

B
A—%

D%

Cmax
(ng/mL)
Tmax* (h)

AUCinf

400mg

NIV Y
7,400+
1,490

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

INVHIVE
3,980+
1,390

1.5
(1.0~3.0)

22,200+

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, Py + BE(EE, X Pk (§EEH)

20000 q

18000 1|
16000 1
14000 -
12000 1
10000 -
8000

6000 1

I3 sacubitrilati# i (ng/mL)

4000 1

2000 1

0 g v " .g r a
0 12 36 48 60 72 84

B H K (h)
9000 7

8000 1 !
7000 1
6000 1
5000 4

4000 4

3000

2000

37 VL & iRz (ng/mL)

1000 1

36 48 60 72 84
B (h)

O @ &F#1200mgtx 5. W AF400mgtk 55
BFERARTIZY 27 ¥ R UL ¥ > 200mg X 13400mg % H
%S L 72 & & Dsacubitrilat 2 078V )V & > o e s 8
e (Z2MEKE) CPISME + BHERZE. n=8)

0 12 24



16.1.2 RIB#HRSE
BEHEB AT 27 € F UL N L)L 8 2 200mg % 1 H 20015 H R ek
O L7z & SRR L UHRG5H HOH 7 € 8 ) IV R/ L)Y
5 v QIEYHRENT X — F RO SNk oz K55
H H ®sacubitrilatd AUCIZ#%5-1H HD1.66THh - 727 (SFEA
DF—=%),

16.2 TR4R
EFER Y 7 E R ) LS UL & 2 400me™ & IR X E s
NG B OIIA I OG- L 72 & & sacubitrilat?®Cmax (&
2RI GAZ R E N IN19% L O28%8 A L7225, AUCIE. &
FHoOMBELOCEFHOBICEDL ST, BEITBRO N2 o7,
Tmax|LZ2fER G- TIL2WEH . BERE G TII4~6FHMThH Y . &
HOMBEIZI 2 2bO T WINBERET LEADNA SNz, F7E
PV VL F 2 400mg & ARNE TG OB I HLBlRE T 5 L
7ol & VLS Y OCmax i PAUCHE, Z2JERFE 512 b2
NEN39% K O34%IKT L7z 7 ¥ MY N )Ly »400mg
BRI OB IR OG- Lz &0 NV Ly v o
Cmax L FAUCIE. Z2fERd% 512 e E 2 40% I 9% T L
720 Tmax?® HIMEIZ IR 5- 01, 7T5W5H] . A HPES TIL4REH
THY . @R ESUHMRIE EEIR IS TH EE T 2
BALNTE FAEADT— %),

16.3 9
Sacubitrilat . 7NV )V 7 v o b b IMEE PR AR
97% K O H194% T V) . F ik
& o722 (in vitro) . [13.2 &R ]

16.4 X4
R ASFIZH 7 € M) VAL CIE# L7227 ¥ MY uoNy
Yy 200mg e ZFRRHIEREOR S Lz &, A7 7 —FI2
XY MK R A T EEE C & % sacubitrilat2S 32 124K L 72,
B REBRASFIHCER L 72NV & 2 80mg & 22 IF R HL
LG Lz & & #G8FEMZomEEHIZIE, F& LTRE
LEBHEAE L, oM@ L L T4 FaX i fmr@Zosh
720 In vitroDiRERIZB W TEIZCYP2COD B G- A7RIE S LT \»
22 (MHEANDT—% ),

16.5 kit
B AR FI2H 27 € R ) LS L)L 2 200mg X i3400mg™ %
B R S Lo L & HE5RI6HME TIIHRGEOH
55%73sacubitrilat & L Ty #11%A VAL & v & L CIRHPIZHE
sy,

16.6 FHENEREZH T EE

16.6.1 BiRpEEERE
BE ISP EEOTRERESRSE BE: 2LT7F=0270T 7
¥ AH50mL/minbk F80mL/minbA T, HEEE s LT v oY
7 ¥ AH30mL/min L _E50mL/minAiifi) 123927 ¥k U LN )L
VF 400mg™ B REMREOEG Lo &, EFREIIBWT
sacubitrilat®Cmax Jt WAUCITERER A O Z N2 N#1.5~1. 6%
TOHI2 1~2.205TH o720 7SV H IV E » DCmaxF R A &

ZENEIH
AEEAEFIVWIND T VT I VT

(ZIZFAEEECTH o 7228, AUCIHIERIBADKL.0~1.4f5TH - 720

FEOEREREERE (7L T7F=0 217 F > ZH30mL/min
KA ATHZ ¥ BNV IV E 2 400met) F ARG L 72
L&, EWIRAEIZ B\ Tsacubitrilat® Cmax & WA UCIEZfEHER A
DENZENHL 6B ROR2.TETH > 720 7NV VS » OCmax
B AUCITERE A O Z N Z N30, 95 K 1.3 Tdh - 722
HEADT—%), [9.2.1, 9.2.2 Z#]
16.6.2 FFipefEERE

TR TS B O PR pe 2 2% (Child-PughZM A XIEB) 12
PRV IUNVT VS 200mgZ BTG Lz & &,
sacubitrilat®Cmax (TR A & (ZIZFEFE TH - 72H. AUCIE
RO 5~1.9FTH > 720 NIV F » OCmax |3 i HE
WA EAFIZRFE TH > 7225, AUCIHER A D1 .2~2 115 T
Hor? HEADT—%), [9.3.1 BIR]

16.6.3 SieHE
65 L EOEMGE 12 2 E R UV VAL F 2 400mg™t F AR
#4572 & &, sacubitrilat®Cmaxid IEEkEE & (ZIFFEEE T
Holzh, AUCIEML A5 TH o720 NIV H NV F » OCmax L Y
AUCIRWIFN B IEEHE O Z NN 2B RO 3B TH -
722 (BHEADT— %), [9.8 ]

16.7 EMHEEIER

16.7.1 ZMILINZXAZF>
fRERER N (2861) 12, 27 E NN Lv sy 2 200mg#x 1 H2E
(B, &) ROT MVNZ YT »80mgx1H1E (8) T5HHDH
FCORMEPARIOEG Le & 7 MVNARSY F 2 ROZ O
R OCmax X NAUCtauld 2 2yl 7~2. 15 X 01 .2~
1.3f512 7% o 725 Sacubitrilat X /N V)L & O SEWERE |k &
HREALEIA O N o720 (MEIANDOT— %), [10.2 2]

16.7.2 In vitroRB&
SacubitrilatiTOAT3DOIEETH 1) . /NIVH IV Y IZOATIR
MRP2OIEETH A T EHRES NIz,

16.8 Z D1t
TERE RN ARFN AL VA )L & B % WA OG- L7z & &
IV Y Y DIEYIBIE T A — 5 X TEDEBY) Th o725,

PNV L DIEENRE ST A — 4

2NV AV BI# |Cmax AUCinf

b v (ng/mL) (ng - h/mL)
AFH)200mg 103mg 8 3,980=1,390 22,200£6,670
VAVIZ )75 a4 80mg 30 2,780+1,070 19,800 8,240
HHI80mg
VA2 % 4V 160mg 40 5,770+1,730 38,900+11,100
#HI160mg

D AFIOARBEI N HERCHERY 2 E MY VNV LS
v & L CIERA200mg % 1H2[MTH 5,

H2) EIRCHRE S NN Vv 8 B O R HE SR i
HIETH Y . HERCHEIZIHLA40~80mg. 1A KA
160mgTH %o

17. ERERRCIE

171 BHIHERCREMICERT 555

17.1.1 iE5 B M8 (PARADIGM-HFER)
T VT v Y ERBRMER LT v O T oY v TRk
RIS 2 & OB ORI T 5 B EE T oL SR #E
(LVEF) 7" T L2 EANEE.0A L (HFrEF) BH®
[INYHAUDBERESHH I ~ V¥, LVEF35%LLT (GRERRIAGTR. 40%
DT E D)) 84426 % MRS, T ¥ I 7 v VEMERH
EIVNET v VT v Y v WSEEETEE S RA D E =T 5 7
VIVICYI Y B 2 TS L. A PIRCCERN R 2 GES 2 S ik 2k
. 7 ¥ & A EEEEATH M G ER & 20 L 72 2
By cid, =7 7)) V10mg (BEMIZBRELS D 5546135mg
A5) 1H2[E™, A#I100mg 1H2/E, 200mg 1H2[ % {2 ik &
1085 L. 97 afbft. —EEREETCIIHERE (K
#1200mg 1H2MiETF 5 7Y V10mg 1H2ME) %35 L7, H
RN L CEAAE TR WA IIHERE (RA1E503212100mg
1H2[., =47 7)) VMid2.51E5mg 1H2ME) L id— i % T
&L BAEVEA BRI R & 2 ke 5 L e R ERIGE
2B RO G W (RIufE) (IARAIE24 49 . =) T
TYINVE23.5% HTh o7z,
EEFHMOEE & LA Y FRA v b CLIEE IS AR &I
EBMEAR) 3. TEOEBY THo7z,

LUEFFE AL AR & 2 B A o i 7
i IS5 7V .
n (GEBIEIE%)

A I B L1

LAEIZL D

# A BE

PN = FIER N OISWBETEX L, #5-8 & s % B Es R e 35
Cox[tfiNF— KETFIVCTHEE L 72,

*:p<0.0001o Z2d. HG-HE L HI A FExh R & % Cox LBl N — K
ETFNVCTHEE L7z flipfETd b . 4300 R T ICE ) 4T oHh7
Ak (M a=0.001) 122E0<,

914
(21.83)

1117
(26.52)

0.80™
(0.73, 0.87)




CHEEMRIGRM ORIE A X AFITEET21.65% (91074203
Bl). TF 57 VEET23.08% (976/422981) T o720 F 725l
EMISRIME (RF#E10.23%. =F 5 7)) )V#6.93%. LTH
M), ¥ 0  AMEE (4.59%. 5.60%) . EHERERE (2.78%.
4.23%) TH-7:", [6.1, 5.2, 7.1 BIH]

