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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)

RECENT MAJOR CHANGES----------=-=-mmmmmeeev
¢ Indications and Usage, Adult Heart Failure (1.1) 2/2021

INDICATIONS AND USAGE-----------=-n==mmmmmmmmeae

ENTRESTO is indicated:

o to reduce the risk of cardiovascular death and hospitalization for heart
failure in adult patients with chronic heart failure. Benefits are most clearly
evident in patients with left ventricular ejection fraction (LVEF) below
normal. (1.1).

o for the treatment of symptomatic heart failure with systemic left ventricular
systolic dysfunction in pediatric patients aged one year and older.
ENTRESTO reduces NT-proBNP and is expected to improve
cardiovascular outcomes. (1.2)

Titration Step Dose (twice daily)

Indication Starting Second | Final

Adult Heart Failure 49/51 mg 97/103 mg

Pediatric Heart Failure
Patients less than 40 kg 1.6 mo/kg 2.3 mglkg 3.1 mg/kg

e Adjust adult doses every 2 to 4 weeks and pediatric doses every 2 weeks
to the target maintenance dose, as tolerated by the patient. (2.2, 2.3)
o Reduce starting dose to half the usually recommended starting dosage for:
— patients not currently taking an ACE inhibitor or ARB or previously
taking a low dose of these agents (2.5)
— patients with severe renal impairment (2.6)
— patients with moderate hepatic impairment (2.7)

o Film-coated tablets: 24/26 mg; 49/51 mg; 97/103 mg (3)

CONTRAINDICATIONS
Hypersensitivity to any component. (4)

History of angioedema related to previous ACEi or ARB therapy. (4)
Concomitant use with ACE inhibitors. (4, 7.1)

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

o 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
Avoid concomitant use with aliskiren in patients with eGFR < 60. (7.1)
Potassium-sparing diuretics: May lead to increased serum potassium. (7.2)
NSAIDs: May lead to increased risk of renal impairment. (7.3)

Lithium: Increased risk of lithium toxicity. (7.4)

Pediatric Heart Failure
Patients at least 40 kg, less 24/26 mg 49/51 mg 72/78 mg
than 50 kg

Pediatric Heart Failure

Patients at least 50 kg 49/51 mg 72/78 mg

97/103 mg

USE IN SPECIFIC POPULATIONS------------m--nmmmmoo
o Lactation: Breastfeeding or drug should be discontinued. (8.2)
e Severe Hepatic Impairment: Use not recommended. (2.7, 8.6)

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

Revised: 2/2021
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FULL PRESCRIBING INFORMATION

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

ENTRESTO is indicated to reduce the risk of cardiovascular death and hospitalization for heart failure in adult patients
with chronic heart failure. Benefits are most clearly evident in patients with left ventricular ejection fraction (LVEF)
below normal.

LVEF is a variable measure, so use clinical judgment in deciding whom to treat [see Clinical Studies (14.1)].

1.2 Pediatric Heart Failure

ENTRESTO is indicated for the treatment of symptomatic heart failure with systemic left ventricular systolic dysfunction
in pediatric patients aged one year and older. ENTRESTO reduces NT-proBNP and is expected to improve cardiovascular
outcomes.

2 DOSAGE AND ADMINISTRATION

2.1 General Considerations

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)].

2.2 Adult Heart Failure
The recommended starting dose of ENTRESTO is 49/51 mg orally 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.

2.3 Pediatric Heart Failure

Refer to Table 1 for the recommended dose for pediatric patients aged one year and older. Take the recommended dose
orally twice daily. Adjust pediatric patient doses every 2 weeks, as tolerated by the patient.

Table 1: Recommended Dose Titration

Titration Step Dose (twice daily)

Starting Second Final
Ez(sjsia{thr;% th:f;ts 1.6 mg/kg 2.3 mg/kg 3.1 mg/kg
Zi(?::aatsrtiflg ig,elnetsss than 50 kg 24126 mg 49/51 mg 72/78 mg*
i‘:‘iieztsrtigg ige”ts 4951 mg | 72/78mg* | 97/103 mg

TUse of the Oral Suspension recommended in these patients. Recommended mg/kg doses are of the combined amount of both
sacubitril and valsartan [see Dosage and Administration (2.4)].
*Doses of 72/78 mg can be achieved using three 24/26 mg tablets [see Dosage Forms and Strengths (3)].

2.4 Preparation of Oral Suspension
ENTRESTO oral suspension can be substituted at the recommended tablet dosage in patients unable to swallow tablets.

ENTRESTO 800 mg/200 mL oral suspension can be prepared in a concentration of 4 mg/mL (sacubitril/valsartan
1.96/2.04 mg/mL). Use ENTRESTO 49/51 mg tablets in the preparation of the suspension.
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To make an 800 mg/200 mL (4 mg/mL) oral suspension, transfer eight tablets of ENTRESTO 49/51 mg film-coated
tablets into a mortar. Crush the tablets into a fine powder using a pestle. Add 60 mL of Ora-Plus® into the mortar and
triturate gently with pestle for 10 minutes, to form a uniform suspension. Add 140 mL of Ora-Sweet® SF into mortar and
triturate with pestle for another 10 minutes, to form a uniform suspension. Transfer the entire contents from the mortar
into a clean 200 mL amber colored PET or glass bottle. Place a press-in bottle adapter and close the bottle with a child
resistant cap.

The oral suspension can be stored for up to 15 days. Do not store above 25°C (77°F) and do not refrigerate. Shake before
each use.

*QOra-Sweet SF® and Ora-Plus® are registered trademarks of Paddock Laboratories, Inc.

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

In patients not currently taking an ACE inhibitor or an angiotensin Il receptor blocker (ARB) and for patients previously
taking low doses of these agents, start ENTRESTO at half the usually recommended starting dose. After initiation,
increase the dose every 2 to 4 weeks in adults and every 2 weeks in pediatric patients to follow the recommended dose
escalation thereafter [see Dosage and Administration (2.2, 2.3)].

Note: Initiate pediatric patients weighing 40 to 50 kg who meet this criterion at 0.8 mg/kg twice daily using the oral
suspension [see Dosage and Administration (2.3, 2.4)].

2.6 Dose Adjustment for Severe Renal Impairment

In adults and pediatric patients with severe renal impairment (€GFR < 30 mL/min/1.73 m?), start ENTRESTO at half the
usually recommended starting dose. After initiation, increase the dose to follow the recommended dose escalation
thereafter [see Dosage and Administration (2.2, 2.3)].

Note: Initiate pediatric patients weighing 40 to 50 kg who meet this criterion at 0.8 mg/kg twice daily using the oral
suspension [see Dosage and Administration (2.3, 2.4)].

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

In adults and pediatric patients with moderate hepatic impairment (Child-Pugh B classification), start ENTRESTO at half
the usually recommended starting dose. After initiation, increase the dose to follow the recommended dose escalation
thereafter [see Dosage and Administration (2.2, 2.3)].

Note: Initiate pediatric patients weighing 40 to 50 kg who meet this criterion at 0.8 mg/kg twice daily using the oral
suspension [see Dosage and Administration (2.3, 2.4)].

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)]
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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)]
¢ 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)].

52 Angioedema

ENTRESTO may cause 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 [see Adverse Reactions (6.1)]. 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. 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 [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.

55 Hyperkalemia

Through its actions on the RAAS, hyperkalemia may occur with ENTRESTO [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 (2.6)].
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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.

A total of 6,622 heart failure patients were treated with ENTRESTO in the PARADIGM-HF (vs. enalapril) and
PARAGON-HF (vs. valsartan) clinical trials. Of these, 5,085 were exposed for at least 1 year.

Adult Heart Failure

In PARADIGM-HF, patients 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 of PARADIGM-HF are shown in Table 2.

In PARADIGM-HF, 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.

Table 2: Adverse Reactions Reported in > 5% of Patients Treated with ENTRESTO in the Double-Blind Period of
PARADIGM-HF

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 PARAGON-HF, no new adverse reactions were identified.

Pediatric Heart Failure
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The adverse reactions observed in pediatric patients 1 to < 18 years old who received treatment with ENTRESTO were
consistent with those observed in adult patients.

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. Decreases in hemoglobin/hematocrit of >20% were
observed in approximately 7% of ENTRESTO-treated patients and 9% of valsartan-treated patients in the double-blind
period in PARAGON-HF.

Serum Creatinine

During the double-blind period in PARADIGM-HF, approximately 16% of both ENTRESTO- and enalapril-treated
patients had increases in serum creatinine of > 50%. During the double-blind period in PARAGON-HF, approximately
17% of ENTRESTO-treated patients and 21% of valsartan-treated patients had increases in serum creatinine of > 50%.

Serum Potassium

During the double-blind period of PARADIGM-HF, approximately 16% of both ENTRESTO- and enalapril-treated
patients had potassium concentrations > 5.5 mEqg/L. During the double-blind period of PARAGON-HF, approximately
18% of ENTRESTO-treated patients and 20% of valsartan-treated patients had potassium concentrations > 5.5 mEq/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 11 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 Il receptor antagonists. Monitor serum lithium levels during concomitant use with ENTRESTO.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary
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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 (< 0.06 [LBQ657, the active metabolite] and 0.72 [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 (2-fold and 0.03-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 (2.2-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 [1*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.
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8.4 Pediatric Use

The safety and effectiveness of ENTRESTO in pediatric heart failure patients 1 to < 18 years old are supported by the
reduction from baseline to 12 weeks in NT-proBNP in a randomized, double-blind clinical study [see Clinical Studies
(14.2)]. The analysis of NT-proBNP included 90 patients age 6 to 18 years and 20 patients age 1 to 6 years.

Safety and effectiveness have not been established in pediatric patients less than 1 year of age.
Animal Data

Sacubitril given orally to juvenile rats from postnatal day (PND) 7 to PND 35 or PND 70 (an age approximately
equivalent to neonatal through pre-pubertal development or adulthood in humans) at doses > 400 mg/kg/day
(approximately 2-fold the AUC exposure to the active metabolite of sacubitril, LBQ657, at an ENTRESTO pediatric
clinical dose of 3.1 mg/kg twice daily) resulted in decreases in body weight, bone length, and bone mass. The decrease in
body weight was transient from PND 10 to PND 20 and the effects for most bone parameters were reversible after
treatment stopped. Exposure at the No-Observed-Adverse-Effect-Level (NOAEL) of 100 mg/kg/day was approximately
0.5-fold the AUC exposure to LBQ657 at the 3.1 mg/kg twice daily dose of ENTRESTO. The mechanism underlying
bone effects in rats and the translatability to pediatric patients are unknown.

Valsartan given orally to juvenile rats from PND 7 to PND 70 (an age approximately equivalent to neonatal through
adulthood in humans) produced persistent, irreversible kidney damage at all dose levels. Exposure at the lowest tested
dose of 1 mg/kg/day was approximately 0.2-fold the exposure at 3.1 mg/kg twice daily dose of ENTRESTO based on
AUC. These kidney effects in neonatal rats represent expected exaggerated pharmacological effects that are observed if
rats are treated during the first 13 days of life.

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
(2.6), Clinical Pharmacology (12.3)].

8.7 Renal Impairment

No dose adjustment is required in patients with mild (GFR 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 (2.5), 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-oxobutylJamino}-4-
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oxobutanoate)hexakis(N-pentanoyl-N-{[2"-(1H-tetrazol-1-id-5-y)[1,1 -biphenyl]-4-ylJmethyl}-L -valinate)—water
(1/15).

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

»3Na* +2'4 H,0

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 11 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 1l 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.

In PARAMOUNT, a randomized, double-blind, 36-week study in patients with heart failure with LVEF > 45% comparing
97/103 mg of ENTRESTO (n=149) to 160 mg of valsartan (n =152) twice-daily, ENTRESTO decreased NT-proBNP by
17% while valsartan increased NT-proBNP by 8% at Week 12 (p = 0.005).

In PARAGON-HF, ENTRESTO decreased NT-proBNP by 24% (Week 16) and 19% (Week 48) compared to 6% and 3%
reductions on valsartan, respectively.
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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 (Af) 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 Api.3s compared to placebo; there were no changes in
concentrations of CSF APi.40 or CSF AB1.42. 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, LBQ657 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 LBQG657 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.
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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

Coadministered Drugs Geometric Mean Ratio and 90% CI
Furosemide - e
Warfarin I—O}ﬂ
Digoxin To—a
Carvedilol —o— e
Levonorgestrel ,_O:H
Ethinyl estradiol el
Amlodipine ﬁ
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Metformin $
Atorvastatin e D N
Sildenafil H—|O N ; gigx
T T T
0.5 1 2

Change relative to reference

Specific Populations

Effect of specific populations on the pharmacokinetics of LBQ657 and valsartan are shown in Figure 2.
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Figure 2: Pharmacokinetics of ENTRESTO in Specific Populations

Population Description Geometric Mean Ratio and 90% CI
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Note: Child-Pugh Classification was used for hepatic impairment.

Pediatric Patients:

The pharmacokinetics of ENTRESTO were evaluated in pediatric heart failure patients 1 to < 18 years old administered
oral doses of 0.8 mg/kg and 3.1 mg/kg of ENTRESTO. Pharmacokinetic data indicated that exposure to ENTRESTO in
pediatric and adult patients is similar.

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-f 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 AP 1-40, 1-42, and 1-38 levels in CSF; there was no
corresponding increase in A 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-f accumulation in the
brain.
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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.

14.1  Adult Heart Failure
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 11, 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 3 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 3). This finding was
driven entirely by a lower incidence of cardiovascular mortality on ENTRESTO.

Table 3: Treatment Effect for the Primary Composite Endpoint, its Components, and All-cause Mortality in
PARADIGM-HF

ENTRESTO Enalapril Hazard Ratio p-value
N = 4,187 N =4,212 (95% CI)
n (%) n (%)

Primary composite endpoint of cardiovascular death 914 (21.8) 1,117 (26.5) 0.80 (0.73, 0.87) <0.0001
or heart failure hospitalization

Cardiovascular death as first event 377 (9.0) 459 (10.9)

Heart failure hospitalization as first event 537 (12.8) 658 (15.6)
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 patients who had heart failure hospitalization prior to death
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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).
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Figure 4: Primary Composite Endpoint (CV Death or HF Hospitalization) - Subgroup Analysis (PARADIGM-HF)
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PARAGON-HF

PARAGON-HF, was a multicenter, randomized, double-blind trial comparing ENTRESTO and valsartan in 4,796 adult
patients with symptomatic heart failure with left ventricular ejection fraction >45%, and structural heart disease [either left
atrial enlargement (LAE) or left ventricular hypertrophy (LVH)]. Patients with a systolic blood pressure of < 110 mmHg
and patients with any prior echocardiographic LVEF <40% at screening were excluded.

The primary objective of PARAGON-HF was to determine whether ENTRESTO reduced the rate of the composite endpoint
of total (first and recurrent) heart failure (HF) hospitalizations and cardiovascular (CV) death.

After discontinuing their existing ACE inhibitor or ARB therapy, patients entered sequential single-blind run-in periods
during which they received valsartan 80 mg twice-daily, followed by ENTRESTO 100 mg twice-daily. Patients on prior
low doses of an ACEi or ARB began the run-in period receiving valsartan 40 mg twice-daily for 1-2 weeks. Patients who
successfully completed the sequential run-in periods were randomized to receive either ENTRESTO 200 mg (N=2,419)
twice-daily or valsartan 160 mg (N=2,403) twice-daily. The median follow-up duration was 35 months and patients were
treated for up to 4.7 years.

The population was 81% Caucasian, 13% Asian, and 2% Black; the mean age was 73 years and 52% were female. At
randomization, 77% of patients were NYHA Class Il, 19% were NYHA Class 111, and 0.4% were NYHA Class IV. The
median left ventricular ejection fraction was 57%. The underlying cause of heart failure was of ischemic etiology in 36%
of patients. Furthermore, 96% had a history of hypertension, 23% had a history of myocardial infarction, 46% had an eGFR
< 60 mL/min/1.73 m?, and 43% had diabetes mellitus. Most patients were taking beta-blockers (80%) and diuretics (95%).

PARAGON-HF demonstrated that ENTRESTO had a numerical reduction in the rate of the composite endpoint of total
(first and recurrent) HF hospitalizations and CV death, based on an analysis using a proportional rates model (rate ratio
[RR] 0.87; 95% CI [0.75, 1.01], p = 0.06); see Table 4. The treatment effect was primarily driven by the reduction in total
HF hospitalizations in patients randomized to ENTRESTO (RR 0.85; 95% CI [0.72, 1.00]).

Table 4: Treatment Effect for the Primary Composite Endpoint and its Components in PARAGON-HF

ENTRESTO Valsartan Effect Size
N = 2,407 N = 2,389 (95% CI)
Efficacy Endpoints n Event Rate? n Event Rate?
Composite of total (first and recurrent)
HF hospitalizations and CV death 894 12.8 1,009 14.6 RR =0.87 (0.75, 1.01)
p-value 0.06
Total HF Hospitalizations 690 9.9 797 11.6 RR =0.85 (0.72, 1.00)
CV Death® 204 2.9 212 3.1 HR = 0.95 (0.79, 1.16)

Abbreviations: RR = rate ratio, HR = hazard ratio
2Event rate per 100 patient-years
P Includes patients who had CV death following HF hospitalization event

Figure 5 shows the mean number of composite endpoint events of total HF hospitalizations and CV death over time.

Figure 5: Mean Number of Events Over Time for the Primary Composite Endpoint of Total HF Hospitalizations
and CV Death
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A wide range of demographic characteristics, baseline disease characteristics, and baseline concomitant medications were
examined for their influence on outcomes (Figure 6).

Figure 6: Primary Composite Endpoint of Total HF Hospitalizations and CV Death — Subgroup Analysis
(PARAGON-HF)

Subgroup ENTRESTO Valsartan Rate Ratio
n/N (EAR) n/N (EAR) Estimate (35% CI)
Overall B34y 2407 (12.8) 10092389 (146 — 087 (075 101
Age
<65 years 13 412 (14 138 413 (114 099 (064 153)
=65 years 7561 1995 (13.1) B711976 (15.3) —. 085 (073 099)
Age
<19 years 42501307 (1.9 31290 (135 B 082 (066, 102)
=75 years 4690 1100 (15.0) 4901099 (16.0) —s 092 [@7s 111)
Gender
Male 503 1166 (15.1) 4771151 (146) —_— 103 (085 129)
Female 901241 (10.8) 2321238 (40 B 073 (059, 0.90)
Race
Caucasian 709/ 1963 (12.3) 83314 (14.6) —a 083 (00N, 03N
Black 52 @35 521 50 (358 = 083 (024 199
Asian 1280 297 (16.3) 109 310 (13.0) = 125 (087, 1.79)
Other 0 B 719 15 85 (11 - 103 (047, 228)
Region
North America 23 288 (25.0) 2568 M 30 = 080 (571, 1.14)
Latin Amefica 4% 191 (103 W1 (78 = 133 (075, 2.3)
Westem Europe 25 6% (10m 39 691 (15.6) B 083 (053 089)
Central Europe 8 86 @ 28 859 94 — 097 (076, 124)
AcialPacificand other 6% 373 (169 163 389 (154) —_——— 110 {079, 152)
Diabetic at baseline (Rand)
Yeg 500/ 1049 (16.8) 11020 (18.4) — 0.8 (074 1.09)
Mo 1138 99 4681369 (11.8) —_— 084 (068 1.03)
LVEF
=median (57%) 45701239 (12.8) 911256 (16.4) —_— 078 (084 095)
=median (37%) 4370 1188 (129 133 (127) —_—— 100 (081, 1.23)
AF based on ECG at baseline (Rand)
Yes 9 7T (133 34 679 (159 _—. 081 (083 104)
o 6071 1672 (126) 694/ 1698 (14.2) — 083 (075 1.06)
AF based on history at baseline (Rand)
Yes 5200 1245 (143 62001275 (16.7) —— 083 (069 1.00)
No 341181 (112) 3814 23 — 094 (@075 1.18)
NT-proBNP at Screening
<median (311 pg/mL) 291\ 92 79180 (10.9 —_— 0.85 (0&7, 1.08)
>median (911 pg/ml) 208 1189 (16.7) 6251189 (18.6) —_— 087 (073 1.09)
SBP at Screening
<median (137 mmHg) 4611220 (132) 231230 (4.9 —_—— 088 (072 100
=median (137 mmHg) 433 1185 (12.5) 48611159 (14.4) —_— 086 (069 106)
Use of MRA at baseline (Rand)
Yes 280 582 (129 320 647 (178) B — 073 (056 095)
o 676/ 1815 (12.8) 6821742 (135) — 08 (079 112
ACEi intolerant
Yes 4 123 (10m 46 139 (115 = 087 (045, 185)
No 854 2284 (13.0) 9632250 (4.8 — 087 (75 101)
Baseline (Rand) eGFR
<hl mLimin/1.73im2 493 1164 (14.9) B2 T (18.8) — 019 (066, 0.95)
260 mUimin/1.73m2 4001243 (11.0) 3861211 (10.8) . — 101 (0.80, 1.27)
NYHA at baseline (Rand)
] 670/ 1939 (11.9) 321904 (13.3) —— 090 (076, 1.06)
v 20 A6 (164) 2071 485 (0.0 _— 0.7% (059, 1.06)
T T T
0.25 05 1 2
ENTRESTO Better Valsartan Better

Note: The figure above presents effects in various subgroups, all of which are baseline characteristics. The 95% confidence limits that are shown do not take into
account the number of comparisons made, and may not reflect the effect of a particular factor after adjustment for all other factors.

In an analysis of the relationship between LVEF and outcome in PARADIGM-HF and PARAGON-HF, patients with LVEF
below normal treated with ENTRESTO experienced greater risk reduction (Figure 7).
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Figure 7: Treatment Effect for the Composite Endpoint of Time to First HF Hospitalization or CV Death by LVEF
in PARADIGM-HF and PARAGON-HF
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14.2  Pediatric Heart Failure

PANORAMA-HF

The efficacy of ENTRESTO was evaluated in a multinational, randomized, double-blind trial comparing ENTRESTO and
enalapril based on an analysis in 110 pediatric patients 1 to < 18 years old with heart failure (NYHA/Ross class 11-1V) due
to systemic left ventricular systolic dysfunction (LVEF < 40%). Patients with systemic right ventricles and single
ventricles were excluded from the trial. The target maintenance dose of ENTRESTO in pediatric patients 1 to < 18 years
old was 3.1 mg/kg twice daily.

The endpoint was the between-group difference in the change in plasma NT-proBNP from baseline to 12 weeks. The
reduction from baseline in NT-proBNP was 44% and 33% in the ENTRESTO and enalapril groups, respectively. While
the between-group difference was not statistically significant, the reductions for ENTRESTO and enalapril were similar to
or larger than what was seen in adults; these reductions did not appear to be attributable to post-baseline changes in
background therapy.

Because ENTRESTO improved outcomes and reduced NT-proBNP in PARADIGM-HF, the effect on NT-proBNP was
considered a reasonable basis to infer improved cardiovascular outcomes in pediatric patients.

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 white | LZ 0659-20 0659-67

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

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

Store at 20°C to 25°C (68°F to 77°F), excursions permitted between 15°C and 30°C (59°F and 86°F) [see USP Controlled
Room Temperature]. Protect from moisture.
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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 and 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 during treatment with ENTRESTO, tell your doctor right away.

What is ENTRESTO?
ENTRESTO is a prescription medicine used to treat:

¢ adults with long-lasting (chronic) heart failure to help reduce the risk of death and hospitalization. ENTRESTO works
better when the heart cannot pump a normal amount of blood to the body.
e certain children 1 year of age and older who have symptomatic heart failure.

Itis not known if ENTRESTO is safe and effective in children under 1 year of age.

Do not take ENTRESTO if you:

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

e 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.

e 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.

e have diabetes and take a medicine that contains aliskiren.

Before taking ENTRESTO, tell your doctor about all of your medical conditions, including if you:

¢ have a history of hereditary angioedema

¢ 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.

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

¢ 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 2 times each day. Your doctor may change your dose of ENTRESTO during treatment.

e If your child cannot swallow tablets, or if tablets are not available in the prescribed strength, your pharmacist will prepare
ENTRESTO as a liquid suspension for your child. If your child switches between taking the tablet and the suspension,
your doctor will adjust the dose as needed. Shake the bottle of suspension well before measuring the dose of medicine
to give to your child.

e 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.

e If you take too much ENTRESTO, call your doctor right away.
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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 during treatment with ENTRESTO.

e 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.

e 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 (hyperkalemia). 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?

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

e Protect ENTRESTO tablets from moisture.

e Store bottles of ENTRESTO oral suspension at room temperature less than 77°F (25°C) for up to 15 days. Do not
refrigerate ENTRESTO oral suspension.

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.

You can ask your pharmacist or doctor for information about ENTRESTO that is written for health professionals.

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).

Prepared ENTRESTO oral suspension also contains Ora-Sweet SF and Ora-Plus.

Distributed by: Novartis Pharmaceuticals Corporation East Hanover, New Jersey 07936
© Novartis

ENTRESTO is a registered trademark of Novartis AG

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

This Patient Information has been approved by the U.S. Food and Drug Administration. Revised: February 2021
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



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

Adult heart failure

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

Paediatric heart failure

Entresto is indicated in children and adolescents aged one year or older for treatment of symptomatic
chronic heart failure with left ventricular systolic dysfunction (see section 5.1).

4.2  Posology and method of administration

Posology

General considerations

Entresto should not be co-administered with an angiotensin-converting enzyme (ACE) inhibitor or an
angiotensin 1l receptor blocker (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.

Adult heart failure

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 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.

Paediatric heart failure

Table 1 shows the recommended dose for paediatric patients. The recommended dose should be taken
orally twice daily. The dose should be increased every 2-4 weeks to the target dose, as tolerated by the
patient.

Entresto film-coated tablets are not suitable for children weighing less than 40 kg. Entresto granules
are available for these patients.



Table 1 Recommended dose titration

Patient weight To be given twice daily
Half the Starting dose Intermediate dose Target dose
starting dose* g g
Paediatric patients less 0.8 mg/kg” 4 4 u
than 40 kg 1.6 mg/kg 2.3 mg/kg 3.1 mg/kg
Paediatric patients at least | 0.8 mg/kg*
40 kg, less than 50 kg 24 mg/26 mg | 49 mg/51 mg 72 mg/78 mg
ggel?éatrlc patients at least | 24 mg/26 mg 49mg/51mg | 72 mgi78 mg 97 mg/103 mg

* Half the starting dose is recommended in patients who have not been taking an ACE inhibitor or an
ARB or have been taking low doses of these medicinal products, patients who have renal impairment
(estimated glomerular filtration rate [eGFR] <60 ml/min/1.73 m?) and patients who have moderate
hepatic impairment (see special populations).

#0.8 mg/kg, 1.6 mg/kg, 2.3 mg/kg and 3.1 mg/kg refer to the combined amount of sacubitril and
valsartan and are to be given using granules.

In patients not currently taking an ACE inhibitor or an ARB or taking low doses of these medicinal
products, half of the starting dose is recommended. For paediatric patients weighing 40 kg to less than
50 kg, a starting dose of 0.8 mg/kg twice daily (given as granules) is recommended. After initiation,
the dose should be increased to the standard starting dose following the recommended dose titration in
Table 1 and adjusted every 3-4 weeks.

For example, a paediatric patient weighing 25 kg who has not previously taken an ACE inhibitor
should start with half the standard starting dose, which corresponds to 20 mg (25 kg x 0.8 mg/kg)
twice daily, given as granules. After rounding to the closest number of full capsules, this corresponds
to 2 capsules of 6 mg/6 mg sacubitril/valsartan twice daily.

Treatment should not be initiated in patients with serum potassium level >5.3 mmol/l or with SBP <5"
percentile for the age of the patient. If patients experience tolerability issues (SBP <5 percentile for
the age of the patient, symptomatic hypotension, hyperkalaemia, renal dysfunction), adjustment of
concomitant medicinal products, temporary down-titration or discontinuation of Entresto is
recommended (see section 4.4).

Special populations
Elderly
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 (eGFR 60-90 ml/min/1.73 m?) renal impairment.

Half of the starting dose 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 (eGFR <30 ml/min/1.73 m?) (see section 5.1), Entresto should be used with caution and
half of the starting dose is recommended. In paediatric patients weighing 40 kg to less than 50 kg, a
starting dose of 0.8 mg/kg twice daily (given as granules) is recommended. After initiation, the dose
should be increased following the recommended dose titration every 2-4 weeks.

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 aspartate transaminase (AST)/alanine transaminase (ALT) values more than
twice the upper limit of the normal range. Entresto should be used with caution in these patients and
half of the starting dose is recommended (see sections 4.4 and 5.2). In paediatric patients weighing
40 kg to less than 50 kg, a starting dose of 0.8 mg/kg twice daily (given as granules) is recommended.
After initiation, the dose should be increased following the recommended dose titration every 2-

4 weeks.