17.1.2 EINE T (PARALLEL-HFER)

TYIAT Y v ERBRIAERE LT v VAT vy Ik
P 2 G OB O 2IIB T 2 BEAG#E FOLVEF AL L
e HARNEME AL (HFEF) E#H™ (NYHAOHEBES T ~ TV
. LVEF3%LLT) 225f &5t 1s, 7 v V47 v v v AR
FESRIET > V4 7 v v v TS BEERERED S RH Lz F 5
TV B2 THES L, BT RICGENRE B 2 S ik
H[F. T 7 MM EE R TR LR A T LA, TSR
Bl ARFIS0mg 1H2[ %2 - EHS L. T~ 7 a1k,
BEEBEEE CIEAK100mg 1H2[E XX+ 5 7)) )Vbmg 1H2
[ % 48 R G- 15 DA BRI 72 \-Egﬁ%ﬁﬁi (F#1200mg 1
A20 &+ 5 7 v10mg 1H2ME™) |2Hif L7z, HIEEMEIZ
i L CEAETR WA HERES (A zisol 3100mg 1H 2,
IF 5725 1E5mg 1H2M) id—#plizme L, 2
TVEDS BT e i KR 2 ke - L 72e “EERAEBRINICB IS
BEEEOFG I (R yufil) (ZAFIEE32.00 H. =57 7)) VEE
31.2n HTH -7z,

FEFMIED & LAY FRA v b (O UL AL
LB ARE) (& AFEE (11161) 0306 (27.03%). =F I 7
VOVEE (11261) 2861 (25.00%) 12780 SNz, AT Y KR

A Y NEBOTF T T IVEIIHT 2 REFEO N — R (95%
EFEXE) *121.0881 (0.6501, 1.8212) THh o720 &b, Ak

I — FILo SEEEAT IR & 725 2 L OERE F7-5 HIY

L, AEENGEEZ L ENEIE L TV,

PN = PR Z OBWEFEIX I, 5K CENRTTH %
A7) ==y ZEO e Mtk Y ARPRART T FRTRAN G
757 4+ (NT-proBNP) (<1600pg/mL. >1600pg/mL) #

B ERNFR L 5 Cox LB N — FET IV CTHEE L 72
CHEEMGEINOBIET B & ARFIEET51.35% (57/111
Bl), =FF 7 VEET31.25% (35/11281) Tdh o720 FAREIE
FUARIME CRE#ELT 12%. =F 5 7 ) VEE4. 46%. LLTFRE)
A Y AMVE (7.219%. 7.14%) . EHEERE (6.31%. 7.14%)
Tho7Y [5.1. 5.2, 7.1, 7.2 ZM]

WD) ToYA T oy VERBRNEENET VT v o1

ZRRREPIE 2 LA D RS ST 5 BE AN g

L Ehz,

1#2) OEBEMEIIE 2 A9 4 XU IE A3100mmHg A i
D #EF . @eGFRAB0mL/min/1.73m* ki 0 B, @I
7 AMEAS . 2mmol/L (mEq/L) %8z % EBEEIHN SN2,
ENTHRE SN2 F 5 7)) Vo OHE1E5~10meg %
1H1RITH %,

18. EhFEIE

18.1 fERA#F
F7E RN YNV Y ik, 7 E N Y VRTINS L2
REELC, ThENATY)I4 2 (NEP) RUO7T v V470
YUy ATl (AT ZEEEZHET S, 27 M) ViE, = AT
7 — |2 X ) NEPRE D EMAKR TdH % sacubitrilat 23R 2> (228
SN %, NEPIHE L, MAELRIER, AREHR, L=v-70 Y
T U=TIVRATE YR (RAAS) #IHIER. ZEREAREHIH
ER, COIERFIFIER ., PUSAEILIER . ROTT IV F 271 > 500
WHEWERAZH T2 M) 7 AFRRTF FOMEHTGHEICH ST %,
NV Y QAT SEEREETUER I, BN, BF )
L AR BRI, ROV ) €T v S REICHT S
HHER % 7253,

18.2 F MU LAFIRNRTF N REVRAASICH§ 2 1EH

18.2.1 LS M) 7 AR T F K (ANP) % Fifemit L 72
Ty MIHZE NNV S e B G L2 e 50 H
HARIFR I ISP ANPIEEE DS 15 L 727,

E3)

18.2.2 {kF MU A BT A XIH 2 ¥ MY MASVH LY V& R
RS Lz &, B 5 oxt s e g L CF & 2 18
cGMPIEEED FA R OMAEHR 7 )V B 270 VBEOB T AR 5721,

18.3 FIRIEA

18.3.1 AWM AR FEL 72T v MY 2 € MYV E IR
WNHG- L7z & & ANPFGAC X 2R ) 7 A8 % 5
DORBRHE & I L CHEICHR S 2w,

18.3.2 IEH 1 X |Zsacubitrilat % BRI G- L7z & &, ANPH G2
L BFRFEOTRAF B 7 A HEI LGSR S O % IRTE & i L T
HREIIHmS e,

18.4 ERAERINFHI(ER
TryIk Ty NN LTCGERSNS T v MO KL,
sacubitrilat &z OV v & B GC X 0 #H S iz,

18.5 HifRHE1LIER
T TN EMNLT
T = VAR,
Gl (A

18.6 BEE/EA

18.6.1 L FL=V RO VTV IF T YY) =7 VBT EEAL
T2 TN T VAT 2=y 7Ty MIHZE RNV LY~
AHAREOS Lz L &0 e 2 BEIEH 20 H i,

18.6.2 BEIMIEERISIET v MIH 27 E M)V v s v & 14HE
SAERIP G- Lk &, 2NV Vg & B S L 720 BEfE & (6
FREORITAEH RO b7z,

18.6.3 Dahl&HHIEZMET v MCH 2 ¥ MY VNV V¥ » %14H
MRS Lz e &0 NV vy vk Bd 5 L 75 i X
D S EERBEEER TR 572,

19. BRI ICEAT 2IE(EFERENR
— ey RR
F7ERNYNNVF IS Y b AR (Sacubitril
Valsartan Sodium Hydrate)
b4
Monosodium 4-{[(25,4R)-1-(biphenyl-4-yl)-5-ethoxy—-4-methyl-
5-oxopentan-2-ylJaminol-4-oxobutanoate—disodium(2.5)-3-
methyl-2-(NV-{[2'~(1 /-tetrazol-1-id-5-yl)biphenyl-4-yljmethyl}
pentanamido)butanoate(l/1)hemipentahydrate
GrFa
CaH2sNNaOs - Co:HNsNa,Os -
Paam s
957.99
(E2N
HEDHKRTH 5,
AL

ARTL

FRENDL T v MOHESFMLD a
sacubitrilat X 0NV )V & OB RS2 XD

2/:H0

REDRM
E#ﬁuxaﬁﬁa

ERED B #YNIFERT S &,
22. A&
(L2 L X ME50mg)
1008 [1088 (PTP) x10]
(T L X MEE100mE)
1008 [10$& (PTP) x10]
5008 [, /7]
(> L X MEE200mE)
1008 [1088 (PTP) x10]
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1 MEXIITHRDERVZDERTERAL
1.1 MEXIXTRDE
4. PEER(EHE

1 DR
F7E L BRI A T T B TR D,

1.2 FHEE X (XX R D ED & EIRHL

AENOLARRIT DT v 77 A%, WIKFHET A 7 A4 AZHELC T HBMELAE] OF)
HE - DIROBGEZHME LCEE L, EICAERHE (LVEF) OKT L7z0A4 (HFEF) &
Fartg s LISES I ARBR (B2314 3B, LLF PARADIGM-HF) K OMEWNE I AHEER

(B1301 3%, LI PARALLEL-HF) |ZX2DX%h6E - 2hR AR E LTz,

PARADIGM-HF Ti¥, BEAFRHE D HFEF & 1238\ T, LCZ696 1T EZFHIE H Tdh 2 S4B
DTy RRA v MIEZES (CEC) HIEIZED < LILEFER DA EIZ XD AEIAPED 672 %
BEHETY RARA b (LUF, EEHEGTZY RARA U N) ORIV A7 &2+ T 7 V)R T
20% 80 S, BEHRERICHRRZNA LT 7l p<0.0001) , F7z, OIMEE, LRI
K DHEIAPE, KRORIETDOIRELY A7 LI 20%, 21%, KO 16%HD SH, W bHt
FHEICAE R A7 ORI R STz (Table 1-1, 2.7.3-3.2.2.1 TH, 2.7.3-3222 H) ., *
P H O BT OFER, 77 2 G, ~N—2F 1 ONGHEIMm A (SBP)
M7, NAFEHERRRE R QR BEFER O35 X TOHAERT—H LT LCZ696 512k b =
FIT TV EHASTRRY 27 BN Lz (27.3-3321H)

Table 1-1 DB ZDFLICKSEIABR. £FTOHKR
A ;T 7Y R .
N R
(418751) (4212151) ! o f= pfE?
" 100 (95%1E X [H)

FEFMEA
(a5 FE SE D AR 42T 0.80
T 2 o A 914 (10.48) 1117 (13.15) (0.73.0.87) p <0.0001
DML SE 0.80

558 (5.99) 693 (7.50) (071.0.89) p <0.0001
AT K B HIE AR 0.79

537 (6.16) 658 (7.75) (0.71.0.89) p <0.0001
B RGHMIE E
N A 0.84 _

711 (7.64) 835 (9.04) (0.76.0.93) p=0.0005

Source: 1.8.1-17.1.1

A — RHR O DS%IEHEXHNIL, H5-H & Ml B ERIR &3 5 Cox il — RETF /L THEE LTz,

a) FGRE & Hullk A B ERNR & 95 Cox bl — RET/LCHERE L7 A flipfi, ZE3[EI R AT ICEI D YT oo mREKE
Ml a=0.001) IZH5<,

PARALLEL-HF Ti%, BEfFIR¥E T HFrEF 351288\ C, CEC HIEIZHE S FEEE T KR
A hDOTF T T Y ABETKT D LCZ696 FED AP — i (95% CI, LLFREEE) 1% 1.09 (0.65,
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1.82) T, RIHY A7 IZHEEHE THOLNRIBEWIA LR 2Tz, —J7, RS EREEIC
FESLEANY— FEIE 098 (0.60, 1.60) Th-o7z, FHEMATOME, MAGGIC VA7 AaT %
HAWTR—=2 T A AR L EHEG T RARA o P — REHIT 098 (0.58, 1.65)
Th o7z, CEC HIEILHES FEEHEGT Y RARA v NOEEMHT, KO MAGGIC U A7 ZAa7
AR L U ONZ RN O — RO 95%CI O ITWF b L <, SHEEEITO T
L IZEVMETH Y, EREROD R SITERT 2 FREFONT Y RICLD2EEREZ bT,
% 7=, funnel plot = W72 —BEMEOKRFHZ XL Y, PARALLEL-HF T o vz ¥ — Rk
PARADIGM-HF CRIFEED A X M REEIETH > ZEDO NP — RO T Y XOFPHNTH 5 =

EWNTRBENTZZ L, ROWA X7 7 a—F I K DIEEDROHEEIC IV HAANTH U 273
DD LD AMREMERE N EBNRB SN2 EvD, PARALLEL-HF TR S iL7-F bt
PARADIGM-HF T/RENT=HAHMEE R&E2ENTIALNT, ~ELEETHDEEZLNEZ
(2.7.3-32.1.1.1 ) , MM T, BRFHEHEE CTh 5 0MEFLK DA EIZE DT XTOARE (]
R ONFEARE) o756 R4 > b, KCCQ IZ4-5< clinical summary score Crlili L 7=
QOL DehER AL Y NYHA LERE/HE CREM L 72 BRRIER OB R, WONTLALRIT L 58
REHAFREIZIBWT, PARADIGM-HF & [FfRICTF Z 7V LERIZ LT LCZ696 BEThFE L
FRPGFELNTEY, DARRIZET D THRMIOMENL ST/ A A~ —0—ToH % NT-proBNP I,
TF 7 7 U AR T LCZ696 HETH GBI RN O A B ORI T ARD BTV D
(2.7.3-3.2.1.2 T, 2733213 H) . ThOHERAMICERE LIAEE, PARALLEL-HF O#ERI%
PARADIGM-HF & —E L7=fERTH Y, LCZ696 TRENIZAFRT 4 v MIHANBREZEIZBWT
HEERIZEOND EE X T (2.5-621H) .

PARADIGM-HF } () PARALLEL-HF THW/==FZ 7V vo BEZEMHE (10mgbid) 1%, EANK
WHE ~10mgqd) LVEHETH-=, LrLAaRD, =F 77U 1 B YESEEEIT
PARADIGM-HF T 18.9mg, PARALLEL-HF C172mg TH Y, =+ 77V LOEmTHdE%rH
127" L7z SOLVD-Treatment Bk 1 HFEHFE & (16.6 mg) LRREOMEN LG IN TN
Too TORER, ZOXDICENARHELY ®HEOTFTZ 7Y L&l LT LCZ696 13T
RERL, ZOHRITEEHELVEHAECHEREIACEECBN T —BEL TS 77U L
IENTWEZE (25432 1H) , &2, =F 77V vore7T e 7 7 A4 VIZENICHE
HlLTEY, BARALAEZEFIZBNTHLZFTZ7 7 UL 10mg bid ORFHIZRF CTH 722 &
o, ENARBHEOT T 77U NEHATYH, REIORXKXT 4y bBRFLNLBEDEE R D,

X 512, PARADIGM-HF K U8 PARALLEL-HF THlA Afv720>-> 7= HFrEF 38 (BVEIEIE M
DARRIZ L0 AR R E L7285, ACE [HEHE T ARB OIER 22 TV 7o)
SO LVEF O 7= 044 (HFpEF) B IZH1T 5 LCZ696 DA @tk K OV 4k & feRd S 41T
BY (25582H) , ZNHLOBFIZBITHAFOARMEG RIS,

Pk, el (%) %2 MEBrEoARe 72720, BHELAREOERENRIEHRE %1 C
WHBEICRD, | ERELT,
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1.3 MERIHRICEET HFEDNE

5. DIEERIIRICEET R

50 KFNE, 7o T oy UEBERINER LT oA T v v MBS0
Bz T2 L, [22, 81, 17.1.1, 17.1.2 ]

52 TERREGE) OHONEZRH L, BRRBICHAAN SN BE O R (RHAR, A%
BRHR . I ESS) &2 cBfR L2 B¢, BISREEZEIRT 2L, [17.1.1,
17.1.2 /8]

1.4 SEER TR ICEET HIETDED R TERA

AL, ACE PHEHNIT ARB ORTGHEIC L » BAMMSHR SN - BFIC, ACE FEH UL
ARB LY B2 THRET HHAITHH Z &, MISERELEINEIRT 2RBENH D Z Lb,
E LT,
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2 RERUVRAEDRRUE DR TERML
21 AERUVRAENE, HVICHERUVRAEICEET 5FEDE

6. AERURAE

WL, AT 2 E R YL H L LT 1 [E S0mg ZBAfAAEE LT 1 A 2 [ERD
BHT %, BRENPED ONHEAIE, 2~4 BB O CEMAIZ 1 7] 200mg £ THET 5,
1 [F3% 5 81X 50mg, 100mg X1 200mg & L, WTFhoHR5EIZBNTH 1 B 2 [BRO#FET
Do 2B, BARMECE U CGHEERERET D,

7. BZRUAERICEET 5FE
7.1 WOBFE T, BEORBELEERBIEL, WMEOFGAZEEICHETLZ &,
o 'EiHERETE (eGFR 90mL/min/1.73m? Kii) Do HHEHE [7.2, 92.1, 9.2.2 Z]
o WEEOIFHEAERT (Child-Pugh 0% B) OH5HEE [7.2, 9.3.1 ]
o IMEAMERWEE [72, 82, 9.1.2, 11.1.3, 17.1.1, 17.1.2 B ]
7.2 AFIOHET, BRARBR CHOWOAZME, 35D U U MEROB#EICEET 5L T DX
EHHZIIHRET 528, [7.1, 82, 17.1.2 &[]
B R BR CH O B 7 B BP0 SLUE

JiiiNE JEEVEAR M) =23 S 303, PUREHA M) 2% 95mmHg UL E
MigH YV v ME | 5.4mEq/L LLT
B RE eGFR 30mL/min/1.73m2 L 73> eGFR DK F 23 35%LL T

¥ 1 [ 50mg A5 1 [ 100mg ~OHEEIEOLETH 0 | BRRBR CIZVTHOEE bl T BE
BATREL ST,

7.3 50mg #E & 100mg $E X% 200mg FE D EW PRI RIEMEIT R STV RN 2D, 100mg LA ED
AEZEGT HERTIE S0mg S L7an 2 &,

2.2 RERUVAEDEDR TR
LCZ696 D HMEhie|C Bffez513 4 54§, PARALLEL-HF T/R S 172 LCZ696 DA M K OV 42
PEIX PARADIGM-HF & RO TH o722 LD, HARNEBMLDARERE TR DA O Hik
FLOHEE, WokERBICERE Lz (2.73-4.12 HH) , BCKTERRINZHEROHEOBE X
LLToEEBY THL,

o HELERRLAHE TH D 100 mg bid 705 2~4 FW A T HEEH D 200 mg bid £ TH &

e ACE FHFEH L ARB VG O B UK & TIHH O B35 Tl 50 mg bid THG-BHAR

L, 2~4 A THEE L CHEHED 200 mg bid £ Ty
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221 BERIABRTAHAW:-AZ - ARRUZOHRERL

PARADIGM-HF T, ODAREBFICE W CEHEERORGEDRZ b7 57 24 FFFIZH 72 5 Fe
A7 NEP FHEMFEHA KV iR/ OND 2 &, ROBRGHORMEDREIRY X7 ZH/METE D
&M bid HGZEIR L, LCZ696 400 mg #5512 X W AEDLARIRETA B F7 A4 OHELEH
B/ Th HHAMETIR[A VL5 320mg ERREO/LVHLZ CORBEENPGEOND 2 L,
cGMP O &K 772 ES-22DIZIE /R KO NEP [HFEERA IR S D Z &b B A& - k%
200 mg bid & L7z, PARALLEL-HF T, PARADIGM-HF &R U BAEHE - HiEZHWD Z & &
L7273, BEBRBAAAIC H AR ANBYE DA R BRE TOBRGRBN /W2 &, EN T &5 ACEH
EA L ARB O EDHME & AR T—RIEVME Th 5 2 & 2B E 2, 50 mg bid % BisH &
&L, 2 FEEEOWIEE A BT U758 AR (B2228 38R, LA T TITRATION) OfERz#&E(C,
6 A T HEMED 200 mg bid F Tt (50 mgbid 2 AR, 100 mgbid4 ER) +25Z &L
72o PARADIGM-HF & T PARALLEL-HF W9 b, HEEME (200 mg bid) TAEMEK OZ M
(R D & 2 A 1T B P 708 (100 mg bid XX 50 mg bid) , S SICEGHWMZ2FFRL, B
DIRBENZE LT, HMEXIIHRG 952 8T, AlRERIRY BV, BAAMENS B RERKR
&z ki 5 LTz,

222 BEAERUVHE

PARADIGM-HF TiX, LCZ696 @ 1 HY-Hf 5813 37486 mg TH Y, FHEREE THH =T
77V NV B D AT REGENR, BRIERSS QOL OUE RIFED bitlz, PARALLEL-HF
TH BT IER N RIL PARADIGM-HF & RIEROMEAITH Y (1.2 TH) , 200 mg bid (ZH Ei% D
5. 8 JEIRF T4 TIZ NYHA (DBERE /B2 TR L 72 BEIRIER OS82 2 i Tz, PARALLEL-HF
28T 25 LCZ696 D 1 H 4% 55813 328.42 mg T PARADIGM-HF X V) 0B -7 DD, i
HRBER I B 2 6 5 ST g ORI A1 X PARALLEL-HF T62.16% (% 5-#fH o i defi
320 # H) , PARADIGM-HF T 69.64% (&GO IAE - 244 % A) LEKT, a7 m
7 74 PARADIGM-HF & [A] UHAITH YV, AARANEEIZBW TS BIEH & 200 mg bid DAL
PEIXRAFChHoTo, DARBRICE W T, AAEMNHDRY ACE HEEOHEZRAAL DL L9
HELEX TV D, F7o, AXENTCIE, HFEF BFIZB W TEMARED ACE [HEHE L ARB TR
I BEE, RAEREEFICHS, 20, KO UIODARICE D AREOHEET
RARA L ROV A7 ZREICHDSEDL EREINTND, IbEBEX, BEENIRD LN
LAY, BIEMAEZ 200mg, AEEZ 1 H2RBIERE L,

¥, BEOXEZMT L B2107 SBROFER, sacubitrilat @O PK /3T XA — X [IRFOHEL
FEAEZITT, NP AZ THTIREEI O VYL 2 L FRRICRREOREEZ T H 2 L HUR
e &7z, LCZ696 ¢ 54 DL 2 D PK OZEENIHIREA S &2 o LRBRETH Y,
FERRBRICB W THRFICETIMELR T o722 £ D, LCZ696 1ZRFEDHIMRZ: < IRA
THIENHRETHDL EBEZD,
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223 BRAERUEESE

PARALLEL-HF Tl%, LCZ696 50 mgbid ZBAtaHE L L7223, 50 mgbid 54 (HEMIEIERK
HEIEH) CHEFSZE2AE L TRBEZ R IE L-ERFEIL 236 £ 34 DOATHY, 13&
P E DWW CTRAMEICHIEIX 20 > 72, 100 mg bid #5-B061% (707 2 Mb1%) 1CHEL,
HWETE R TFRFIL 11 AR 78 070, BRI RRIFTH T,