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 aged below 1 year have not been established. Currently
available data are described in section 5.1 but no recommendation on a posology can be made.

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. Splitting or crushing of the tablets is not recommended.

4.3 Contraindications

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

o 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.

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

o Hereditary or idiopathic angioedema (see section 4.4).

o Concomitant use with aliskiren-containing medicinal products in patients with diabetes mellitus
or in patients with renal impairment (eGFR <60 ml/min/1.73 m?) (see sections 4.4 and 4.5).

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

o Second and third trimesters of pregnancy (see section 4.6).

4.4  Special warnings and precautions for use

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

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

o The combination of sacubitril/valsartan with direct renin inhibitors such as aliskiren is not
recommended (see section 4.5). The combination of sacubitril/valsartan with aliskiren-
containing medicinal 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 medicinal product (see sections 4.2 and 4.5).



Hypotension

Treatment should not be initiated unless SBP is >100 mmHg for adult patients or >5™ percentile SBP
for the age of the paediatric patient. Patients with SBP below these values were not studied (see
section 5.1). Cases of symptomatic hypotension have been reported in adult patients treated with
sacubitril/valsartan 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 sacubitril/valsartan, blood pressure should be monitored routinely. If
hypotension occurs, temporary down-titration or discontinuation of sacubitril/valsartan 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 sacubitril/valsartan, however, such corrective action must be carefully
weighed against the risk of volume overload.

Renal impairment

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 sacubitril/valsartan is not
recommended.

Worsening renal function

Use of sacubitril/valsartan 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 in adult patients and
>5.3 mmol/l in paediatric patients. Use of sacubitril/valsartan 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 sacubitril/valsartan. If angioedema occurs,
sacubitril/valsartan 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 sacubitril/valsartan is used in these patients.
Sacubitril/valsartan 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

Sacubitril/valsartan 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 New York Heart Association (NYHA) functional classification IV

Caution should be exercised when initiating sacubitril/valsartan in patients with NYHA functional
classification 1V 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 sacubitril/valsartan 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). Sacubitril/valsartan is contraindicated in
patients with severe hepatic impairment, biliary cirrhosis or cholestasis (Child-Pugh C classification)
(see section 4.3).

Psychiatric disorders

Psychiatric events such as hallucinations, paranoia and sleep disorders, in context of psychotic events,
have been associated with sacubitril/valsartan use. If a patient experiences such events, discontinuation
of sacubitril/valsartan treatment should be considered.

Sodium

This medicinal product contains less than 1 mmol sodium (23 mg) per 97 mg/103 mg dose, that is to
say essentially ‘sodium free’.

4.5 Interaction with other medicinal products and other forms of interaction

Interactions resulting in a contraindication

ACE inhibitors

The concomitant use of sacubitril/valsartan with ACE inhibitors is contraindicated, as the concomitant
inhibition of neprilysin (NEP) and ACE may increase the risk of angioedema. Sacubitril/valsartan
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 sacubitril/valsartan (see sections 4.2
and 4.3).



Aliskiren

The concomitant use of sacubitril/valsartan with aliskiren-containing medicinal products is
contraindicated in patients with diabetes mellitus or in patients with renal impairment (eGFR

<60 ml/min/1.73 m?) (see section 4.3). The combination of sacubitril/valsartan with direct renin
inhibitors such as aliskiren is not recommended (see section 4.4). Combination of sacubitril/valsartan
with aliskiren is potentially associated with a higher frequency of adverse reactions 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

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

Interactions requiring precautions

OATP1B1 and OATP1B3 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 sacubitril/valsartan 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
sacubitril/valsartan with statins. No clinically relevant interaction was observed when simvastatin and
Entresto were co-administered.

PDES inhibitors including sildenafil

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

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 sacubitril/valsartan 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 sacubitril/valsartan 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 sacubitril/valsartan 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 Il receptor antagonists
including sacubitril/valsartan. 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 sacubitril/valsartan and furosemide had no effect on the pharmacokinetics of
sacubitril/valsartan 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 sacubitril/valsartan.

Nitrates, e.g. nitroglycerine

There was no interaction between sacubitril/valsartan and intravenously administered nitroglycerin
with regard to blood pressure reduction. Co-administration of nitroglycerin and sacubitril/valsartan
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 sacubitril/valsartan 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, OAT1 and
OAT3 substrates; valsartan is also a MRP2 substrate. Therefore, co-administration of
sacubitril/valsartan 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 sacubitril/valsartan with metformin reduced both Ciax and AUC of metformin by
23%. The clinical relevance of these findings is unknown. Therefore, when initiating therapy with
sacubitril/valsartan in patients receiving metformin, the clinical status of the patient should be
evaluated.

No significant interaction

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

4.6 Fertility, pregnancy and lactation

Pregnancy

The use of sacubitril/valsartan 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).

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

Breast-feeding

It is not known whether sacubitril/valsartan 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 sacubitril/valsartan to the mother.

Fertility

There are no available data on the effect of sacubitril/valsartan 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

Sacubitril/valsartan 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 in adults during treatment with sacubitril/valsartan
were hypotension (17.6%), hyperkalaemia (11.6%) and renal impairment (10.1%) (see section 4.4).
Angioedema was reported in patients treated with sacubitril/valsartan (0.5%) (see description of
selected adverse reactions).

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.
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Table 2 List of adverse reactions
System organ class Preferred term Frequency category
B_Iood and lymphatic system Anaemia Common
disorders
Immune system disorders Hypersensitivity Uncommon
Metabolism and nutrition Hyperkalaemia* Very common
disorders Hypokalaemia Common
Hypoglycaemia Common
Hyponatraemia Uncommon
Psychiatric disorders Hallucinations** Rare
Sleep disorders Rare
Paranoia Very rare
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
Resp_lrafcory, t_horaC|c and Cough Common
mediastinal disorders
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.
**Including auditory and visual hallucinations

Description of selected adverse reactions

Angioedema
Angioedema has been reported in patients treated with sacubitril/valsartan. In PARADIGM-HF,

angioedema was reported in 0.5% of patients treated with sacubitril/valsartan, compared with 0.2% of
patients treated with enalapril. A higher incidence of angioedema was observed in Black patients
treated with sacubitril/valsartan (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 sacubitril/valsartan-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 sacubitril/valsartan-
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 sacubitril/valsartan-treated patients
and 11.5% of enalapril-treated patients.

Paediatric population

In the PANORAMA-HF study, the safety of sacubitril/valsartan was assessed in a randomised,
active-controlled, 52-week study of 375 paediatric heart failure (HF) patients aged 1 month to

<18 years compared to enalapril. The safety profile observed in paediatric patients aged 1 month to
<18 years who received treatment with sacubitril/valsartan was similar to that observed in adult
patients. Safety data in patients aged 1 month to <1 year was limited.

Limited safety data are available in paediatric patients with moderate hepatic impairment or moderate
to severe renal impairment.

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 583 mg
sacubitril/617 mg valsartan and multiple doses of 437 mg sacubitril/463 mg valsartan (14 days) were
studied in healthy adult volunteers and were well tolerated.

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

The medicinal product is unlikely to be removed by haemodialysis due to high protein binding (see
section 5.2).

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Agents acting on the renin-angiotensin system; angiotensin Il receptor
blockers (ARBS), other combinations, ATC code: C09DX04

Mechanism of action

Sacubitril/valsartan 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 Il type-1 (AT1) receptor via valsartan. The
complementary cardiovascular benefits of sacubitril/valsartan 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 Il 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.
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Valsartan inhibits detrimental cardiovascular and renal effects of angiotensin Il by selectively blocking
the AT1 receptor, and also inhibits angiotensin I1-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.

Pharmacodynamic effects

The pharmacodynamic effects of sacubitril/valsartan 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 sacubitril/valsartan 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, sacubitril/valsartan
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,
sacubitril/valsartan decreased plasma NT-proBNP and increased plasma BNP and urine cGMP
compared with enalapril. In the PANORAMA-HF study, a reduction in NT-proBNP was observed at
weeks 4 and 12 for sacubitril/valsartan (40.2% and 49.8%) and enalapril (18.0% and 44.9%) compared
to baseline. The NT-proBNP levels continued to decrease over the duration of the study with a
reduction of 65.1% for sacubitril/valsartan and 61.6% for enalapril at week 52 compared to baseline.
BNP is not a suitable biomarker of heart failure in patients treated with sacubitril/valsartan 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 sacubitril/valsartan 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-p (AB) from the brain and
cerebrospinal fluid (CSF). Administration of sacubitril/valsartan 194 mg sacubitril/206 mg valsartan
once daily for two weeks to healthy subjects was associated with an increase in CSF Af1-38 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, the pivotal phase 3 study, was a multinational, randomised, double-blind study of
8 442 patients comparing sacubitril/valsartan to enalapril, both given to adult patients with chronic
heart failure, NYHA class I1-1V 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.
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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 sacubitril/valsartan 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
sacubitril/valsartan 200 mg or enalapril 10 mg twice daily [sacubitril/valsartan (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 I1, 24% were class 111 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%.

In the sacubitril/valsartan 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).

Sacubitril/valsartan 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 3). 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 sacubitril/valsartan-treated patients
compared to enalapril-treated patients (hazard ratio [HR] 0.80, p=0.0082). Pump failure accounted for
26% of cardiovascular deaths and was reduced by 21% in sacubitril/valsartan-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 (11/111), ejection fraction, renal function, history of diabetes or hypertension,
prior heart failure therapy, and atrial fibrillation.

Sacubitril/valsartan improved survival with a significant reduction in all-cause mortality of 2.8%
(sacubitril/valsartan, 17%, enalapril, 19.8%). The relative risk reduction was 16% compared with
enalapril (see Table 3).

Table 3 Treatment effect for the primary composite endpoint, its components and all-cause
mortality over a median follow-up of 27 months

Sacubitril/ Enalapril Hazard ratio Relative | p-value ***
valsartan N=4 212¢ (95% CI) risk
N=4 187% n (%) reduction
n (%)
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.

***QOne-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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TITRATION

TITRATION was a 12-week safety and tolerability study in 538 patients with chronic heart failure
(NYHA class 11-1V) 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 sacubitril/valsartan 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 sacubitril/valsartan 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 sacubitril/valsartan 200 mg twice daily without any dose interruption or
down-titration over 12 weeks.

Paediatric population

PANORAMA-HF

PANORAMA-HF, a phase 3 study, was a multinational, randomised, double-blind study comparing
sacubitril/valsartan and enalapril in 375 paediatric patients aged 1 month to <18 years with heart
failure due to systemic left ventricular systolic dysfunction (LVEF <45% or fractional shortening
<22.5%). The primary objective was to determine whether sacubitril/valsartan was superior to
enalapril in paediatric HF patients over a 52-week treatment duration based on a global rank endpoint.
The global rank primary endpoint was derived by ranking patients (worst-to-best outcome) based on
clinical events such as death, initiation of mechanical life support, listing for urgent heart transplant,
worsening HF, measures of functional capacity (NYHA/ROSS scores), and patient-reported HF
symptoms (Patient Global Impression Scale [PGIS]). Patients with systemic right ventricles or single
ventricles and patients with restrictive or hypertrophic cardiomyopathy were excluded from the study.
The target maintenance dose of sacubitril/valsartan was 2.3 mg/kg twice daily in paediatric patients
aged 1 month to <1 year and 3.1 mg/kg twice daily in patients aged 1 to <18 years with a maximum
dose of 200 mg twice daily. The target maintenance dose of enalapril was 0.15 mg/kg twice daily in
paediatric patients aged 1 month to <1 year and 0.2 mg/kg twice daily in patients aged 1 to <18 years
with a maximum dose of 10 mg twice daily.

In the study, 9 patients were aged 1 month to <1 year, 61 patients were aged 1 year to <2 years,

85 patients were aged 2 to <6 years and 220 patients were aged 6 to <18 years. At baseline, 15.7% of
patients were NYHA/ROSS class I, 69.3% were class I, 14.4% were class 111 and 0.5% were class V.
The mean LVEF was 32%. The most common underlying causes of heart failure were cardiomyopathy
related (63.5%). Prior to study participation, patients were treated most commonly with ACE
inhibitors/ARBs (93%), beta-blockers (70%), aldosterone antagonists (70%), and diuretics (84%).
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The Mann-Whitney Odds of the global rank primary endpoint was 0.907 (95% CI1 0.72, 1.14),
numerically in favour of sacubitril/valsartan (see Table 4). Sacubitril/valsartan and enalapril showed
comparable clinically relevant improvements in the secondary endpoints of NYHA/ROSS class and
PGIS score change compared to baseline. At week 52, the NYHA/ROSS functional class changes
from baseline were: improved in 37.7% and 34.0%; unchanged in 50.6% and 56.6%; worsened in
11.7% and 9.4% of patients for sacubitril/valsartan and enalapril respectively. Similarly, the PGIS
score changes from baseline were: improved in 35.5% and 34.8%; unchanged in 48.0% and 47.5%;
worsened in 16.5% and 17.7% of patients for sacubitril/valsartan and enalapril respectively.
NT-proBNP was substantially reduced from baseline in both treatment groups. The magnitude of
NT-proBNP reduction with Entresto was similar to that observed in adult heart failure patients in
PARADIGM-HF. Because sacubitril/valsartan improved outcomes and reduced NT-proBNP in
PARADIGM-HF, the reductions in NT-proBNP coupled with the symptomatic and functional
improvements from baseline seen in PANORAMA-HF were considered a reasonable basis to infer
clinical benefits in paediatric heart failure patients. There were too few patients aged below 1 year to
evaluate the efficacy of sacubitril/valsartan in this age group.

Table 4 Treatment effect for the primary global rank endpoint in PANORAMA-HF

Sacubitril/valsartan Enalapril

N=187 N=188 Treatment effect
Global rank Probability of favourable | Probability of favourable | Odds**
orimary endpoint outcome (%)* outcome (%)* (95% CI)

52.4 47.6 0.907 (0.72, 1.14)

*The probability of favourable outcome or Mann-Whitney probability (MWP) for the given treatment
was estimated based on percentage of wins in pairwise comparisons of global rank score between
sacubitril/valsartan-treated patients versus enalapril-treated patients (each higher score counts as one
win and each equal score counts as half a win).

**Mann-Whitney Odds was calculated as the estimated MWP for enalapril divided by the estimated
MWP for sacubitril/valsartan, with odds <1 in favour of sacubitril/valsartan and >1 in favour of
enalapril.