RO & B, DABBEICBWTE, BEMENRS LR ACE HEROH &L A D X5 H
BTV %, PARADIGM-HF Tl 200 mg bid £ 5-Bi#A# B4 (30 B OB M HIEHIIN R
MBI TRY, ZERMEOHLZBETIITELE T RICEEARICEET I EREELEEZD
o, ENOERBESICE TS ACE [HEZK KL N ARB O H&IZFMNE & X TERVMERTH D H O
®, PARALLEL-HF CiEBRIEHEEH 2215 72 BE D 38.12% (85/223 4) 1%, REBFAILAID ACE
P ARB O i ENEHE (=77 7V /L 10 mg/ HANLLE) Tho7-, £7=, HFpEF &
FHCIEEMHE CERMEZ AL TEY HFEF BF X0 —RICmEERE N &b (2.5-1.1.2.1
H) , BARICHLEHRED ACE BLEH X ARB 2 #5- XN TV D L0 REBE T —ERFHET D &
Exbhb, mAED ACE BEHRXIT ARB 51285 > T RAAS B+H0#if S TWHEET
I%, LCZ696 100 mgbid (Zxf T 2 AN WIFFCE, £/o, £D L9 7212 LCZ696 50 mg bid T
BifA L RAAS P 2 —FERIIC THIKE8 S8 2 2 L I3 EOARFREIC RN B AlREE R H 5 L&
bbb,

L™ L7Z22 5, PARALLEL-HF O#RERT Y1 > b, BARNLAREEE TORA OB GREBIT
50 mg bid BAABIZIR B D Z L, BHAA A EIX 50 mgbid 3% E L7z,

Wi )72 oV CiE, TITRATION %#2£3%(Z, PARALLEL-HF TlX, 50 mg bid 7*5 200 mg bid
F T 6 M THIHE (50 mg bid 2 #[H, 100 mg bid 4 M) LFE LR, BBk coieeit
LOBEMITRIFTH -T2, LT, 50mg 25 100 mg DOHEE:, 100 mg 7>5 200 mg DHEED U
TNOLES, 2~4 M THEHE LT, ABEMPROONLGE T EENETH D 200 mgbid £T
HETOIONRLELWNEEZ D,

2.3 AERVAZICEET 5 EBOEDH TR

R SOHMCH-Y, EELZETLIBEEICOVWTRR L, TNFNORERMLE LI TFIC
R, £, HEEAGOHMOBEZE LT, PARALLEL-HF THW\/-B&ERF O EEHELS0# L2,
X512, 50mg HE & 100 mg HE XX 200 mg HEO AHAE A IFHERE S 2 L AR L, EEM
L7z,

BEREEFEOHSEE

EHREEREE  (eGFR 90mL/min/1.73m? &) 13LAREEBE DL A B, RAAS & i3 2% 3
FNTBHERERE E 2 BL S D A RN B 5, HF P47 — 4% Tlf, BHREREICEE T 25 ES
LOIFEANENBREUITEETHo2b 00, EOEMMNTICL D &, eGFR MW, 3720
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LR OREE (BEEE) NEWEE, BHREEEICEE S 2 A EFRORBIRNEmN T,
F7-, HEOBMERERE (eGFR 30mL/min/ 1.73m2AKji) OWEREHIT D 728 < AR 5
nTnsd (274-215121H)
I BHI\Z, EEOBHREREEBRE TIL, @FEEWMEERE & X T sacubitrilat © AUC 238 2.7 512380
L7zZ &b, ZhOOBETIIAKOBERNHEINT HBE01H5 (2722414 1H) |
L&D, BHEEEDOH 2 EBHETIE, BEOREBLZHSICBIEL, HED S 2 EEIH
THIENEYEEZ D,

PEEOHHMEREEDHIES
HAEE O S BERE # B (Child-Pugh 2338 B) T, fEHEMERE L TH 272 UL,
sacubitrilat L OV S/LH L2 D AUC 78, EIEIVE 3.4 %, K 1.9 (5L O% 2.1 fFITm L7z
(272241253) . £»o T, ZAbLDOBEETIIAAORBEEN M D2BENNH D720, BHE
OMRREZ o3Il L, HEO AR A EEICHET 2 2 LN B2 5,

mMEMNEWVESE (2.7.4-2.1.5.1.118)

PARALLEL-HF (23T, LCZ696 DEE/RFFE I/ A7 Th HRiMIEIZBEE T 5 FEF
LD EAIR (A X2 MEAEIIITOIY £ TOMMBTHRE L7 100 AMEHT- D ORBEIRE I, 4
/100 A7) 1%, LCZ696 B (18.9) T F T 7 UNLEE (8.2) Lk~ TE<L, ZORIFIENE
A1 37.84% (42/111 4) , 18.75% QU112 4) Tho7=, LCZ696 FE THREL L I-RKIMIED 5 HEE
G, BEHIEICE S FRID L, RIEDOZ S ITEHARETH 72 b DD, FIEIFEBLRE
BB —EERIBEM OB 1 » A (LCZ696 100 mgbid ~DOHE#%K 4 #8) LINIZE 0 -
22 e n, RERBR L OHERIZIIEEZE T2 E2 D, LoT, IMIFED 82 HES
FRJEE L CREdk L7z,

PARALLEL-HF Tl%, LCZ696 50 mg bid % 2 WG (HEMRIEE GEEH8) L, ARMEN
fifERE ST BB 2 LCZ696 BEX T =TT TV ABEOWT NI T & AE LT, LCZ696 100 mg
bid XIT=FZ 7V /L 5mgbid & 4 BEEHKG L%, BERENBHFCTHIVTEEAE (LCZ696
200 mg bid XiZ=F 7 7V /L 10 mg bid) (TR L (CEEHRIBEY) . LCZ696 FETIE, BHE
MREF BB OR—2 T A AGEGIME (LLF, SBP) (BB G MWL, —&
ERIBHFEMORMEICEET 2 AEFELOBREENG L, ZH0MEMTIX IE 1| =450

(114 mmHg) LLF| TibEro7 (4722%) . ZOfmNE, —EHERGEHORXR—2F 1
SBP (LCZ696 50 mg bid #5-7%) BITHLEEETH 7= [ 15 1 =447 (108 mmHg) LA F) T
52.78%]

%72, PARADIGM-HF Ti%, =7} Z 7 U/l 10 mg bid % 2 #[#, LCZ696 100 mg bid % 1~2 i
i, LCZ696 200 mg bid & 2~4 H[H#x 5 (HEMITEKGELEN) Lictk, AEEIHEEShT
WeBRFE % LCZ696 BE T =F T 7 U ABEOWT T X 2L T, HIEMAE (LCZ696 200 mg
bid XIZ=F 77U/ 10 mgbid) Z#% 5 L= (ZEBERIAEY) . LCZ696 FEDKINE (2 B# 4 5
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HEFZO EAIR 1E 13.2, FBIHIE 2443% ThH 57, PARALLEL-HF & [k, LCZ696 DI
JEICBIET 5 FEROFEERRIIN—R T A SBP PMEVEEE S R OBAA AL TV D,
DX, EMEORIY A2 & R/MET 5720, SBP ASEEH TIRBH DIRIEE 1418
BL, WO AL EEICHNT D D L ANEY L E X S,

2.4 EX

P bXv, AFOHESEBIMAFRIL S0 mg bid & L, BEMEZMR LRSS 2~4 % HZICH
FEH D 200 mg bid £ CHET L Z E0@EU &MLz, 72720, REAINEREGSNDEEITIFE
SERERNT-ORBRMEEZA T2 LHEESND D, BEOREICE L UEEO A EE2EEIC
g5 Z LI E B 2, AROEROCHE () WOICHEROCHEICEET 2R ()
Z2IHOLBYRELE,
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H TR ettt 2

1 2. 255 (ROBEITITEG LRI L) L Al 4

1.1 2. 252 (ROBFITITEG LRV T L) | e 4

1.2 2. #2250 ROBEINTEGE LN E) | OFBRTERIL oo 4

2 T o N By = TP 4

2.1 T R 0 N e =l TR 4

2.2 18, BIE/RIEARMITEE ] DRETEMIL .oooovoeeeeeeeeee e 5

3 (9. B E DA AT D EEITEIT DIEE ] Moo 5

3.1 (9.1 AHHE « BEEIEZED B DB ] MM oo 5

3.1.1 9.1 BOHE « BEFEEBED B DIEF ] o 5

3.1.2 (9.1 GOME « BEFEED H HBE | OFERIL .o 6

3.2 (9.2 FEMEAEME T EE T | Ml cooovoceeeeeeeeeeee ettt 7

321 [0, 2 B R B 2T FE T | oottt ettt ettt 7

3.2.2 (9.2 BHEREREE BE | DRRIEIRIL .ovooeeeeeee e 7

3.3 [9.3 HFHEAEMEZEEETE | Ml cooovoeeeeeeeeeeeeeeee ettt 7

33.1 IR == o TR 7

3.3.2 (9.3 IFHEREREE B | DRRIEIRIL .ovoeeeeeeee e 8

3.4 19.4 AEFHREZ T D] HH cooeeeeeeeeeeee ettt e 8

3.4.1 R = = s B T OO 8

342 (9.4 AJEREZ AT DE ] DRRTEIRIL oo 8

35 FOD BT | A oottt ettt ettt 8

35.1 (9.5 BEAT ] oottt ettt 8

35.2 [9.5 IR ] DFRTEARIL oo 8

3.6 FO.6 FZFLAT L M ceoveeeeeeeeee ettt ettt 9

3.6.1 (9.6 FZILIT ] oottt 9

3.6.2 (9.6 FZFLIT ] DRRTEFRIL ..o 9

37 F9.7 IR | M oottt 9

37.1 (9.7 I | e 9

3.7.2 [9.7 /INVBEE ] DFRITEARIL oot 9

3.8 eI e T 9

38.1 (9.8 TEIHITE | oottt n sttt 9

3.8.2 (9.8 BEHHE | DFRITEARML ..ot 10

4 O S (=S T TR 10

4.1 F10. FHEAE L BB oottt ettt ettt 10

411 F10. FH B AEF L oottt 10

4.1.2 [10. FHEAFEF ] DOFETEFRHL .o 10
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42 110.1 PEAZEE (PRI L7200 Z L) 1 Al et 11
421 [10.1 DFHZER (DFFH LRV T L) 1 s 11

422 101 PEAIEER (BFA LRV &) | OBERI oo, 11

43 0.2 PFAER DFANCIEET 2 2 L) 1 Ml s 12
431 [10.2 GFHER (BFAICIEE T2 2 E) | e, 12

432 [10.2 JFHER OFAICEET D2 L) | OFRERM...cee, 13

5 1L BIFEF T A ettt sttt 13
5.1 TLL BIEF L B oottt 13
5.1.1 (11 BIFEF L et 13

5.1.2 (11, BIER ] DFRTEFRIL oo 14

5.2 M1 BERZZEIEF L Al oottt 14
5.2.1 (101 B RZREIEF L oot se e 14
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5.3 [10.2 ZDOMDBIVEFR L HH oot 15
5.3.1 [11.2 ZORDBEIWEF ] oo, 15

5.3.2 [11.2 ZOMMOBENWER | DFREARIL ..o, 15

6 (12, BRI AT UT TR ] et 16
6.1 2. ERRRRARS R ia‘ﬁﬁ—% ................................................................................. 16

6.2 2. EERIRARE R KITTREE) DOFERRIL ..o 16

7 (13, BTG A et 16
7.1 13, BEEBE ] oo 16
7.2 (13, ARG ] DOFRIERRIL c.cooooooeeeeeeeeeeeee et 16

8 (14, T EOTEB L Moottt n e 16
8.1 14, TEH EOTET | oottt 16

8.2 M4, BH EOFE] OFREARIL .o 17
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1 2. % (ROBHEICEI|ELEGEWNIE) 1 R

1.1 2. #8 (ROBHFIZEF|/E LGN E) |

2.1 ARANORATKRE UIEBOE DB D & 5

22T VKT UV MR ILER (TSI, A IX TV ERE, 7T ) L=
VA, T NV T UNAERE, T KT, TR T VIR
W, TITVNERE, NIRRT T, NPETUERE, XY NT YT
L. VY VKR REGTOBRFE, HDWIEEE TR 36 RN O BH

[5.1, 8.1, 10.1 ]

23 MERBEOHAEIROSH HBE (T oFT v v IR/ EREHEUIT o OFT v %
PARESEILEIRIC K 5 A&, B i, % R MM S T IE, R i ag v s 45 )
[11.1.1 ]

24 7 Y AX Lo 7~ VB 2 B G- R o s R B [10.1 B

2.5 EE DOTHEREREE (Child-Pugh 43#E C) O ®b 5 HHE [9.3.2 2]

2.6 il ATIENRE LT el getE D & 5 ek [9.5 S

1.2 2. 23 (ROBHFICITEELGZNC L) | ORTEIRAL
2.1 WHE DRI ZRET B 7=, AAND RN UIABEOE O REFEIEA 3 5 g~k .2 255 b

L7
22 K23 MEBRENS LN I2BEINND L0, ZHHEE~ORAORGIIEZE L
7=,

2.4 FERIFBEIZBWNC, TUAXF LU TR E SV LA BT 5 2 LT, FEESENE

fzerp, EREREREE, &4 U U AMERMEMED Y X7 N5 Z ERHESTE

D, KENIT VAT NEA T LZEEREETAEEEAAT LI E0D, LR
FHA~OERBN O I3z E LT,

2.5 T OATHERERSE D & 25 BB TIE, T ORTHREREE B L & AR ORE RN BINT 5
ATREMENY B D, EIREER CIXEE O REREEBE IR ST, #Esn s Hik - H
ENARHTHLZ LD, ZNHOEE~ORFN O G132 L L,

2.6 7SV E DR BT TAEHRICE N T, RHRRORREA~OFE (HRFE, FKiEad,
BrE BRI ES) NE SN2 8D, TNLBRFE~ORAI O GITES L Lz,

2 8. EELEXRNIE] &

2.1 8. EELERKTE]
8.1 MAETRIENDH S bNDBENND D72, KEHEGRNCT AT v v L ML
BHEINTOAEAIE, DA< & ARKIE 5B 36 BERIENc T4 2 & 72, AFKI#E
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BRTHRICT oo T o VEMRER I ER ARG T 25815, ARIOEKEE 1D 36 I
M#%E 3G LRV, [22, 51, 101 /]

8.2 JEMMARIMEN H SN DEBZNNH 57120, Ko G- BIhEEE & O BRI ERE OIRREE 1
SIS LR pEEICEET S5 L, [71, 72, 912, 98, 11.1.3 5]

8.3 T U UHT vV IR FEIEIUIEE G IR EOEE LIFEFE R S bbivic & OWE R H
DT, IR A L LT 57 EBEE 51T 2 &, [11.1.12 B ]

8.4 MiAKNHLONDLBENDND DD, BIELTHITATV., BEDFRO ONIGAITIL, KAl
DR, L IR SO R LEZ1T D Z &,

8.5 TAITAT 24 B G- LW Z ENEE LV, FRE O Fifitficr =0 -7 o AT v %
OMFIERIC X A IRMIEZE Z 3 mEEER S 5,

8.6 FRE/EMIZEE SO EN, S0 2EXNHOLbNDL ZENHHOT, @AfEE, AEEOER
B AL D B A BRET DBICITEE S D 2 L,

2.2 rs. EELEXRNIE] OFRTEEM

81 7 UAT v BRI ER L AA O XD MERED U A2 Zix/AMET D720
RN LT,

8.2 KRB B W\ TEBEMAR M EDIEFI WG STl Y, £z, (RimEiTH 55 mbE & 0Y
ERFCZ RO LN D, BEORREL +oBIET 5 X ) EERE LT,

83 WY B G T VAT Y VARSI TS STV 2 HE R ATREE AR T
HROLNDAHEMNENH D Z & D, 2SIV IV U ORA CETORERE 2% £ 2 CTitd
L7z,

8.4 AANIXH 7 € F U ILOIEVENHY (sacubitrilat) (2L 27 U v AFIRERHZFLTEY,
RARBR CHUKICEET 28 EFEENRBOOLNTND Z L2 E 2, EEMRE L,

85 NP INH AN DB L= - T oV T TV RAT U ROMEERIC LY, Fiiko
MFEAR T 2 B Uil B O M E 4 L Z 3 rTReMER o 5 Z &0 h, 22 OIRM SCET
O EMAE 2 B F 2 ChRodk L7z,

8.6 AKIOKEIERIZL Y, BIER L FBRICOENRLESELOENAEL, BWOR - - B{EICo7k
MBBENNH DT, SV E s O STETORERLE 21 £ 2 CThodl L7z,

3 9. BFEDE=ZEIHBEICEHAT HIE] W
3.1 9.1 A6HE - EIEEEFDHLHBE] @

3.1.1 9.1 BHHE - EIEEZEDOHSEE]
9.1.1 FAMBEIRRED D 5 BE LB CBHIREEDH 5 BE
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1B LR 2GR0 i SN 2562 E . RIS 52 &, Bk &E OB R EKIAIE
WEDRTIC LY BHICEHREL B IS E2B8ETNLNH 5,

9.1.2 IMEIMEVBE

EHRICIEZRNE L, BEOWREL H2ICBRZ L 2nbkEd52 L, [71, 82, 1113%
]

9.1.3 BA U v AMSEDBE

B LR 2GR SN 2565RE, KREIT#TLHZ L, S0 ) U LAMIEZHES S
LHBENDRD D,

@AY U AMIED Y A7 KD 5 EE (BRESE., FRKE., K70 R2A7 r AEDBE L
BV T LAEENEHOVEFLEIRL TV EESE) Tk, MEI VU AMEEZE=X) 7 T5H5T L,
[10.2. 11.1.4 /]

9.14 MILEEEDH D BE
ARNOBEFEMERICEY . MR 2425 & L, WEEZEbLIE28ThR b5,

3.1.2 9.1 &GHHE « BEREEDHLHEE] ORERR

011 L =TT v -7 RAT v RIS 2 5 2 34 & RIRRIZ, AANT M IRE
KRG I VT F=MEEEINSELBEZNRHD Z b IV E O IETOE
B A B E 2 TR LT,

9.1.2 [ENH N FH7ABR (B1301 3Bk, LLF PARALLEL-HF) THERIZEKEGHEME N EE
BRI DONR—A T A > OIGERIMEMEVIE Y, —EHERIBEMOKMEICBEES 5 HE
FLRBRNE D> T, WBHVE I FRRER (B2314 546k, LLF PARADIGM-HF) <4 " #HE
BRI DONR—A T A OIREIMEMEVIE Y, —HERIBEMOKNEICBEES 5 7E
HERBERNE NPT, U EEEEZ, MEMEOEE TIXEHNICnEZRE L, BED
WHEZ + 0Bl d 5 L H R LT,

9.1.3 7V RAT u AW &V, &4 v AMIEDOBEIZENTIE, &8 Y U AIMAESHE
EITL2BZNWRNHLZ LD, RUEHRWGALZRERG LWL D EERE Lz, o
AU T AMED Y A7 RNFDHHBEICBNTH, @A U TAMIEDY A7 ZHNSE5
AREMERH D Z E D, ARFELGPITMED ) v AMEEZE=X VY 7T D LD IEEME L
776

014 L=V -7 o VFT YTV RAT R L ROMGEWERIC X2 EDREIZL Y, MMl
PEEEUNEZELIELB/NDRHLZ 20D, ALY o ORM SCETOFEM I %
B E 2 CREE L7,
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3.2 0.2 EHEEEFEE

3.2.1 9.2 BHEREEETEE]

9.2.1 BREE I E DOBHREREE (eGFR 30mL/min/1.73m?2 BA_E 90mL/min/1.73m2 Ri%) D&
5 RE

ME, figEs U o AMER OEHEESEDBREFEORELZ +OICBE LR bR ET 52, £FlO
mHREN EREIT28Z0nH5, (7.1, 1112, 16.6.1 2]

0.2.2 EEDBHEMEE (eGFR 30mL/min/ 1.73m? k) D5 HBE

ARHNEEG O[S 2 EEIHE L, B 5T 25AmE, G0 U v A ME R OVEHEES O B
DIRREE IR TH 2L, AROMFREN FFT BTN R3H 0, BHERR CIERISH
TW3%, [7.1, 11.1.2, 16.6.1 B3]

3.2.2 9.2 BRREREEFEE | ORERR

9.2.1 BB E I OLOARRBEEDOZLIIRD LI, LVor-T o UdT v -TIVRATu Rk
T3 B 3EHN CIT B RERE E A B L S 2 AREE N B 5, Fiz, BEOEKERES (717
F=2 7 V7T AH 50mL/min LL_E 80mL/min L F) UTH A O BHGEREE (7 LT F
=7 V7T 7> AH 30mL/min LA 50mL/min Kiif) O % HBFETIE, f@EEEERE & T
sacubitrilat © AUC 2389 2.1~22 51T L 7= 2 &2 E 2D &, 2O OBETIE, KA
DIFEFEEDEINT 2BENNHDH Z L bEFEEME LTz,