5.2 Pharmacokinetic properties

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

Adult population

Absorption
Following oral administration, sacubitril/valsartan 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 sacubitril/valsartan, 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. Sacubitril/valsartan
can be administered with or without food.

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.
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Biotransformation

Sacubitril is readily converted to LBQ657 by carboxylesterases 1b and 1c; LBQG657 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.

In vitro metabolism studies indicate that potential for CYP450-based drug interactions is low since
there is limited metabolism of sacubitril/valsartan via CYP450 enzymes. Sacubitril/valsartan does not
induce or inhibit CYP450 enzymes.

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 a
sacubitril/valsartan dose range of 24 mg sacubitril/26 mg valsartan to 97 mg sacubitril/103 mg
valsartan.

Special populations

Elderly
LBQ657 and valsartan exposure are increased in subjects over 65 years of age by 42% and 30%,

respectively, compared to younger subjects.

Renal impairment

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 mI/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.

Hepatic impairment

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. Sacubitril/valsartan 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 sacubitril/valsartan (sacubitril, LBQ657 and valsartan) are similar between

male and female subjects.
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Paediatric population

The pharmacokinetics of sacubitril/valsartan were evaluated in paediatric heart failure patients aged
1 month to <1 year and 1 year to <18 years and indicated that the pharmacokinetic profile of
sacubitril/valsartan in paediatric and adult patients is similar.

5.3  Preclinical safety data
Non-clinical data (including studies with sacubitril and valsartan components and/or
sacubitril/valsartan) 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

Sacubitril/valsartan 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 a sacubitril/valsartan 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 a sacubitril/valsartan dose of 4.9 mg sacubitril/5.1 mg valsartan/kg/day. The
adverse embryofoetal effects of sacubitril/valsartan 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 sacubitril/valsartan during
organogenesis, gestation and lactation may affect pup development and survival.

Other preclinical findings

Sacubitril/valsartan

The effects of sacubitril/valsartan on amyloid-p concentrations in CSF and brain tissue were assessed
in young (2-4 years old) cynomolgus monkeys treated with sacubitril/valsartan (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 AP 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 sacubitril/valsartan 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.
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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 at approximately 2-fold the AUC exposure to the active
metabolite of sacubitril, LBQ657, based on sacubitril/valsartan paediatric clinical dose of 3.1 mg/kg
twice daily. The mechanism for these findings in juvenile rats, and consequently the relevance to the
human paediatric population, is unknown. 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. Clinical data in paediatric patients (PANORAMA-HF study) did not
show evidence that sacubitril/valsartan has an impact on body weight, height, head circumference and
fracture rate. Bone density was not measured in the study. However, long-term paediatric data on
(bone)growth and fracture rates are not available.

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 11
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. Functional renal maturation is an ongoing process within the first year of life in
humans. Consequently, a clinical relevance in paediatric patients less than 1 year of age cannot be
excluded, while preclinical data do not indicate a safety concern for paediatric patients older than

1 year.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Tablet core

Microcrystalline cellulose
Low-substituted hydroxypropylcellulose
Crospovidone, type A

Magnesium stearate

Talc

Silica colloidal anhydrous

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)

Entresto 49 mg/51 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)
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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 blisters.

Entresto 24 mg/26 mg film-coated tablets

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

Entresto 49 mg/51 mg film-coated tablets

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

Entresto 97 mg/103 mg film-coated tablets

Pack sizes: 14, 20, 28, 56, 168 or 196 film-coated tablets and multipacks containing 168 (3 packs of
56) or 196 (7 packs of 28) 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/1/15/1058/017-018

Entresto 49 mg/51 mg film-coated tablets

EU/1/15/1058/002-004
EU/1/15/1058/011-013
EU/1/15/1058/019-020

Entresto 97 mg/103 mg film-coated tablets

EU/1/15/1058/005-007

EU/1/15/1058/014-016

EU/1/15/1058/021-022

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 19 November 2015

Date of latest renewal: 25 June 2020

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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1. NAME OF THE MEDICINAL PRODUCT

Entresto 6 mg/6 mg granules in capsules for opening
Entresto 15 mg/16 mg granules in capsules for opening

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Entresto 6 mg/6 mg granules in capsules for opening

Each capsule contains four granules equivalent to 6.1 mg sacubitril and 6.4 mg valsartan (as sacubitril
valsartan sodium salt complex).

Entresto 15 mg/16 mg granules in capsules for opening

Each capsule contains ten granules equivalent to 15.18 mg sacubitril and 16.07 mg valsartan (as
sacubitril valsartan sodium salt complex).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Granules in capsules for opening (granules in capsule)

The granules are white to slightly yellow in colour and round, biconvex in shape and approximately
2 mm in diameter. They are provided in a hard capsule which must be opened prior to administration.

Entresto 6 mg/6 mg granules in capsules for opening

The capsule consists of a white coloured cap, marked “04” in red and a transparent body, marked
“NVR” in red. An arrow is printed on both the body and the cap.

Entresto 15 mg/16 mg granules in capsules for opening

The capsule consists of a yellow coloured cap, marked “10” in red and a transparent body, marked
“NVR” in red. An arrow is printed on both the body and the cap.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications

Paediatric heart failure

Entresto is indicated in children and adolescents aged one year or older for treatment of symptomatic
chronic heart failure with left ventricular systolic dysfunction (see section 5.1).

4.2 Posology and method of administration

Posology

General considerations

Entresto should not be co-administered with an angiotensin-converting enzyme (ACE) inhibitor or an
angiotensin 1l receptor blocker (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).
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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.

Paediatric heart failure

Table 1 shows the recommended dose for paediatric patients. The recommended dose should be taken
orally twice daily. The dose should be increased every 2-4 weeks to the target dose, as tolerated by the
patient.

The lowest recommended dose is 6 mg/6 mg. Doses can be rounded up or down to the closest
combination of full 6 mg/6 mg and/or 15 mg/16 mg capsules. When rounding the dose up or down
during the up-titration phase, consideration should be given to ensuring progressive increase to the
target dose.

For patients weighing more than 40 kg, Entresto film-coated tablets can be used.

Table 1 Recommended dose titration

Patient weight To be given twice daily
Half the . Intermediate
starting dose* Starting dose dose Target dose
Paediatric patients less than 0.8 mg/kg*

40 kg 1.6 mg/kg* 2.3 mg/kg* 3.1 mg/kg?

Paediatric patients at least 40 kg, | 0.8 mg/kg”
less than 50 kg 24 mg/26 mg 49 mg/51 mg | 72 mg/78 mg

Paediatric patients at least 50 kg | 24 mg/26 mg | 49 mg/51 mg | 72 mg/78 mg | 97 mg/103 mg

* Half the starting dose is recommended in patients who have not been taking an ACE inhibitor or an
ARB or have been taking low doses of these medicinal products, patients who have renal impairment
(estimated glomerular filtration rate [eGFR] <60 ml/min/1.73 m?) and patients who have moderate
hepatic impairment (see special populations).

#0.8 mg/kg, 1.6 mg/kg, 2.3 mg/kg and 3.1 mg/kg refer to the combined amount of sacubitril and
valsartan and are to be given using granules.

In patients not currently taking an ACE inhibitor or an ARB or taking low doses of these medicinal
products, half of the starting dose is recommended. For paediatric patients weighing 40 kg to less than
50 kg, a starting dose of 0.8 mg/kg twice daily (given as granules) is recommended. After initiation,
the dose should be increased to the standard starting dose following the recommended dose titration in
Table 1 and adjusted every 3-4 weeks.

For example, a paediatric patient weighing 25 kg who has not previously taken an ACE inhibitor
should start with half the standard starting dose, which corresponds to 20 mg (25 kg x 0.8 mg/kg)
twice daily, given as granules. After rounding to the closest number of full capsules, this corresponds
to 2 capsules of 6 mg/6 mg sacubitril/valsartan twice daily.

Treatment should not be initiated in patients with serum potassium level >5.3 mmol/l or with systolic
blood pressure (SBP) <5 percentile for the age of the patient. If patients experience tolerability issues
(SBP <5" percentile for the age of the patient, symptomatic hypotension, hyperkalaemia, renal
dysfunction), adjustment of concomitant medicinal products, temporary down-titration or
discontinuation of Entresto is recommended (see section 4.4).
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Special populations
Renal impairment
No dose adjustment is required in patients with mild (eGFR 60-90 ml/min/1.73 m?) renal impairment.

Half of the starting dose 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 (eGFR <30 ml/min/1.73 m?) (see section 5.1), Entresto should be used with caution and
half of the starting dose is recommended. In paediatric patients weighing 40 kg to less than 50 kg, a
starting dose of 0.8 mg/kg twice daily is recommended. After initiation, the dose should be increased
following the recommended dose titration every 2-4 weeks.

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 aspartate transaminase (AST)/alanine transaminase (ALT) values more than
twice the upper limit of the normal range. Entresto should be used with caution in these patients and
half of the starting dose is recommended (see sections 4.4 and 5.2). In paediatric patients weighing

40 kg to less than 50 kg, a starting dose of 0.8 mg/kg twice daily is recommended. After initiation, the
dose should be increased following the recommended dose titration every 2-4 weeks.

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 aged below 1 year have not been established. Currently
available data are described in section 5.1 but no recommendation on a posology can be made.

Method of administration

Oral use.

Entresto granules are administered by opening the capsule and sprinkling the contents onto a small
amount of soft food (1 to 2 teaspoons). Food containing the granules must be consumed immediately.
Patients may receive either the 6 mg/6 mg (white cap) or 15 mg/16 mg (yellow cap) capsules or both
to reach the required doses (see section 6.6). The capsule must not be swallowed. The empty shells
must be discarded after use and not swallowed.

4.3 Contraindications

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

o 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.

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

o Hereditary or idiopathic angioedema (see section 4.4).

o Concomitant use with aliskiren-containing medicinal products in patients with diabetes mellitus
or in patients with renal impairment (eGFR <60 ml/min/1.73 m?) (see sections 4.4 and 4.5).

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

o Second and third trimesters of pregnancy (see section 4.6).
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4.4  Special warnings and precautions for use

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

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

o The combination of sacubitril/valsartan with direct renin inhibitors such as aliskiren is not
recommended (see section 4.5). The combination of sacubitril/valsartan with aliskiren-
containing medicinal 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 medicinal product (see sections 4.2 and 4.5).

Hypotension

Treatment should not be initiated unless SBP is >100 mmHg for adult patients or >5" percentile SBP
for the age of the paediatric patient. Patients with SBP below these values were not studied (see
section 5.1). Cases of symptomatic hypotension have been reported in adult patients treated with
sacubitril/valsartan 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 sacubitril/valsartan, blood pressure should be monitored routinely. If
hypotension occurs, temporary down-titration or discontinuation of sacubitril/valsartan 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 sacubitril/valsartan, however, such corrective action must be carefully
weighed against the risk of volume overload.

Renal impairment

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 sacubitril/valsartan is not
recommended.

Worsening renal function

Use of sacubitril/valsartan 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.
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Hyperkalaemia

Treatment should not be initiated if the serum potassium level is >5.4 mmol/l in adult patients and
>5.3 mmol/l in paediatric patients. Use of sacubitril/valsartan 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 sacubitril/valsartan. If angioedema occurs,
sacubitril/valsartan 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 sacubitril/valsartan is used in these patients.
Sacubitril/valsartan 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

Sacubitril/valsartan 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 New York Heart Association (NYHA) functional classification 1V

Caution should be exercised when initiating sacubitril/valsartan 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 sacubitril/valsartan 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). Sacubitril/valsartan is contraindicated in
patients with severe hepatic impairment, biliary cirrhosis or cholestasis (Child-Pugh C classification)
(see section 4.3).
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Psychiatric disorders

Psychiatric events such as hallucinations, paranoia and sleep disorders, in context of psychotic events,
have been associated with sacubitril/valsartan use. If a patient experiences such events, discontinuation
of sacubitril/valsartan treatment should be considered.

Sodium

This medicinal product contains less than 1 mmol sodium (23 mg) per 97 mg/103 mg dose, that is to
say essentially ‘sodium free’.

4.5 Interaction with other medicinal products and other forms of interaction

Interactions resulting in a contraindication

ACE inhibitors

The concomitant use of sacubitril/valsartan with ACE inhibitors is contraindicated, as the concomitant
inhibition of neprilysin (NEP) and ACE may increase the risk of angioedema. Sacubitril/valsartan
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 sacubitril/valsartan (see sections 4.2
and 4.3).

Aliskiren

The concomitant use of sacubitril/valsartan with aliskiren-containing medicinal products is
contraindicated in patients with diabetes mellitus or in patients with renal impairment (eGFR

<60 ml/min/1.73 m?) (see section 4.3). The combination of sacubitril/valsartan with direct renin
inhibitors such as aliskiren is not recommended (see section 4.4). Combination of sacubitril/valsartan
with aliskiren is potentially associated with a higher frequency of adverse reactions 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

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

Interactions requiring precautions

OATP1B1 and OATP1B3 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 sacubitril/valsartan increased the Cnax 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
sacubitril/valsartan with statins. No clinically relevant interaction was observed when simvastatin and
Entresto were co-administered.

PDES inhibitors including sildenafil

Addition of a single dose of sildenafil to sacubitril/valsartan at steady state in patients with
hypertension was associated with a significantly greater blood pressure reduction compared to
administration of sacubitril/valsartan alone. Therefore, caution should be exercised when sildenafil or
another PDES5 inhibitor is initiated in patients treated with sacubitril/valsartan.
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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 sacubitril/valsartan 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 sacubitril/valsartan 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 sacubitril/valsartan 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 Il receptor antagonists
including sacubitril/valsartan. 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 sacubitril/valsartan and furosemide had no effect on the pharmacokinetics of
sacubitril/valsartan 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 sacubitril/valsartan.

Nitrates, e.g. nitroglycerine

There was no interaction between sacubitril/valsartan and intravenously administered nitroglycerin
with regard to blood pressure reduction. Co-administration of nitroglycerin and sacubitril/valsartan
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 sacubitril/valsartan is co-
administered with sublingual, oral or transdermal nitrates. In general no dose adjustment is required.

OATP and MRP2 transporters

The active metabolite of sacubitril (LBQ657) and valsartan are OATP1B1, OATP1B3, OAT1 and
OAT3 substrates; valsartan is also a MRP2 substrate. Therefore, co-administration of
sacubitril/valsartan 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 sacubitril/valsartan with metformin reduced both Cyax and AUC of metformin by
23%. The clinical relevance of these findings is unknown. Therefore, when initiating therapy with
sacubitril/valsartan in patients receiving metformin, the clinical status of the patient should be
evaluated.