9.2.2 BEDEKAEIEE (Z/ L7 F =02 V7T T2 A5 30mL/min &) Db 5 HRETIE, e
ExE L Hb~_T sacubitrilat ® AUC 23559 2.7 (21BN L 7=, 25 DHBRETIE, AK|OREE
SHEIN U BB RERE E N S HICEYL T 28T H D Z & h, AAFIEG O w6 2 EEIHE
T2 LT, REIEGHILEE OREE BT D L) EERE LT,

3.3 9.3 FrREEEHEE 1 W

3.3.1 9.3 FFgEfEE B &

9.3.1 FEEDITHEEREE (Child-Pugh 5% B) OH 25 HAE

ARAENB GO E 2 EEIHE L, 85T 254 CmE, migs v v A E kR OBEESE O BE
OREZ HIBE LN bR ET 52 L, REIOMFREN EFT2B8EnHD,  [7.1.
16.6.2 /]

9.3.2 HEEDFHREREE (Child-Pugh 43 C) Db 5 B¥H

Beh Uiz &, BEEOFERERED S 2 BE CIIARIOMFREN FRT28Z1R3H 0,
ERREER ClIRsb s T g, [2.5 /]
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3.3.2 9.3 FFHREEFBE 1 DRER

9.3.1 5 E O IFHREREE  (Child-Pugh B) D& % B TIXEREHRE L LL_XTH 7 B Y L,
sacubitrilat, & OVSLHLZ D AUC 23, EAVEILRI 3.4 1%, #1915, KUNI 2.1 5N
L7c, £o T, ZNH6DEETIE, AFOBRBEENLENT 28201052 L bIEEE
L7,

9.32 HEDEREIRE O H 2 BE TIX, THEEOBRE LV LAFOREENEINT 5 AlietEN &
%o BRARFER CIXHEEOIHERERE O & 2 BE ITHAKRBR CIIRA SN oy, #HEsns
Mt - HENAHTHLZ b, ZNHORBE~ORFOERGITIEEE TH 2 EIEEMLE L
7

3.4 0.4 £JEREEH T 5E1 &

3.4.1 0.4 &hEReEEHT 55
R PTRE 22 PRI, AR G- e OARA R G4 T 1% — EWIRNI @8 72kt 217 5 L 5 f5iEd
5HZ L, [95%8]

3.4.2 9.4 £JEREZHT 5E | DERTERR

PSAHNE DG %Z T RO T, RMERORIE~DEE (HRIE, By, &
AL HRERE ) NS SN TV D720, IR ATREZ A MEIC I, AKIIR -t R OURHI I 594 T
% —EHIRIREE 217 5 & 5 B 7=, 7ods, AROMICERM AR E 2 5 &, ARITEHK
B h4% 1A Clh A SWET 2 LEESRD,

3.5 ro.5 145 #

3.5.1 9.5 1¥47.

PRI SUTIEAR L TV D AIREME D & 5 MEITIT R G- LW 2 &, G- PITIRIRAHIB] L 7235612
X, BEhicEG5ERIET 2L, AFIEELS LEZEER (T v~ 7)) BT, o e
N U OIEERHY (sacubitrilat) & OV VY L& v OBRFE RS, BIKHAER S5 REOBRERD
0.06 (5 *0.72 % (T ) WNZ 0.03 5K TN 2.04 {5 (UHF) ITHYTHIHENLL, B
REIE (BERBIECROEME) KOMEAFEM OKBE) BB bhiztomEndHs, £/, A
AR DG FZ T TR BT, R R ORI A~ORE (ARVEE, FAmd, FrER
BRI ES) AHEIN TV, [26, 94 2]

3.5.2 9.5 tFiw1 DEREIRN

B RN L DTy N EAWAR - JBIRFAEICMT 23R CIE - JRIREENR, v
Y xR - BRIRRAICET 2R TR - JRIRBIE CGERBA T ROmIE) J OB
OKEESE) 23D S,
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£, VPN E OG- EZTTAEmIZB N T, BELKORE~DORE (ARIEE, F/KiH
b, FEREERERES) AHEShTnD,

Ll bapkE 2, ﬂ%ﬂi&%bfwéﬂ EMED & 2 LRI R B LAWK DB Lz, £
7o, BEPITEIRDSHIA L2 G A IIXE D ICAFI OG22 hik3 5 L R L7z,

3.6 9.6 22L1%1

3.6.1 9.6 #RELIRI

BHALBRNZ ENREE LV, KAlOE MIBT 2HANHT~OBITIIARIATH 523, B ER
(7 v oA OKS) <, FLiHIC sacubitrilat L VLY L Z L OBITHRRD vz, A
FlogEHmMbhoRILIC LY, HAERILRICEREZRETBITARH D, /o, S
Y OEMMFER (T v SOEEY R ORASRAEKSE) 288\ T, 600mg/kg/ B THAE R ORAKE
K OVEGFROKTREO LN TEY mmwmmuif%%AM@&@wmwamrwé

3.6.2 9.6 RELIR1 DERERHL

AHIOE MZBT DT ~OBITICET 27 — 2 I3RHER, 8mER (7 v %@f%%éLﬁﬁ‘@E
A% 5) THAHI sacubitrilat 2 OV S04 L 2 o OBATRERD Hivlz, ARFNOF G W T OFEF
XY, HAERIHLRICEREEZ RFTEEARH L LD, BHLLRNIEREET LWV EE
BWUE L7z, £72, 2L o OEER THAERGE~ZEN A LN 2 & 2 LT,

3.7 0.7 hNR%E] W

3.7.1 9.7 INRE)
AN Akt B b U T BRRERBR LM L TR,

3.7.2 9.7 INRE ] DERTERHL
NS (18 BT OB 1T A MR VR AMEIIHENT L TN 2 e, ERREERIT
FEhE LTV ERE LT,

3.8 0.8 B#FE1

3.8.1 9.8 =k |

ME, MigH Y v LMMEKROEEREDOBE OREL +DITBE LN kE535 2 &, FRoi
GBRMARE K O ERHIEE OREBZBE LN o EEICKRET 528, —RICBEORETEIXF E
LN EEINTNnD, m&%%ﬂi LBEENDRD D, BKRABIZBWT, mipdE T, K
£, @l Y U AMGE, BREREEEORBENEINT S Z MG I Tnd, [82, 11.1.2-11.14,
16.6.3 1]
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3.8.2 9.8 SktE 1 ORERM

PARALLEL-HF &% O PARADIGM-HF (28T, AHFl&2&5 Li-min® (65 mll ) Tiddkm
g (65 i) &g LC, RIME, EA Y v AME, BHEEREOREFRRRBHEBNE -
oo FTo, —AICEIE CIRRERFEEICERT OLERND DL Z LD, 2L LE DRt
WETOEEME b E 2 THEEWE L7,

4 r10. E{EMA] &

4.1 M10. 8 E/FH]

4.1.1 r10. 8E A
Sacubitrilat 2 VL L& 13 OATPIBL K ONOATPIB3 DIE TH b, o, 27 E MU ALK
" sacubitrilat |3 OATP1B1 2 UF OATP1B3 % fHET 5,

4.1.2 [10. #HEER] ORTERML
KA OHE BT D IERE R LT,
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4.2 [10.1 6tES BFALAGZWCE) 1 W
4.2.1 [10.1 StAAES BFALAGWC L) |
S 4 BRPEREMR « HEE 7 HeFE - falRA T
T U T L A S M RIE & 6 b B B2 | BEFRIC & 0 FEnic
TS Wb, ZHLOEAINEE | 7T 0% = D4R
e 5T ENTVBEAIE, DL | ZMHIL, Mg s
7 ) AT 5 BIE 36 BERIRTIC | 0 U 22 AN S+
A 5T Y VHRRER kT2 b, F7o. AREE | 2 ATREMR D 2,
(ZF RUNL) EHCT 02 2 B ORI % #
i‘j—77 V<A /gaiﬁi‘ E‘Té%/ﬁl\li\ ﬁ%ﬂ@%ﬁ‘é‘&“
(b= 2) Hn e 36 BRI £ Tl
- L7 &,
BT RF YN
(7 HFVUN)
XF 7Y LK
(=27F)

T Y IKFY)
(f > e_—2R)
TN T VAR
(m—Rza3—)L)
72 7 VR
(7T R)
[NV AN %
(FRYv2)
NPT VR
(Fty)

Ny RFY LTI
(NI n)
V27U

(BRARYA, v b)) [22, 815H]

TUR¥ LT LR
(T 1L R)

CBEPRIB BB IR 59 258)
[2.4 7]

FEELFEVER 2T, B R RE R
£ Eh Y Y AME & YL
=D U A7 BN S )uH )L 2
VTHEINTWA,

BEHICEh =7
VUK T T L
F27 a o RAEE
FA AR S5 ATHE
PR 5,

4.2.2
AH & OO HEEICE Y, W&
e ftits L
T5Z LT, FEBSEMANAE
PRESNLTVWD Z b, HERPEE 5T 55

[10.1 A%

RE LT,

B (BtALGWC
FENDLONDIBENNG DT o UFT v BN E
RE LT, BRIFBEICBWT, TU XLy 7= UlEE & Y02 o &3]
o, BEEREREE, &Y U A MEK OMRIMED Y 2 7 38845 2 &
HOT YV AX L 7w AREE A

&) 1 ORERM

(FRHE)
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4.3 [10.2 AT (BEARICEET A L) | @
4.3.1 [10.2 $tAEE (BFRICEET S L) |
A4 % EE RSN « H5 8 7k HEFF - fERRIK 1
TUTUET vy | BEEEREE, S0 v AER MEILE | PRI L= T Tt T v
I ARSI FRITHEZIANRDH LD, THEOHE | -7 FAT B RHER
Bl DT RE TR, I DAEEERH D,
TUVAXL VT BRgREREE . moh Y U AMELR MEME | PERICE Y v =T U T v

VIR

ERITEBEINRSD,

723, eGFR 7% 60mL/min/1.73m?2 Kii D
HREEEDH HBRE~DT IV AXF LT
~ Vg & OPERICOWTIE, BIE R
TR EHIM SN DG R & BT
HT L,

VTV R AT R
MEND RS D B,

T RN ARTF
[16.7.1 18]

PERIC X0 7 AR EZF DML EE
NEFTIHIBENRD D,

AFIL, OATP1B1 & TX OATP1B3
ZAT 2 EHN ORFIEA~DEL D A F
ZIES D AREMEN D B,

PDES5 BH 54l
D% AP

EIERE BT, KEIE LTS
AV EDPFRIC LY | RAIHEMME S L0
HIMER TRRD 5T & ORERH

%, AROEEE2ZTTWBHHEHITBWY
TYNTF 7 4 VI PDES RS
OFGZBMGT HBITERET 5 Z &,

PDES BHEANIAF OB EIZ LY
BN % cGMP D43 fif % P4
50

VRNl
PRFE

KNy T AT LY
2 = A
=Ly

s
VDR i 2y S5
B/ U T A
[9.1.3 %]