No significant interaction

No clinically meaningful interaction was observed when sacubitril/valsartan was co-administered with
digoxin, warfarin, hydrochlorothiazide, amlodipine, omeprazole, carvedilol or a combination of
levonorgestrel/ethinyl estradiol.
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4.6 Fertility, pregnancy and lactation

Pregnancy

The use of sacubitril/valsartan 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).

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

Breast-feeding

It is not known whether sacubitril/valsartan 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 sacubitril/valsartan to the mother.

Fertility

There are no available data on the effect of sacubitril/valsartan 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
Sacubitril/valsartan 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.
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4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions in adults during treatment with sacubitril/valsartan
were hypotension (17.6%), hyperkalaemia (11.6%) and renal impairment (10.1%) (see section 4.4).
Angioedema was reported in patients treated with sacubitril/valsartan (0.5%) (see description of

selected adverse reactions).

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 2 List of adverse reactions
System organ class Preferred term Frequency category
B_Iood and lymphatic system Anaemia Common
disorders
Immune system disorders Hypersensitivity Uncommon
Metabolism and nutrition Hyperkalaemia* Very common
disorders Hypokalaemia Common
Hypoglycaemia Common
Hyponatraemia Uncommon
Psychiatric disorders Hallucinations** Rare
Sleep disorders Rare
Paranoia Very rare
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
Resp_lratory, t_horacm and Cough Common
mediastinal disorders
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.
**Including auditory and visual hallucinations
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Description of selected adverse reactions

Angioedema
Angioedema has been reported in patients treated with sacubitril/valsartan. In PARADIGM-HF,

angioedema was reported in 0.5% of patients treated with sacubitril/valsartan, compared with 0.2% of
patients treated with enalapril. A higher incidence of angioedema was observed in Black patients
treated with sacubitril/valsartan (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 sacubitril/valsartan-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 sacubitril/valsartan-
treated patients compared with 11.9% and 2.67% of enalapril-treated patients, respectively.

Renal impairment
In PARADIGM-HF, renal impairment was reported in 10.1% of sacubitril/valsartan-treated patients
and 11.5% of enalapril-treated patients.

Paediatric population

In the PANORAMA-HF study, the safety of sacubitril/valsartan was assessed in a randomised,
active-controlled, 52-week study of 375 paediatric heart failure (HF) patients aged 1 month to

<18 years compared to enalapril. The safety profile observed in paediatric patients aged 1 month to
<18 years who received treatment with sacubitril/valsartan was similar to that observed in adult
patients. Safety data in patients aged 1 month to <1 year was limited.

Limited safety data are available in paediatric patients with moderate hepatic impairment or moderate
to severe renal impairment.

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 583 mg
sacubitril/617 mg valsartan and multiple doses of 437 mg sacubitril/463 mg valsartan (14 days) were
studied in healthy adult volunteers and were well tolerated.

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

The medicinal product is unlikely to be removed by haemodialysis due to high protein binding (see
section 5.2).
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Agents acting on the renin-angiotensin system; angiotensin Il receptor
blockers (ARBS), other combinations, ATC code: C09DX04

Mechanism of action

Sacubitril/valsartan 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 Il type-1 (AT1) receptor via valsartan. The
complementary cardiovascular benefits of sacubitril/valsartan 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 Il 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 Il by selectively blocking
the AT1 receptor, and also inhibits angiotensin I1-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.

Pharmacodynamic effects

The pharmacodynamic effects of sacubitril/valsartan 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 sacubitril/valsartan 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, sacubitril/valsartan
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,
sacubitril/valsartan decreased plasma NT-proBNP and increased plasma BNP and urine cGMP
compared with enalapril. In the PANORAMA-HF study, a reduction in NT-proBNP was observed at
weeks 4 and 12 for sacubitril/valsartan (40.2% and 49.8%) and enalapril (18.0% and 44.9%) compared
to baseline. The NT-proBNP levels continued to decrease over the duration of the study with a
reduction of 65.1% for sacubitril/valsartan and 61.6% for enalapril at week 52 compared to baseline.
BNP is not a suitable biomarker of heart failure in patients treated with sacubitril/valsartan 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 sacubitril/valsartan 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 (Ap) from the brain and
cerebrospinal fluid (CSF). Administration of sacubitril/valsartan 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).
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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, the pivotal phase 3 study, was a multinational, randomised, double-blind study of
8 442 patients comparing sacubitril/valsartan to enalapril, both given to adult patients with chronic
heart failure, NYHA class I1-1V 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 (€GFR <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 sacubitril/valsartan 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
sacubitril/valsartan 200 mg or enalapril 10 mg twice daily [sacubitril/valsartan (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 1, 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%.

In the sacubitril/valsartan 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).

Sacubitril/valsartan 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 3). 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 sacubitril/valsartan-treated patients
compared to enalapril-treated patients (hazard ratio [HR] 0.80, p=0.0082). Pump failure accounted for
26% of cardiovascular deaths and was reduced by 21% in sacubitril/valsartan-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 (11/111), ejection fraction, renal function, history of diabetes or hypertension,
prior heart failure therapy, and atrial fibrillation.

Sacubitril/valsartan improved survival with a significant reduction in all-cause mortality of 2.8%

(sacubitril/valsartan, 17%, enalapril, 19.8%). The relative risk reduction was 16% compared with
enalapril (see Table 3).
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Table 3 Treatment effect for the primary composite endpoint, its components and all-cause
mortality over a median follow-up of 27 months
Sacubitril/ Enalapril Hazard ratio Relative p-value ***
valsartan N=4 212* (95% CI) risk
N=4 187# n (%) reduction
n (%)
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.
***QOne-sided p-value
#Full analysis set

Figure 1
component

Kaplan-Meier curves for the primary composite endpoint and the CV death

Time to first occurrence of CV death or
heart failure hospitalisations in PARADIGM-HF

Time to occurrence of CV death in PARADIGM-HF
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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 11-1V) 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 sacubitril/valsartan 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 sacubitril/valsartan 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 sacubitril/valsartan 200 mg twice daily without any dose interruption or

down-titration over 12 weeks.

34




Paediatric population

PANORAMA-HF

PANORAMA-HF, a phase 3 study, was a multinational, randomised, double-blind study comparing
sacubitril/valsartan and enalapril in 375 paediatric patients aged 1 month to <18 years with heart
failure due to systemic left ventricular systolic dysfunction (LVEF <45% or fractional shortening
<22.5%). The primary objective was to determine whether sacubitril/valsartan was superior to
enalapril in paediatric HF patients over a 52-week treatment duration based on a global rank endpoint.
The global rank primary endpoint was derived by ranking patients (worst-to-best outcome) based on
clinical events such as death, initiation of mechanical life support, listing for urgent heart transplant,
worsening HF, measures of functional capacity (NYHA/ROSS scores), and patient-reported HF
symptoms (Patient Global Impression Scale [PGIS]). Patients with systemic right ventricles or single
ventricles and patients with restrictive or hypertrophic cardiomyopathy were excluded from the study.
The target maintenance dose of sacubitril/valsartan was 2.3 mg/kg twice daily in paediatric patients
aged 1 month to <1 year and 3.1 mg/kg twice daily in patients aged 1 to <18 years with a maximum
dose of 200 mg twice daily. The target maintenance dose of enalapril was 0.15 mg/kg twice daily in
paediatric patients aged 1 month to <1 year and 0.2 mg/kg twice daily in patients aged 1 to <18 years
with a maximum dose of 10 mg twice daily.

In the study, 9 patients were aged 1 month to <1 year, 61 patients were aged 1 year to <2 years,

85 patients were aged 2 to <6 years and 220 patients were aged 6 to <18 years. At baseline, 15.7% of
patients were NYHA/ROSS class I, 69.3% were class I, 14.4% were class Il and 0.5% were class V.
The mean LVEF was 32%. The most common underlying causes of heart failure were cardiomyopathy
related (63.5%). Prior to study participation, patients were treated most commonly with ACE
inhibitors/ARBs (93%), beta-blockers (70%), aldosterone antagonists (70%), and diuretics (84%).

The Mann-Whitney Odds of the global rank primary endpoint was 0.907 (95% CI 0.72, 1.14),
numerically in favour of sacubitril/valsartan (see Table 4). Sacubitril/valsartan and enalapril showed
comparable clinically relevant improvements in the secondary endpoints of NYHA/ROSS class and
PGIS score change compared to baseline. At week 52, the NYHA/ROSS functional class changes
from baseline were: improved in 37.7% and 34.0%; unchanged in 50.6% and 56.6%; worsened in
11.7% and 9.4% of patients for sacubitril/valsartan and enalapril respectively. Similarly, the PGIS
score changes from baseline were: improved in 35.5% and 34.8%; unchanged in 48.0% and 47.5%;
worsened in 16.5% and 17.7% of patients for sacubitril/valsartan and enalapril respectively.
NT-proBNP was substantially reduced from baseline in both treatment groups. The magnitude of
NT-proBNP reduction with Entresto was similar to that observed in adult heart failure patients in
PARADIGM-HF. Because sacubitril/valsartan improved outcomes and reduced NT-proBNP in
PARADIGM-HF, the reductions in NT-proBNP coupled with the symptomatic and functional
improvements from baseline seen in PANORAMA-HF were considered a reasonable basis to infer
clinical benefits in paediatric heart failure patients. There were too few patients aged below 1 year to
evaluate the efficacy of sacubitril/valsartan in this age group.

Table 4 Treatment effect for the primary global rank endpoint in PANORAMA-HF

Sacubitril/valsartan Enalapril

N=187 N=188 Treatment effect
Global rank Probability of favourable | Probability of favourable | Odds**
primary endpoint outcome (%)* outcome (%)* (95% CI)

52.4 47.6 0.907 (0.72, 1.14)

*The probability of favourable outcome or Mann-Whitney probability (MWP) for the given treatment
was estimated based on percentage of wins in pairwise comparisons of global rank score between
sacubitril/valsartan-treated patients versus enalapril-treated patients (each higher score counts as one
win and each equal score counts as half a win).

**Mann-Whitney Odds was calculated as the estimated MWP for enalapril divided by the estimated
MWP for sacubitril/valsartan, with odds <1 in favour of sacubitril/valsartan and >1 in favour of
enalapril.
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5.2 Pharmacokinetic properties

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

Paediatric population

The pharmacokinetics of sacubitril/valsartan were evaluated in paediatric heart failure patients aged
1 month to <1 year and 1 year to <18 years and indicated that the pharmacokinetic profile of
sacubitril/valsartan in paediatric and adult patients is similar.

Adult population

Absorption
Following oral administration, sacubitril/valsartan 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 sacubitril/valsartan, 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. Sacubitril/valsartan
can be administered with or without food.

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 1c; 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.

In vitro metabolism studies indicate that potential for CYP450-based drug interactions is low since
there is limited metabolism of sacubitril/valsartan via CYP450 enzymes. Sacubitril/valsartan does not
induce or inhibit CYP450 enzymes.

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.
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Linearity/non-linearity

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

Special populations

Renal impairment

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 m2 < 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.

Hepatic impairment

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 LBQG657 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. Sacubitril/valsartan 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 sacubitril/valsartan (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
sacubitril/valsartan) 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

Sacubitril/valsartan 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 [MRHDY] 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 a sacubitril/valsartan 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 a sacubitril/valsartan dose of 4.9 mg sacubitril/5.1 mg valsartan/kg/day. The
adverse embryofoetal effects of sacubitril/valsartan are attributed to the angiotensin receptor
antagonist activity (see section 4.6).
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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 sacubitril/valsartan during
organogenesis, gestation and lactation may affect pup development and survival.

Other preclinical findings

Sacubitril/valsartan

The effects of sacubitril/valsartan on amyloid-p concentrations in CSF and brain tissue were assessed
in young (2-4 years old) cynomolgus monkeys treated with sacubitril/valsartan (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 AP 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 sacubitril/valsartan 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 gquantitatively 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 at approximately 2-fold the AUC exposure to the active
metabolite of sacubitril, LBQ657, based on sacubitril/valsartan paediatric clinical dose of 3.1 mg/kg
twice daily. The mechanism for these findings in juvenile rats, and consequently the relevance to the
human paediatric population, unknown. 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. Clinical data in paediatric patients (PANORAMA-HF study) did not
show evidence that sacubitril/valsartan has an impact on body weight, height, head circumference and
fracture rate. Bone density was not measured in the study. However, long-term paediatric data on
(bone)growth and fracture rates are not available.

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 11
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. Functional renal maturation is an ongoing process within the first year of life in
humans. Consequently, a clinical relevance in paediatric patients less than 1 year of age cannot be
excluded, while preclinical data do not indicate a safety concern for paediatric patients older than

1 year.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Granule core

Microcrystalline cellulose
Hydroxypropylcellulose
Magnesium stearate
Silica colloidal anhydrous
Talc

Film coat

Basic butylated methacrylate copolymer
Talc

Stearic acid

Sodium laurilsulfate

Capsule shell component

Entresto 6 mg/6 mg granules in capsules for opening
Hypromellose
Titanium dioxide (E171)

Entresto 15 mg/16 mg granules in capsules for opening
Hypromellose

Titanium dioxide (E171)

Iron oxide, yellow (E172)

Printing ink

Shellac

Propylene glycol

Iron oxide, red (E172)

Ammonia solution (concentrated)
Potassium hydroxide

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 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.
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6.5 Nature and contents of container
PA/AIuU/PVC blisters

Entresto 6 mg/6 mg granules in capsules for opening

Pack size: 60 capsules

Entresto 15 mg/16 mg granules in capsules for opening

Pack size: 60 capsules
6.6  Special precautions for disposal and other handling

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

Use in the paediatric population

Patients and caregivers must be instructed to open the capsule(s) carefully to avoid spillage or
dispersion of the capsule contents into the air. It is recommended to hold the capsule upright with the
coloured cap on top and to pull the cap away from the body of the capsule.

The contents of the capsule must be sprinkled onto 1 to 2 teaspoons of soft food in a small container.

Food containing the granules must be consumed immediately.

The empty capsule shells must be discarded immediately.

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

Entresto 6 mg/6 mg granules in capsules for opening

EU/1/15/1058/023

Entresto 15 mg/16 mg granules in capsules for opening

EU/1/15/1058/024
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 19 November 2015
Date of latest renewal: 25 June 2020

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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ENTRESTO® (sacubitril/valsartan)
50 mg, 100 mg, 200 mg Film-coated tablets
12.5 mg and 31.25 mg Film-coated granules

Core Data Sheet (CDS)
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0.1~5%Ai 0.1%A:ii HEEANH
T 5. €I HIRE . FLBE ST
Fiesh (o F v, G IR AR —
i mnwm -k _ _
L, Al
[ e, ByiE SR, L BEAlED —
e 5. NEE LI Tﬁﬁ! fEfL. 1 o
&, AR
AST. ALT.
JH- ik LDH. ALP., ¥ — —
VB MED S
I A ik EEEDS —
I bR R A B -
B fidk BUN L5, IfiiE 2~ — —
L7F = EH
A ML ) 7 S E &S ) A I _
L H %
AR, FE. (MR, ES R, LU B AE . BE
CK -4 f;L ﬂﬁgflﬁ L;fini . FEE
) IHEAE 5 I
ot aL AFa—) k&,
MEREEEA,
R, BE HE

) SEBUSUE LM MEFAEOR R T &,

13. BEHRE
13.1 fEX
RFNOBERGIZL Y, FHLOIER T2 L. Eikl ~Ly
OIET ., RERICELBENDTD 5,
13.2 &

FELWRIME OB A 121E, BEZ ML L, e oA
FIRSE OBIRTES 22 S 2 MEE 1T 2 &

BB NV E OIS Vo8 s E ORFEERIZIZULLET
HU ., MBI L > THRETE 2V,

14. BAEDEE

141 EFIZFEFEOER
PTPEZEDHEFANIPTPY — b H WY L THRMT 2 X9
RET 5L, PTPY — hORERKIC L V. VS A E
HElEATIA L, B3Il ad B2 LTt RS0 EE 2 &
BHEZIRT A DD 5,

16. EHENE
16.1 MepiReE
16.1.1 BEZE
EHE AT F-12 3 VL 7 2200 40, 80 U°160mg (80mg X 2)
A AR RS L 7286, e I S A, IE s o R 2 bk
FHE G 2~ SR TR IR EE B L7 £ 72, Cmax L UPAUC
(F160mete 5 F THRGB ORI LH LTI L. W2 134
~6IECTd o 727,

P Tn}gx Cmax AUC Tz
(h*) (ug/mL) (ug - h/mL) (h)
20mg 2 0.86+0.53 5.2+3.1 3.7£0.8
40mg 3 1.37+0.53 8.9£4.0 4.0£1.3
80mg 3 2.83%0.92 18.0+5.8 3.9%0.6
160mg 3 5.26£2.30 33.9+18.9 5.7%1.8

n=6, P+ Bk fEE N pouE
R EE H335kg A X 1 35kg bl E /N (70> 5 1475 0 = ML AE
BB ER, b L3R 7u—BEREORE) I2F N2 N20mg
XAZ40mgD NV v & AR L7z & & OCmax L (NAUCHE
DTFolsh) Thoiz,

pEsE NS Cmax AUC
(kg) (ug/mL) (ug - h/mL)

20mg 26.1£4.9 2.45%0.86 12.0+£3.9

40mg 48 .48 .4 2.11+£0.84 11.3+6.1

n=6, P+ FEHERFLE

16.1.2 R1E#RE
TR AN T2 NV )L &~ 160mg (80mgx2) % 1H17H K
RIS Lz & & mAER ORZEARIEE O 5 M L
FEBD SN ol Tz, ML OESTH HOSEYERE 5
A—ZHFIEAETH Y, BRMEIEO SN » -7,

16.4 X35
TR T I2HC NIV IV & 2 80mg % 22 I B a8 145 5 QI ]
BolmfEhiciE, £ L TREMESFEL, Zomic R e
LT4- Fax I EaBoon”, i vicoDREBRIZBWTTE L
TCYP2COD G RIE EN T BY (WHEADTF—%),

16.5 HEitt
TERE A FIZHCoNV AV & 80mg % Z2 I BRI 14 5 L 72
BOPERRIZUTOEBY) TH-72" BHEADTF—%),

e pRH
HeHEEER 86% (168MH: i) 13% (168HFRfil)
REAUE 71% (12~T7285 5 i) 10% (AMEHIfE)
4-b FoF o4k 8% (12~T7285H) 1% (480 [H1H)

TR AR T2 L & 220, 40, 80K UF160mg (80mg X 2)
% Z2JEREE R G L7 Bs . 0 5-12480 [ £ Cloik 5= 09~
14% DKLk & LRzl s hve?, [9.3. 18]
16.6 HENEREH T HBE
16.6.1 =&

651k UL E DB A F- 12/ VL &~ 80mg & HalkE 1% 5 L 72
& E DB ORZARIEEEHER L. 655 KT OB R AL 112
Fe G L7234 12 X CCmax /51 . 215, AUCHL. 7f5% < . AUCK
OHIRFRINC BV THELRZ (P<0.05) 25380 572? (hhHE
ANDT—%). [9.8.2%H]

17. BRIRRIR
17.1 B3R UORLMICEY 2565
17.1.1 EREERHER (B IHERVEILIHE

P T (R
- [HEARTE] =&t [HIEARTE] %<
PR 74.1% 79.7%
RS (366,/494) (366,/459)
- 82.8% 82.8%
B[ e g ol 3 210)
RS i) Bl (24/29) (24/29)
g 1) 77.4% 85.7%
i (24/31) (24/28)
aat 74.7% 80.2%
o (414/554) (414/516)

Tk, REEmIEE (BE~HEE) EFedfe L2ZER
WILEGER T, AHIOHHEAFRD LN T WD,
ARREVER MEE (BE~ M aE) B# IS, 1H1[M40~160mg % 12
~36H MR G L72Bs, LR TR B R i % 03,
RIS A S 2E L ER 2R L 722,
AREVES ML (BAE~ P E8E) 812, 1TH1A40~160mg % 12
BAECOSG LB iR - I A B2 LB 2 o,
B2 BEER R A R L 72

17.1.2 EPAE I AR
AREMES M (BE~ P SE) B# 12, 1H1R20~160mg % 52
B RE T L 72 Bt, AHI B FIPR B SE0F IR & UCa



EMEFHREOVT NI BV CHIHEEZRD L 2 &
7y TR L BRIE R ASHERE S /e

TR (BEEER)

[HEARE] & [HEARE] 2B <
. 64.3% 78.9%
HA (45/70) (45/57)
o 77.3% 77.3%
AR S (17/22) 17/22)
- 66.7% 66.7%
Calti LA (8/12) (8/12)
o 67.3% 76.9%
(70/104) (70/91)

FIVE R SEBUE (&, MR C20.0% (14/7060) . FIIR K
JESEGR I H:T18.2% (4/2260) J OSCath Pt fif Fi 9 i
T25.0% (3/126) Th o7z FAEWEMIL. HAWET
BFE R OLDH EA-2S 3 b4.3% (3/7061) . FIRFETE
HORHFE THEBEK, HK. K. AST 1A, ALT LA R
OIRIE A3 b 4.5% (1/2281) . Calb e i F 4
HCK, KEER. ALT B BUNLSA., G2 L7 F
=V EAROREE APV S8.3% (1/1261) TH-o
720

18. FRpIIE
18.1 {ER#RF

AVIZ DI AN e AV AV | e XN i A s
THHATIZHBITEIRIKEG L, AERE LTERT
LT vIF Ty K L TEZEERL NV TIkEan
WZHHILT A Z LSO I EN T D,

18.1.1 NV s ik v M KREIRFEHICB VT, AT
SEREIHT LT VAT oy v I OREE AT
EF LY, Fo, ATIZERDIOZERI L TIEE A
EBRMEE RS v,

18.1.2 /L)Ly L3 FREHKEIIR ) >~ 7RI BV T,
JNVT FLF) vy wa b= 2 ROHEAL S ) 7 202 KB
P L CREEIER 2R &S, 7o UF T v v LB
i 2 PRI 519

18.1.3 /NVH L& RO G2 L) . FREBEET v M
BT A REMRAEL T VT L+ v IC Xk B HIER
ISOMEWERZRET, 7o I4 7y IC X B HIE
B % B S L 235 519

18.1.4 WV H v Yidy VEIBERREMBICBIT AT ¥
T VNI EDTIVRAT O Y OEEAE A EICHIH
1—%16)0

18.1.5 /N Ly vide NREL FEMBOACEGE:E 7
TR VR R RIS v,

18.2 BEE1ER

18.2.1 7NV g VT GIC XY BHEIME T v
b BABEESIMEZ v 8 (SHR). F+ M) afliig~—
Tt v POITEEHEKFENICTESE 225, DOCA/
salt Bl MAE T v b OMEI I FEEZ KIZ S %0,

18.2.2 /UL & L (4) RIS %ICRE L T
b, BUHEIET v b, HARRBESIIL S v (SHR)
IZBWT, YN Y FBIRERS v,

18.2.3 NV V& viE RS (4438) FEOFEGI2LD .
Jis A B S AEVE LRSS AERIIE 5 v b (SHR-SP) O IfilE
RIS TR S 05, DBOELEZ RS v, &
7oy R (48) REIIHGIC LY . KREVRIMLE O L
L= 11l s

18.3 MITEIEEME NI OREICRIF TR

18.3.1 7NV AIREIH S LD . BARFSRE S U 7 v
I (SHR) Ol 2 S¢5 2 <, Filits
AEIHINT %

18.3.2 7NV V& g (438) RS2 &) Rk
DAEETNT v bOLBKRE, BHER (48H) &1
PeG-02 £ 0 Btz By S E B AR SSIE R I~ b (SHR-
SP) DR ZIFIS 2,

_4_

18.4 BHEEICRIFTIER
INVARIV S LR OGS LD . BESRET v b
(638) N O A< By S AR S FE B LT 5 v b (SHR-
SP) (323, 4038, 44;H) OEEEDEALE IHIT 5,

19. B2 ICBET 2EB(LFEMR
— SR
NV~ (Valsartan)
1b#4
(25)-3-Methyl-2- (V- {[2- (1Z/-tetrazol-5-yl) biphenyl-
4-yllmethyl} pentanamido) butanoic acid
¥R
C24H2oN503
e
435.52
(EIN
HEoRRTHb, A%/ —VXIELy J—)b (99.5)
2D THEITR T <L KIZIBEAEET v,
b5 5 X
CHs

/K’/COzH
HsC
H

N

0
HN—N

../

o
22. @k

(F 1 /3 $820mg)
1405t [14%% (PTP)
(F 1 A3 8240mg)
140%¢ [14%8 (PTP)
700%% [14%¢ (PTP)
50068 [k, /3]
(F 1 A3 8280mg)
140%% [14%% (PTP)
5008 [105¢ (PTP)
7008% [14%¢ (PTP)
5008 [, /¥F]
(F 1 A3 $8160mg)
1008 [10%8 (PTP)
140%% [14%% (PTP)
3008 [105E (PTP)

23. EEXH
1) Sheps, S.G. et al. : Arch.Intern.Med. 1997;157
(21) :2413-2446 [20003680]
2) Briggs.G.G.et al. : Ann.Pharmacother. 2001:35
(7-8) :859-861 [20022566]
3) Cooper,W.O.et al. : N.Engl.].Med. 2006;354 (23) :

x10]

x 10]
x50]

x10]
x50]
x50]

x10]
x10]
% 30]

2443-2451 [20180405]
4) T FEEkE  BRREESE. 199814 (10) :1703-1725
[19992288]
5) AR EIA/N RS EEERER (K110158%)
[20123542]
6) T SEEKIE  BUREEZE. 199814 (10) :1727-1743
[19992287]
7) Waldmeier,F.et al. : Xenobiotica.1997:27 (1) :59-71
[19992107]
8) Nakashima, A .et al. : Xenobiotica.2005:35 (6) :589-
602 [20055471]
9) Sioufi,A.et al. : Biopharm.Drug Dispos. 199819
(4) :237-244 [19992792]
10) FHzk ElIL 0 BREESE 199814 (10) :1923-1949
[19992278]



11) #H7k 2B3H  BRREZE. 199814 (10) :1901-1921

[19992279]
12) WNIFE—13A : BRESE . 199814 (10) :1859-1878
[19992281]
13) BEILFEIZ A « BRIREESE . 199814 (10) :1879-1900
[19992280]
14) ik B3 BRESE. 200016 (2) 207-244
[20001148]
15) De,Gasparo,M.et al. : Regul.Pept. 199559 (3) :
303-311 [19992057]
16) Criscione,L.et al. : Br.].Pharmacol. 1993110 (2) :
761-771 [19992033]

24. XEEEKRERUVEVEDESE
VT A AT T —MASK VT4 A5 A LS b
T105-6333 W HUABIEIXE / [91-23-1

0120-003-293

SR : A~% 9:00~17:30
(RRARUHHAEZRL)

www.novartis.co.jp

26. RERTEEF
26.1 BLERRTS
NIV T7-V kR Ett
RREHERXE /I 1—23— 1
27

7418853 700000






R OUWMCEEZRT 52 &

BETR (TR - B8RS, BUHE « HIBR)

BRiE - SEIRAAT
AR - 3 _(88)

RGN RGN
$50mg $£100mg $200mg HRENEA | HURSENER
12. Smg 31. 25mg
SFEES | 30200AMX00504000 | 30200AMX00502000 | 30200AMX00503000
BR5E R 20204E8 A 20204E8 A 20204E8
BRZERRNEES

TFoCHTF OV URBRERT)SA4 O UREZE (ARND)
H9E RYILNLHILE UF B LK SRS
T2 LR MEE50mg

3EE ChfRéE/ N

VUVIE AVsE 3

(EE - EAFOLTEIC L VTS Z &)

T2 L X MEE 100mg
T2 LR kEE200mg
ILRMRKREE/NEA 12, 5mg

I LR brkEe/NRA 31. 25mg

Entresto Tablets
Entresto Granules

872149, 87219

U NOVARTIS

NN

N

b= 3%
. SRS

(ROBHEICIFESLAENI L)

1 RFN O RS R LIRBUE OB D H 5 BHE

2 TuHT v U EREERIAER (T AIF
TYNERE, =77 TV~ A VR, BTN
o T T INEERE, TV TV VKT, TEATY

NERRE. 77 7 ) VIR,

FZU RZ7V N, _FE

FUNERE, RV R I AT I U )T YN
KFW) EHEREHRORE, HDHVITEREHIEND 36 L
NOHEE [6.1, 5.3, 8.1, 10.1 &R]
3 MAEREDOBEREEO S HRE (T I4T v v NZRE
PR ULT v AT vy AR SRR IR X A M TR
JE, AR ETEE, e RVEM A PR, R i v i