MiEH Y o MEKRRNIEZ L7 F=fE
NEFTHIBENND D,

AFNOT )V B AT 1 43 mHN
X0 B YD LEFREERNERT D
ATREMEDN B D,

fER K7 - B iR

KexveL /v -
TF =NV ARNT
A —v

FUARNTY LE

A EH
ANVT 7 A RF
P = K
AN A

I aARY v

5 U o SMER ERT B 2 E b B,

SNNYNNE AL BIMES Y T L
o FHRE FoRE L ) O
FZNarFas MERIZL S &
EZzbhb,
fERRIAT- . BREEEE, sV
7 LMED E B

A Y v LMED LR HRI N
LBENRD D,

E U v A IE O BIER A A
HMmIhbEELLND,




Novartis
CTD 183 FHLEMDIE

Confidentia
() RUZDHRERAL

Page 13
LCZ696

4.3.2

[11.1.5 &E]

FEH 4 % PRI R - H 8 ik BT - falRk 1
I IR B A SR MEET (R EOERNELEZ | FURBERB G 3 mE L = 9%
Jhv IR tD) AEITBZANRDD, £, Bl | S ERLTEY, ZhbOEA
MU 2 LA JRERANBEREI D BETNNH D, ORI LY L= T U
e VTV R AT a R EER
s DRI N D AN S D,

FEDT R oL UIKKED
B L= BE Gk, FUERM:
DIEMENREL D 05D,

AT A P
REHH)

BHREZE ST BENEH D,

NSAIDs D& T 2R 753
BRBEEERIC L Y, B

(NSAIDs) KF+5720EZLND,

AV RARY fElRR T mnE . IR

e LTWa s (FIRIEMEHESEZ
Hie) | BGEREEAR

UF oL VFuahEREITIENL= Ty | BKFIOF BY w AHEERIC L

CFHTF v -T I RAT a o RERIT
wEIh T,

FREEFAT 25510, VT U LE
MDY AT NRESITHEINTA2BFNNH
2.

D, VFULOERPEID LE
AHHTWVWD,

I BRARY v

77 A~ ALY
N

i) I Qi u A G

Sacubitrilat X%/ /L 80 & o OB FEE N
L, BWERNER I BEZNRH
50

OATP1B1 X% OATP1B3 % [HEd
5 Z 2LV, sacubitrilat & OV
NP NE DM RES ER S
DAlEEMEN B B,

vXYo~— 2L B D R EE 3 30~40%|Z U RS AR Y ~—izk v, [
KFLEZEOMERD D, AFOERN | BRCIRHA L7ZBE. Sz
BT EENRH D, DI A BIE 3 H VM &8 %

RS D,

[10.2 tAERE (BFRICEET S L) 1| ORFEIRN

AANE OOFAIC LV BWERIR BT 28200 H LA RO N T o AR —2 — & LI EAE
MORTREMED & HHH, KOSz T IGFHEE] L LTW LR 2B E L THMER L
REL, TNODOA TR - #rET7iE , T - fabRiK ) 25t L7z,

5 r1. gl¥EM] W&
5.1 ri. A1 #
5.1.1 ri. gEM]

WRORWERNHE NG ZLB3HHDT, BELT3IATV, BEDBRD bNIHEITITRE
IR 570 CEOREZTT O 2 &,
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5.1.2 M11. B¥EA1 DERTERBL
AT SCESEHEEOT 7 L— NI LT3, S L7,

5.2 i1 EXEEMER] &

5.2.1 M11.1 EXGEEAL

11.1.1 mEFRME (0.2%)

o A, MEEHOMERS 2k & LT, [UEMZEIC SRR MERERS Sbh b Z ERd 5,
ZOEYREHICTEBICERGERIEL, 7T RUF U U, KOEMEREEYLEEITY 2L,
MAFESERE L TR LN &, [2.3 5]

11.1.2 BREREREE (29%) . BFR2 (0.8%)

[9.2.1, 9.2.2, 9.8 &H]

11.1.3 fEMfE (10.4%)

[7.1, 82, 9.12, 9.8 &[]

11.1.4 BA Y v AME (4.7%)

AV AMIENBHR LESGAEICE, 1Y) v ABREORER S#E LB AT Z &,
[0.1.3, 9.8 ]

1115 ¥a v 7 (0.1%KW) . K (02%) . BEHHEEK (0.1%H5M)

AR, EM, BERREAREN D Db LAICE, EDHICHEURAEEZITY 2 &, [10.2 2]

11.1.6 EEERIBREED . AMERBAD, M/MIBAD (W b EERH)

11.1.7 BIEMERRD (0.1%K7H)

FEEA, WEMR, PEURIREE, Mo X MREEEA S BEMMRR S Db Z ENHDHDT, ZD
L5 A i EEPIE L, BIBRERLE SR ORESOMYRLE T 2 L,

11.1.8 fRMmAED (BEHERH)

Wi Ee, ZERE, mit., FoBx, R NKT, &%, EREFEND O DNIHE TR
kL, @EUREZITO 2L, BERFIGRTOERE ThH L b7 U,

11.1.9 B RARED (BHEARH)

AR, B, CK L&, MR ORI 47 ey ER 2R T 2 BBUHBRIE D & 5
bRDZERHHDOT, ZOX I RGAIITELICEGZHIEL, WEYRLEEZITI Z L,

11.1.10 MR R EEEMARE (Toxic Epidermal Necrolysis : TEN) ) 57 &k B IR fE R
(Stevens-Johnson SEMRHE) B, ZAHD (Wi bEERH)

11.1.11 XAEED, ERAED (WTFhbEERH)

K, OB AERSLDNSHEIIE, ERE MRS &,

11.1.12 FFR® (BHEERH)

(8.3 =]

W)YV L O EOREERE 2 TERIE LT,



Novartis

Confidentia

CTD1.83 FARLDIE () RUZTNDHTEIRM

Page 15
LCZ696

5.2.2

M11.1 EXEEER] OFRTEIEML
AFo Core Data Sheet (CDS)
b, BENICEEEZAEL TS LEEZ NI ES,

[7 Adverse drug reactions| DOIE|ZFLE SV TWDEIEH D 5
PARALLEL-HF CH B D & < BFRAY

WCHEELEZDHES LRI LT, £, AV AZ U OTAMCET TERREWEN] & LTHEER
WAL L TV A HEGHEE L CRtdl Lo, BBUAE X, PARALLEL-HF, X% O PARADIGM-HF Ofjf
BTN B EH LT,
5.3 M11.2 ZDHOEIEA] W
5.3.1 [11.2 ZD4hDEIER ]
0.3%L4 - 0.3%A i SR
JRYWIE F5 L OV A UiE — — NHEE 28 15
Migd LY o RRmpEE | — 1M LFBEERIE 21
AR L Ok E — (S0 Vo A, RABEGE |
B AEF b Y T AMIED
iR R FEIED E LMDV, EEEEDE | —
VB, IR, DR R
BRED, Lon®
s Ok — — g™
R — BED, DEEED BR™
1 5 R i ST PEA — FCTY®
PP B, ISR K OGN | ik - -
i
M _ TR B, WD, R | e

B 36 & OB TRk R

S

KLHED), eiliEoE™

i R d & ONRE A AL

B, TS

fify P )

i
- BEEEBIOE | By, HENRE, F ABRRE M8 | ERIED, KE
IO IRRE )
GEES WHUE (895, %5 RIE, T
o FT 4 TR EET) |
B R BT AST BB ALT ERD, il | B U D 575,

HIRERE EHS. BUN L&A
B myEs L= B
B, MiER Y U SME_EFD,
B fE_F5H

LDH E5%, CK L5
B oMz rzaro—iL
R A
%) . ALP J:ﬁ_ii)

5.3.2

) SV E O OB AR E 2 TRIE LT,

[11.2 £ DHOEIER] OERTERM
AFAlo> CDS 7 Adverse drug reactions | DIHIZFEHEH SNV TWDEIEHO 9 B,
DIECFEH LIS OESEZTZH LT, £, AP LZ U ORMIETHEERE L TV EHER

ME R 7R EIVEH
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HEE L CRHE L, RESEEY, PARALLEL-HF, } T} PARADIGM-HF OO &t H 6B H L
7=

6 [12. BREKRERRICRIZTHE] W

6.1 2. BEKRBREHERICRIZTEE]
AFNOFSPFHERIC L0 RFE SRR T T4 ORETHD BNP O EAERNELND
ZEMD, AREFEGZIZBNP ZHET ABIMEORICEETHZ &,

6.2 M12. BBEBREHERICRIZTEE) OFRTIEN
AFIDFTY T4 > U BLEERIC LD BNP 04 RIIH S 1, AKIEE 5512 BNP 25 FH4 %
WENDDHZ LD, EEWMELZTRLE,

7 r13. AR5 &

7.1 r13. BEHE]

13.1 5ER

AFNIOWERGIZEY , FLOVMERTAEL, E#RLV-LVOIR T, fBEREMICESBZERN
H 5,

13.2 WLiE
ELWRMEDGEITIE, BEZMEMIIC L, 300 AR S OF RS 7o L b) 2240
BEEITH &,

7e%5, sacubitrilat KOV L L AT MR A & OFEEENE LS. MRENTIZ L > ThRETE
vy, [16.3 2]

7.2 M3. BEXRE5] ORTERLL
AR OBEEERIC L VBEOMTFE FALE L 5BFNBH D Lk, AP L Z L DFRMNT
ETCOEEWELIE 2, % UVMEMENE U7 B0 20l L,

8 M14. BALOIFE] &

8.1 M14. HRALDFE]

14.1 FEH AR DR

PTP t2LDFEHNL PTP > — ROV L TIRIT 2 L 58T 52 &, PTP ¥ — FORARERIC &
D, BSOS BIEREATIA L, FICIEEAE B 2 U CHEBRIAR S0 EE R A OHEZ R T
LHZEDBHD,
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8.2 M4. SALDIE] DERTEREN
141 KANLPTP A TH D Z M DHRIE LT,
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1 EER—ARIMLTR (JAN)
SRR 24 4E 11 A 2 BEEAHRAIR 1102 552 Bl vi@mE, Kk 26 4F 11 H 26 0 3EARAIR
1126 55 1 SRR 2 I LV EE—#&k4 (INN) &AM EZX Y AT L4 R@mIhi,

JAN (AA%L) %27 MU ALY LEZ G R U & LK)
JAN (3% 44) : Sacubitril Valsartan Sodium Hydrate
= S Eave