%)

iy

[11.1. 1 8]

ATV AR LT VR B RGP ORI A (L,
OB EIEHR EFT > CHRBMED Y hr— A RNELL

TROEBEHEZER)

[10. 1 &H&]

b HEOJFHREREE (Child-Pugh 38 C) D& DEH
[9.3.1 &)

6 R SUTATIR L W D ATREME D & D & ME [9. 5 S| ]
1 AR
T LA MNE =LA MNE T LA MNE
R4
50mg 100mg 200mg
ERH 27 e Ry 1gEHPH 7 e R ERH 27 e Ry
VAV SV BV ZPAVI 2 b 2 SV BV AV 2 2
F R U T ALK | F YT LK | F MY T AKE
W 56.551mg (% | #113.103mg (H | #226.206mg (H
Hok | e RUASAL | ZJERYUANL | ZERY AL

AN Yzl LT
50mg : 7 B b
U L 24. 3mg OV
SN oL E
25. TmglZAHY)

Pz LT
100mg : 7 &k
U )L 48. 6mg Kz O
Ny B a
51. 4mglZFHY)

Pz e LT
200mg : 27 £k
U L97. 2mg K TV
AW I
102. 8mglZFH )

re—x v R
=i =R ¥
tro—x . r/n
ARE R AT
TV v TR
VUL, ANT
AR 7
gAr—2A K
zFLs Y

S 15l

tre—A b R
=3 =y 2
trug—2A
ARE R AT
TV U TR
DA/ VN
L7l N =
2 Aa—Z R
TFLT Y

re—x v R
= IE =R ¥
tro—x rn
ARE R AT
TV v TR
VUL ANT
b7 7 N
gAr—2A KY
TF LY a

LTS | AT S | e BT S
SRSk Wb | =R ke =R SR iRk
# £
R5e4 T LA MRRREE/N Ty U A MRRREE N
12. 5mg 31. 25mg
B NRERBUE LY | A S A RERIES Y 2
EhUALYE S | ERYASARALE S b
- U v LKFI14. 136mg (Y | U 7 L/KFI35. 340mg (P
T JERYASAIASE L | 2B NS L
= LCl2.5mg: ¥ 7 bV | LT31.26mg: 27 RV
6. 1mg Jr XNV B L & o | 16 18mg R VSV L &
6. 4mg|ZAH>4) 2 16. 07mg{ZFH )
ro—Z2 bRy 7 | Bio—Z b RgXxo7
oELENVE—R ATT o)tk —R AT T
Usilig~e I3 I h, BV | VU~ R TN AL
FRINF U BRI AWE. TI)T | 2 BKEAE,. T )T
NWENAZ 7Y L— b E | XA A2 Y L— FLE
AUEATT I T | AEEATT I VR T T
Y VEREES R Y T A VY VEREES Y DA
3.2 HEIDMHEK
T LA NEE T LA NEE T LA ME
Whi5e 44
50mg 100mg 200mg
HFHREAAOBN | MEAaOHEME | 5T WVWRAGD
e | EOT A AT | OFBAYOT | HAFOT 4V
LI VL - ynra—54 | na—5 400
k) '
NVR LZ ' L NVR L11
oa— K
FiSiA
FA& 13, 1mm FA& 13, 1mm R
K&ES | 5. 2mm SEPE 5. 2mm ke
(%) JEX ¢ 3. 6mn JEE ¢ 3. Tmm J=A
& : 0.208g & : 0.208g lEgng




[F]4% 58 1350mg, 100mg X (%200mg & L, Wiho&K 582k

foEss = LA MhpkEE N = LA MRpRkEE N WCHLHZ2BER OG- 2, 72k, BRI CCHEERE
12. 5mg 31. 25mg 5,
2N B~ G OMIE O/ | A6~ 6O MIF o wE, TR BN, 7 e YAzl L
Mo g a—F 47 | Moy nba—F 40 TFROEBYEEIZG C-HGHEZIB2EROEEST S
5 5 BRI BN DA, 2~ 48 [ 00 [ T By
i3] 04 (WTEAMEBRDOE | 10 (I 72 ARESHOHE HEECTHET 5, 2ok, FFEMIS L GEERET S
=—FR % v v TEICERR) % v v TERICER)
NVR (W SNV SROME | NVR () S A S & ARICEBT D AEE (EELE)
BFEHRT ¢ BITFR) BFEHART ¢ HIZFR) KT BRAAFH B | B LM & | B0 A R B
iSig EAE ;2. 0mm EAE ¢ 2. 0mm 40kg AT 0. 8mg/kg 1. 6mg/kg 2. 3mg/kg 3. Img/kg
JES @ 2. 2mm JEE @ 2. 2mm 40kgll |-
—— 0. 8mg/kg 50mg 100mg 150mg
4. SHEEXIFHE 50kgbl | 50mg 100mg 150mg 200mg
(T2 bAb4F 50mg - 100mg - 200mg)
BA (M EAE)
BHELFE BH . RATIEHF 2 E R U ALY L LTLE200mg %
2L, BHELDAEDZENGTABEEZTTLHEEICER LHIER A& G35, 22k, k., ek L0 a2
%o R, B R 1E400mg & 1 A 1E] &35,
INE
LT (BE)
BOR SRR | Bk ER /N R
(T 2b2-b 2 100mg - 200me) 8250ng | §2100mg | §2200mg *;::2_ ;Jm %
A Bt 0T %
N (@) O (@] — —
(M4 8/ FR 12, 5mg - 31. 25mg) D
B LA E
Y o) o] o] o] o] o]
EHLFE =
L ESE — O O = —
5. MEEXIIHRICEET R I -
O - R - EHY — KR L

(RADEBHELTE)

5.1 RENZ, 7o o4 T v v VERBRENER LT v VAT
VUV N ERRERETEEN O R CRE T L, [2.2,
8.1, 17. 1.1, 17.1. 25 /]

5.2 THEIRAUE ) OEONEZ I L, EERRBRICHS AN S
N-REOY R BiG#E, EREERHR, IUEHNES) 21
SPCHME LTz BT, MIGEREAZERT 2L, [17.11,
17. 1. 28]

(MNEDEBELTE)

5.3 AKIBEEBRIERIC T > VAT o L JEMARE SR I 3R (T
ToOAT v DR REETEE B SN TV LHAEE
NHOEENNHE Y B2 e h S TORWIEAITEE O
EEBR LN DARAEEICEEST L, (2.2, 8.1,
17. 1. 3B

5.4 /NEOEBMELR L OIRFRIC A0 72 Fak M OB 2 A L i
(B AAR | DI NE K& ORI FRBRIZ A A & iz B
O CEMEACOTEORRE, ATAKE, WUHE N E4%)
ZACHR U2 ERO S & T AFI OGS & S
NoBEIC L CGEAEZEETHZ L, [17. 1. 3B H]

1. BZERUREICEET 5IE

(BHELFE)

11 WOBFTIE, BEOREZEFERRERBLEL, HEORE
FEEICH TS 2 &,

BHEREREE  (eGFR 90mL/min/1. 73m? Kif) D& 5 HBF
[7.2, 7.3, 9.2.1, 9.2.2 ]

HESRE D IFHERERE S (Child-Pugh 58 B) b 5 HEE
[7.2, 7.3, 9.3.2&M]
MENMEVESE [7.2, 7.3, 8.2, 9.1.4, 11.1.3,
17.1.1-17. 1. 3+ 317%+-2 B /]

1.2 KRl O EE, BRERBRCHWLZME, miFEL Y 7 A
EROEHSREICBE T 2L TORE S HLITHRGTT 5 2 &,
[7.1, 8.2, 17.1.2, 17.1.3 &R]

B DERR IR T & U7 B R oo FL vk

JE BRI 25 A 6 409, U

1fiLE 2% 95mmHg VA k=

5. 4mEq/L LA F

eGFR 30mL/min/1. 73m2 LL E7>D

eGFR D378 3602 T

¥ 18] 50mg 25 1 18] 100mg ~D#EEBOILETH Y | KRBT

FWTHOEE b T RE SRR L Shis,

MigED Y 7 LME
FEFTERE

(BRI EE)
5.35 WMELRMERTORBENENDH Y, AL LTARAZ & /N DR R CHW & 7o B o JEUE
MFETRFR O BRI L LT &, V5= IS 0 L 20 AT oD e

< 1Pk b 10 AR : 70mmHg +2 X
Fiiip

- 10 5820 E 2 90mmig

5.4mEq/L LT

eGFR 23 LL F DfELL 7> eGFR DI
TFERAY 35%ATH

6. AZERUA=Z
(BHLTE)
WHE L. A7 B R U AL Z L LT LEBOng &
BitsHEE L CLA2ERORS T 2, ARUDSED DY
AlE. 2~4EFE O MR CEEHEAYIC 1[E]200mg F TR 5, 1

Mgl ) v LfE

B RE




<12 B AL E 19 % H AR -
31mL/min/1. 73m?

19 o AV E 18 RATH :
38mL/min/1. 73m?

X BIEARICEIES D £ COXBEEOM RO EAETH Y | FiR
BB CIEWFNOEA bz T BF ISR REL Shiz

1.3 /WNRDS YL, TUoFT o o EMBERIAER T Y

AT MR IR EG ENTWHBEE T, =
O OHBRIENE, FOHBEOIRIEZINE % | EAli) 5
DI & W L7358 ciE, o 1 AR O R 52 BRGT 5
ey TEDH, (1.1, 8.2 5]

1.4 kofkée/ N E WS 25813, U TORIZEET
bHZk
AR 12.5mg & U, AHEROCHECTHE LRGSR
R BITWARE 225 K 5 RDREE/ R 12. 5mg &
31. 25mg ZAAAHE DO THEREFTHZ L,
W7 vNVBRGBTHDZ LD, BTV EEEET
BENORDREEOH 2B HZ &, [14.2.2 5]

(EIMEEE)

7.35 ARANIY 27 € b UK ONH L& A fREEL TERT
LEFNTH DD, KFLO/IH L E o OIKRBIER O
BETORER. RAIOBRTEDHRLZIE L ET, BHD
KRG, MLORREIRIC X DIEFRIRI S 2 BB L, AHFEH O
A AEEICHIETT D L bic, BETEREOFEICL ST
1F 100mg 2 1 B 1 ELOBLERETDH &,
[17. 1. 34 B

7.46 1B LAREE SO B mmEEES T, RAIE LT
HOREOREROCHEIZNES 2L T2, BELAE
DI A U CTEILERE DOGH B CTARI 2 H L T
HEAET, BEOREICS U CEYNCHEL O &2
Rypz L,

8. BEELERMEE

8.1 MEFFHERHLDLNDIBENLH DT, KABERICT
VUK T U VSR IER DS STV 5 A
7 b b ARKIPE G-BERG 36 BERRlc I+ 5 2 b,
7o ARG TRICT v OFT o BRI ER %
BT 28618, AROEKEG2 6 36 Rifith £ Tliik
H.LZawzZ &, [2.2, 5.1, 5.3, 10. 1 ZM]

8.2 JEMEMAKIMENH DN DIBETNNH D7D, FFIEER
TR K ORI T B E ORIEZ F0 IR L HEEIC
Bhysz L, [7.1-1.3+%2, 9.1.4, 9.8.1, 11.1.3 &
]

8.3 T U UAT v IR FEIETEHEE 5 HICFREOEE
FFEEEN S B iz & OWENH D DT, fFEREhR#E & %
M9 572 EBEEHITITH 2 L, (11112 &)

8.4 AN HLONDIBZENND D20, BIEE+ITITV,
BENEO LN HAITE, ARIORE, #5H 1E-0HR
LOWMY R NEEITH Z &,

8.5 FilyAl 24 BRI G LW 2 E 3 E LV, RN VT
Wi L =0 -7 o O T v R OMHEIERIC L AL
JEZ R Z T alREMEN B B,

8.6 BEEMEHICE S D EV, S0 20X RHOLLNHZ LD
HOT, EAEE, AEEOEIRE R A 5 B 2 B
THBRIIERSED Z &,

9. KENERZHI HBEICHT IR
9.1 GHHE - BMEEZEOHHEE
(HheestiE)
9.1.1 MAMEBRKEDH2BEXIIRETEDIRKED
HoHEBEH
BIR LR L2 f5an L SN D56 2 RS &5 13080T %
& B R ORA AR BRI IR E O T IS LY SasICE
WREEZE(LSE DB ENR D D,
9.1.2 @AY Y LMEDEE

RIR LR E/RN LW SN 2R BT
ZE, BHY Y LAMEEBESELIBENRD D,

WAV T AMIED Y A7 RTDH 5 BE (BHEHEREE, BiR
FAKT LV RAT a AJEOBEFE I Y 7 A EENEHOEF
FREIL TV EES) T, EI Y v AMEEZE=2 1 >
7r¥AHzE, [10.2, 11.1.458]

9.1.3 NMEEEDHLEE
AFIOBEERIC LY iR 2% 5 &z L, HiEx
LEw2B8EN1H D,

(BHELTRE)

9.1.4 MEABELEE
TEHRCIEZRE L, BEOREEZ +DICBELRN S
Bh452 L, [7.1, 8.2, 11.1.3 &)

(EMELE)

9.1.5 BELAREREPIDESE
RN DHRELZMG L, HMET B4 Ma 1T 2 &,
BB MTEART (R R OERRIERE L) 2R T8%
nndHsd, [11.1.5 2]

9.2 BiaelEE RS

(BHELTFE)

9.2.1 BEXILHEEDBTHEEESE (eGFR 30mL/min/1. 73m?

LLE 90mL/min/1. 13m2 Kji&) D HHEE
fE, g7 U o A8 & OVEHEHES O BE ORREE +431C
B LR35, RAIOMHPREN LI585
FhRb s, [7.1, 11.1.2, 16.6.1 BM]
9.2.2 EEDEHEEEE (eGFR 30mL/min/1. 73m Ki&E) DO &H
58F
AFN GO RS 2 M E(HWT L, #5952 5A1CI3mE, i
G0V T MME N O RESE D BE OWRRE L 43 2 BlZ2 T 5
Z &, AROMPREN ERToREARNH 0 | BKRBRT
B S TS, (7.1, 11.1.2, 16.6. 1%R]
(EmELE)
9.2.3 BEXIITEEDEMEEMESE (eGFR 30mL/min/1. 73m2
LLE 90mL/min/1. 73m2 Kiiti) DH2EE
MEH Y o AMER OBHERES O RE OIREEE -y icBigg L
RN BEET L2, AFIOMPREN LRI 58Z0
»HD, [11.1.2, 16.6.1 ]
9.2.4 EEDTHLAIEE (eGFR 30mL/min/1. 13m ki%) D H
HEE
AN 5O A EZEEIHIE L, &5 258 i3miE s U
¥ IME KR OVESRES D BE DIRREE + 3BT D Z &K
HAENOHGTHZ E2EBETHZ L AFIOMPHREN E
A32r2BEnrH 5, [11.1.2, 16.6. 1]