2 EFR—#%% (INN)
sacubitril & O valsartan X ZILFILr-INN & L TCULTDO EB YN I LTV 5,

sacubitril : WHO Drug Information, Vol. 28, No. 1, 2014, Recommended INN (List 71), P.107
valsartan : WHO Drug Information, Vol. 7, No. 3, 1993, Recommended INN (List 33), P.143
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b5 4 « B4 | Monosodium 4-{[(2S,4R)-1-(biphenyl-4-yl)-5-ethoxy-4-methyl-5-oxopentan-2-yl]Jamino}-

4-oxobutanoate — disodium (2S5)-3-methyl-2-(N-{[2'-(1 H-tetrazol-1-id-5-yl)biphenyl-

4-ylJmethyl } pentanamido)butanoate (1/1) hemipentahydrate

G4 7 e b SLHALEY) 2 ORHER O ORG)
T -V
e 2%, H)0

hRe - %R | Ehore

722 L, RO RO ZRIGR A ST TV D BEICIR D,
Ak - B & | @, RAKEYZ e LS P L2 b L1 A 50mg ZRMGHAEE LC 1 2[R0 #E

535, BEMEPRED ONDHGEIL, 2~4 BRI OMIE CTEPEAIIZ 1 5] 200mg £ CTHERET S, |
[E 5% 50mg, 100mg X% 200mg & L, WFNoBERIZBWTE 1 H 2 BEfFA#ESS
%, ok, BEMECSUCHEHERET S,

J5 S 5 D F5 E

i R4 kO

HHRS -

RGNS/l SO AV 2 - % ol UV &1L 7]

i) = LA MESOmg (1 8EFH 27 © F U AL L2 L LT 50mg & 4)
T LA ME100mg (1 8827 R Y L& & LT 100mg &)
T LA MEE200mg (1 8827 © R Y LS a b LT 200mg &)

H[Al G g PR

1EE D E3E i (mg/kg) FHIR &N
7> b - >600 mg/kg *
A= AP — >600 mg/kg
a @ RRMEHKIRER ) D HEE
b o 2 AR GV ERER ) b HEE
— Y ERRL
S ¥ G R
, . b T b o
Bt | G | REREE (ngkg/B) | (meke/F) ST
S| 13 R & 10,30, 100 | 30 100 mg/kg/H : {KH - &
A D], B
So k| 2608 ®n 10,30, 100 | 30 >10 mg/kg/H : {REEHIN
il (M)
100 mg/kg/H : (K - &
FEEM)], (REHE M
(F); DIRER], BEH: &K
iE - OB A
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H=r | 13#H ®o 30, 100, 300 | 30 >30 mg/kg/ A #RAE - T
A P M), TEIH:(M)

>100 mg/kg/ A : #R{E - T
FI(F), IREHINEHI(M)
300 mg/kg/ B RERE, W&
H-(F), AREEIIIHI(F);
IRMERR/NT A —5 |+
BUN?® * CRE{(1F); Bk
PESRERIRAREAR R, 474
FEVERRANAE - PRANGE 22
i+ SRERISIERRME(L(IF)

H=2 | 395ER ®n 30, 100, 300 | 30 >100 mg/kg/ H : Bk £
A P SRERISHEARAE K - @K

300 mg/kg/ H : FRIMERSR
RT A=K | - HIRAR L
BR%X |, BUN?T

M : M, F:iff, 1F: 14, BUN: M&RFEEFE, CRE: /LT F =V

BB R | ERNEIMAERBRICK T2 “EERIGFEY ORIER
BIVERSHE 57/111 $1=51.35%
BIVEH Ol B (%)
1B if & 19 (17.12%)
B U 7 AIfE 8 (7.21%)
s Re kR 7 (6.31%) %
= f| ST 4 AT 7 kAt A A




	エンレスト錠50mg，同錠100mg，同錠200mgに関する資料
	1.5　起原又は発見の経緯及び開発の経緯 （慢性心不全）
	1 起原又は発見の経緯
	2 開発の経緯
	Figure 2-1 開発の経緯図


	1.6　外国における使用状況等に関する資料 （慢性心不全）
	目 　 次
	1 外国における使用状況等
	Table 1-1 主要国での承認状況

	2 外国の添付文書等の概要

	1.6-2 Core Data Sheet (CDS)
	1.6-3 米国の添付文書
	1.6-4 米国の添付文書（2018 年11 月改訂）の和訳概要
	1 効能・効果及び用途
	1.1 心不全

	2 用法・用量
	2.1 投与
	2.2 ACE阻害薬もARBも服用中でない患者，またこれらの薬剤を低用量で服用していた患者における用量調節
	2.3 重度の腎機能障害を有する患者における用量調節
	2.4 肝機能障害を有する患者における用量調節

	3 剤形及び含量
	4 禁忌
	5 警告及び使用上の注意
	5.1 胎児毒性
	5.2 血管浮腫
	5.3 低血圧
	5.4 腎機能障害
	5.5 高カリウム血症

	6 副作用
	6.1 臨床試験における使用経験
	6.2 市販後の使用経験

	7 薬物相互作用
	7.1 レニン-アンジオテンシン-アルドステロン系の二重阻害
	7.2 カリウム保持性利尿薬
	7.3 非ステロイド性抗炎症剤（NSAID）［選択的シクロオキシゲナーゼ-2（COX-2）阻害薬を含む］
	7.4 リチウム

	8 特別な集団への使用
	8.1 妊娠
	8.2 授乳
	8.4 小児患者への使用
	8.5 高齢患者への使用
	8.6 肝機能障害を有する患者
	8.7 腎機能障害を有する患者

	10 過量投与

	1.6-5 EU 共通の添付文書
	1.6-6 EU 共通の添付文書（2019 年5 月改訂）の和訳概要
	4.1 効能・効果
	4.2 用法・用量
	4.3 禁忌
	4.4 特別な警告及び使用上の注意
	4.5 他の医薬品との相互作用，相互作用の他の形
	4.6 妊孕性，妊娠，授乳
	4.7 自動車の運転能力及び機械の操作能力に対する影響
	4.8 副作用
	4.9 過量投与

	1.7　同種同効品一覧表 （慢性心不全）
	レニベース錠
	ブロプレス錠
	ディオバン錠

	1.8-1 添付文書（案）
	1.8.2　効能・効果（案），用法・用量（案）及びその設定根拠 （慢性心不全）
	目 　 次
	1 効能又は効果の案及びその設定根拠
	1.1 効能又は効果の案
	1.2 効能又は効果の案の設定根拠
	Table 1-1 心血管死又は心不全による初回入院、全死亡の結果

	1.3 効能又は効果に関連する注意の案
	1.4 効能又は効果に関連する注意の案の設定根拠

	2 用法及び用量の案及びその設定根拠
	2.1 用法及び用量の案，並びに用法及び用量に関連する注意の案
	2.2 用法及び用量の案の設定根拠
	2.2.1 臨床試験で用いた用法・用量及びその設定根拠
	2.2.2 目標用量及び用法
	2.2.3 開始用量及び漸増方法

	2.3 用法及び用量に関連する注意の案の設定根拠
	2.4 まとめ


	1.8.3　使用上の注意（案）及びその設定根拠 （慢性心不全）
	目 　 次
	1 「2. 禁忌（次の患者には投与しないこと）」欄
	1.1 「2. 禁忌（次の患者には投与しないこと）」
	1.2 「2. 禁忌（次の患者には投与しないこと）」の設定根拠

	2 「8. 重要な基本的注意」欄
	2.1 「8. 重要な基本的注意」
	2.2 「8. 重要な基本的注意」の設定根拠

	3 「9. 特定の背景を有する患者に関する注意」欄
	3.1 「9.1 合併症・既往歴等のある患者」欄
	3.1.1 「9.1 合併症・既往歴等のある患者」
	3.1.2 「9.1 合併症・既往歴等のある患者」の設定根拠

	3.2 「9.2腎機能障害患者」欄
	3.2.1 「9.2腎機能障害患者」
	3.2.2 「9.2腎機能障害患者」の設定根拠

	3.3 「9.3肝機能障害患者」欄
	3.3.1 「9.3肝機能障害患者」
	3.3.2 「9.3肝機能障害患者」の設定根拠

	3.4 「9.4 生殖能を有する者」欄
	3.4.1 「9.4 生殖能を有する者」
	3.4.2 「9.4 生殖能を有する者」の設定根拠

	3.5 「9.5 妊婦」欄
	3.5.1 「9.5 妊婦」
	3.5.2 「9.5 妊婦」の設定根拠

	3.6 「9.6 授乳婦」欄
	3.6.1 「9.6 授乳婦」
	3.6.2 「9.6 授乳婦」の設定根拠

	3.7 「9.7 小児等」欄
	3.7.1 「9.7 小児等」
	3.7.2 「9.7 小児等」の設定根拠

	3.8 「9.8高齢者」欄
	3.8.1 「9.8高齢者」
	3.8.2 「9.8高齢者」の設定根拠


	4 「10. 相互作用」欄
	4.1 「10. 相互作用」欄
	4.1.1 「10. 相互作用」
	4.1.2 「10. 相互作用」の設定根拠

	4.2 「10.1 併用禁忌（併用しないこと）」欄
	4.2.1 「10.1 併用禁忌（併用しないこと）」
	4.2.2 「10.1 併用禁忌（併用しないこと）」の設定根拠

	4.3 「10.2 併用注意（併用に注意すること）」欄
	4.3.1 「10.2 併用注意（併用に注意すること）」
	4.3.2 「10.2 併用注意（併用に注意すること）」の設定根拠


	5 「11. 副作用」欄
	5.1 「11. 副作用」欄
	5.1.1 「11. 副作用」
	5.1.2 「11. 副作用」の設定根拠

	5.2 「11.1 重大な副作用」欄
	5.2.1 「11.1 重大な副作用」
	5.2.2 「11.1 重大な副作用」の設定根拠

	5.3 「11.2 その他の副作用」欄
	5.3.1 「11.2 その他の副作用」
	5.3.2 「11.2 その他の副作用」の設定根拠


	6 「12．臨床検査結果に及ぼす影響」欄
	6.1 「12．臨床検査結果に及ぼす影響」
	6.2 「12．臨床検査結果に及ぼす影響」の設定根拠

	7 「13．過量投与」欄
	7.1 「13．過量投与」
	7.2 「13．過量投与」の設定根拠

	8 「14. 適用上の注意」欄
	8.1 「14. 適用上の注意」
	8.2 「14. 適用上の注意」の設定根拠


	1.9 一般的名称に係る文書 （慢性心不全）
	1 医薬品一般的名称（JAN）
	2 国際一般名（INN）

	1.10　毒薬・劇薬等の指定審査資料のまとめ （慢性心不全）