9.2.5 MEBEHDDEE
ARHFNF G- O AR A BB W U & 5T 555812 MiE s U
T BB OVBSHES O BE ORREE + BRI D 2 LK
HE»r &G 2#m L., HET 25813 MRAIATI 2 &, K
AOMAFREN EHAT D B8E0, 2R MTERT (A&
OEMMEASEZEY) 2 TREARD V. BERBR T
Bk EhTng, [11.1.2, 11. 1.5 B[]

9.3 FriElE=ERE

(BheestaE)

9.3.1 EFEDMITFHEEIEE (Child-Pugh 48C) MHHEE
5 L b, BEOERERE O H 5 B TIIAKI O
FIREN ERT2BZ0AH 0 | BRRAR CIIRA ST
%, [2.5%M]

(BHLTE)

9.3.2 thEEDMTI4EEREE (Child-Pugh 948B) OHDEH
AFNIP G- OTIE 2 M E(HWT L, 59 25413 E,
GV T MMEN O RESE D BEOREL OB LA
BT L e AROMPREN ERATIB8EW01H 5,
[7.1. 16.6.2%H]

(EMmEHE)

9.3.3 hEEDIFHEEREE (Child-Pugh 2%EB) OH3EE
AF e G- AIE - P U 5 285 A I imiE o U
U A OB RS DR DIRBEE H I ICBIER LS b &%



H53pZ b MAENOBAT 22 2BET D52 &, KA
OIMFPREN EHT 8200855, [16.6. 28]

9.4 £hEREEHET S HE

9.4.1 1T HEIEEED H D&M
HIRL TS ZENERINT T T v v B EER
FER I O T v MR R R AR L, B
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AR OEEIT I, RSO F IS L BB L AR S
O VEVEZEEIZIHRET L, 165 EOR RN ERMEE RE
LMW INDIGAICORZEETHZ b, Fo, BEIM
TG AIIIROERFHICEET S 2L, [9.5 3R]

(1) AEBGBIHERNIER L TW W2 L 2GR 528, K
FlEEf | ER L TOARWI & A2 EHRICHET 5 2
&y BELEHPITHHRAHIA L2 BAIIE, IS AR
THZ L,

(2) WOBIHIZOWT, KA 5BHIARH BT IZHAT 5 2
L, F, BEPLMBEISCBATLZ &,
AERAICARKIZER LA, BIR - AR RIS AR KT
FTIVRAIBHDHZ L,

AP R OAF IR G 4 — e R R R e .15 1 S
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AEERDSHEIA U7 3R 235 A0E, eIy =i
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IEEEFHET DAL, HSEICHRT D 2k,

9.5 1E1&

U ATIEIR L C W D I HEE D & B LI IT R G5 L v o
b B PIEIRAV A L7255, Bmhic# S 2 kT
L2k, AR ERS LEBMER (T v~ 75X 2B
T, 7 MU AOIEHAGEHY (sacubitrilat) ROVILH
VB OIRFBED . BRI R 5 R OREREO0. 0615 L Y
0.72f% (7w b) AONTO. 03FF X V2. 0417 (7 ) (T
THAEND, W RIEE GEREBIETHROE M) LU
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PN EEGLT VOFT v v DS RS N T
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DIEIC LD L HERI S A TR o HIfE . M. BEEHEIR O FIE.
MORERRARE) NHEITWAD3Y  [2.6, 9.4.1
2]

9.6 2317
BHALRNWI ENEE LW RFIOE MZBT DHHF~D
BATIEIRHTH 2, Bk (7 v hoRAMRO&E)
TR ICsacubitrilat R UV SALH L H o OBATRRD
iz, AFNOEG B H ORI L0 | BFrAaR IR IS
B RETBENND D, £T-. P Z OB EER
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FNNRH D, BRHBRICBW T, g T, RLE, &b
U U AIE, BHSREREE OB 5 Z & MEEINT
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R L7z & o IZARH L7235 E
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AR FHNERIC L W RFEERICRT Y T4 D
BHTHDHBNPO EHNRHBLND Z &0 D ARAIHE G- IZBNP &
ET HERIIMEOHPRICIEET D Z &,
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13.1 5K
AFROBEREIZE YD | FLOMERFALET, EilL~ov
DILT, EREBICELBZANH D,

13.2 g
B LWERMEDSAITI1E, BEZAPEMIIC L, den s ER
B &%®%W&%ﬁt@@&@%%ﬁo_&c
7233, sacubitrilat ROV L Z TMIEE A & OREG R
D@L, MEENTIC & - ThRETERY,  [16.35H]

14, ERALOZFE
14.1 ERIFAHBOEE
Chrtkg/NRE D
PTPY— b2 B0 HH L CERAI L 282 &
14.12 FERIRFEFDEE
(BUEI @)
14.2. 1 PTPEIEEDIRANIPTP Y — b B EY L CIRAT S
XoETHZ L, PTPY— FOREIMKIC LY, FOELA LN
RIEREIEA~RIA L, BRI 2B 2 L CHERR AR S0 BREE
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BEEPIPY— b BV T Z &,
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FE/NEH12. bmg) AT EE A ChfkEE/ N EHIS1. 26mg) D F
Yy 7% EIC U CEEICHEE TS 2 &
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16. ZE¥Ehee

16.1 MmoEREE

16.1.1 B@EZS
PR ALE L EROEE Ll &, 0N
WL, Y27 MUV (RN T AT 7 —BIZ X 0 Ik
iRt  FIEMAREY sacubitrilat ICEBEN D) KUSLH
IVH N SRBET D,
(DR AT I 7 B b AL r 4 v (200mg i
400mg) =V ZZERERFICHERR OGS L & &
sacubitrilat & /LY /L& 0 Cmax M OV AUC 1335 B IS
CCHIM L, Tmax K ONT1/2 13 EEITIKIE L2 o 7=

5)

RN FB FIZY 7 B R U Ld L2 o % BRI A& 5
L& EDEYBFE T X —X

= -
;‘?fﬁﬁ“ 7 200 mg 400 mg
Wy sacubitrila 2L S sacubitrila AL Z

7 t v t v
Cmax 8,480+ 3,980+ 16, 200+ 7,400+
(ng/nlL) 1,540 1,390 3,160 1,490

. 2.0 1.5 3.0 2.0

Tax (h) (1.5~3.0) | (1.0~3.0) | (1.5~6.00 | (1.5~4.0)
AUCinf 71,800+ 22,200+ 138, 000+ 42,900+
(ng - h/nlL) 13,100 6,670 26, 800 11, 200
T1/2 (h) 13.440.975 | 18.947.36 12.140.608 | 12.642.61

n=8, VHJEAEUEMZE, X ¢ tPuRfE (HIFH)
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14000
12000 4
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8000 4
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MmEE e sacubitrilat 3% & (ng/mL)
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#® 5k ()
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8000 +

~
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S
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S
S
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o
1=}
153
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S
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15}

Mg/ LY ILEVRE (ng/ml)
@
153
15}
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1000

0 + i = -

0 12 24 36 48 éO 72 84 96
H 5 %ER(h)

O : Al 200mg $£5-0, W @ K| 400mg 56 5-5f
R A BT 7 © R U ALY L 2 200mg X 400mg %
HERO#E L- & & D sacubitrilat X OVLH L Z (it
R (ZElERE)  CEEIfE S IEUE(RZE, n=8)

Q) /NEE LT EBEICY 7 E Y APV E

(0. 8mg/kg Xi% 3. Img/kg) ZH[EFROFE Lz L x|

sacubitrilat & /NLY /L% D Cmax & OY AUC 133 5-B1Z6

UM L, BN & DRI RO R X 20721 F580 b

ol ® GEADTF—=4)

JNFEPE LR S RFICY 7 B R UL S L L& % Bl
O 5 Lz & EOEYBERE T A —X

e

;

i

Lo =B 0.8 mg/ke 3.1 mg/ke

B R A=z mg/ g

JES 5/ sacubitri 2L sacubitril i

p | B2 Y by Ul et v

6 Cmax | Losix 1,271+ | er0r= 1,035+

% (ng/mL) < | 839 1,011 S| Lsst 1. 678

* 4.0 (2.0 10 (0.9 2.0 2.0~ | 20 o~

18| me®) 7)) ~1.0) | 4o 4.0

£ | aucinf .| 4s.zeex 13,540+ + | 1s0.s0: 10,733+

| mgenm) | | 22,939 12,962 L 49,515 21,003

1 Cmax o | L339 L2+ o | Bam= 4,935+

% (ng/nl) Sl 583 S Los 1. 268

I 2.3 (2.0 L5 (0.9 2.3 2.0~ | 20 (1~
oo (s s | 22 .5 (0. .| 23 0 (.

6 | Imaxt) 2 ~13) ~4.3) 2| 100 2.4

#

& | ucinf g | BLos= 11,036+ o | 121625 18,561+

| gehm) | 0| 17,259 7,031 2| ss.634 21,163
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AR 5 Lz &7 v U Via# 5% 4~5 B,
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IZELT- 9,

) REER A 27 R Y AL % 2 200mg % 1 H 2 B 5

16

A O Lz & 2 gIRER OS5 A BEOH 27 t° T\
VLR OV LB L O3 ENHE/ ST A — & (2 BEPEILER
O NI oT-, #5-5 HH® sacubitrilat @ AUC i&i‘i—
LAEED 1L.6fETH-7=% UHEADT—%) |

2 IRIR
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XIZEEREOBEBRBICHBIREORE L & &,

sacubitrilat®Cmax(FZE GG 512 L _ZIZH019% K O28%
WA L7223, AUCIE., BFOFE L O BFORFIZED &9,

NI DR o 7o, Tmaxi 2GR G Clriom ., &
BRGTIHA~6RHTH O | BFOEIII 2D LT VTR
BIERTABE N AL, 7 E MY AL E
400mg & KA B OB ICHEIR O G LIz L & Ly
JL B L DCmax K OAUCHE ZEIE 3 512 H _ZF L F39% M O
SANE T L7 %27 B h U AL L2 2 400mg % i s £
BERBICHBRAO®RSG L&, 2L E v OCmax KN
AUCIHE., ZEfEHF$E 512 b _ZENZFN40% K% Q9K T L7, Tmax
O PRI ZENE R 5 0 1. THIER, BB E TIR4ARERE T H
D EREI A SUTEIRA R RZIC T T HIER T 5 6W
BDHHNIZ® GMEANDT—%)

3 N

Sacubitrilat L OVILH L X Db bR ERS S RITZE
NI OFINTH U | EefESEA TR 7 v
TITHo12®  (in vitro) . [13.25H]

4 R

RN B I 27 © N U VEBALICCIEERR L= 27 B R Y
wﬂwﬁw5/mmm%ﬁﬁﬁ$@ﬂﬂﬁﬁbt&%\IX
T —BIZX Ik EESZT, IEER#HDTH D
sacubitrilatA EIZARL L7=,

k. FEEER A S I UCKERE L7z N v L 2 80mg & 2E
REHEIRR DG L7z & & BG8RRIZ O M, F&
U CREEDIFIE L, Z OIS E LT4-k Fr¥v
KRB B3Iz, In vitro®DFRERITIS W TEIZCYP2COD B 5
DRBEINTNED GMEADOT—H)

5 et

AR I 7 E N Y AL LA L 200mg X1 400mg
ED 7ol AR QG Uin & & 5% 96 i E TIC



BEH- B DK 55%78 sacubitrilat & LT, # 11%AS/S/LH L
&b UTRPICHRIES L7z 9
16.6 HENEREHIT HESE

17. BRERALIR
171 BHERVREMEICET 558
(BHELTF2)

16.6. 1 BHaEEERE
BRI EEOBHRREERS BE . 7 1L7F=07
U7 Z AN 50mL/min LA F 80mL/min LA R, HAEREE - 7L
TF=r 7 )T T AN 30n/min LA L 50mL/min ARH) 1
B 7R YUY L Z L 400mg BD EERORE L
X EHRINEBIZEB T sacubitrilat @ Cmax & O AUC (3 fe
BERADZNENK L. 5~1. 6 fERUK 2. 1~2. 2 fFTH -
7o 2SIV 2D Cax RN S NZIERIFRE CTH -T2
Py, AUC IR A DK 1. 0~1. 4 (2 TH - 7=, HEOBHE
MEERE (VL T7F=r 2 VT 52 A 30nL/min AH)
W7 BN ALY L H 2 400mg ED 2 KER ARG LT
L x| EERIRIEIZEB VT sacubitrilat @ Cmax & O AUC 1%
RN DOZT N TN L6 [ER UK 2. T ThoTz, 7L
P D Cmax & OV AUC IEERERR A O F 210K 0. 9 5 K%
1.3 TH-o72% FHEADT—%) , [9.2.1-
9.2.4 ]

16.6.2 FrigaElE=ERE
RS S DR RERR 35 (Child-Pugh 4358 A X%
B) 2% 27 ¥ MU A P H 2 200mg 2 BRI A& 5 L7
L & sacubitrilat @ Cmax (ZEFERA L IZIERERETH -
7205, AUC IHEEERR A OFI 1. 5~1. 9 {5 CThH > 7=, 7P L
H 2D Cmax [THEEER A S FIEFRE TH - 7225, AUC 1M
BERADK 1.2~2. 1 {5 TH-1=% GEADOT—F) ,
[9.3.2, 9.3.3 &R]

16.6.3 SEhE
65 Ll E D @AY 27 B R Y LoV Z 2 400mg D
FHEEROE L7- & &, sacubitrilat @ Cmax IXIEE#H
LIFIERBE CH o722, AUCITH 1. 45 ThH o7, 2L H
SV 2D Cmax KON AUC IV b IEEEE O e
L2fEM ORI L3ETH-7=® GEADTF—4%) ,
[9.8.1, 9.8.2 ]

16.7 EMHEER

16.7.1 7 RILIARAF >
fERERR AN (2861)) (2, 7 B b U ALY L Z L 200mg % L H
2l (B, &) ROT hANRZRZF L 80mga1H1E (§) T5
HEHOME CREAROEELIZEE . T MAARREZTF
KO OIGVERE Y O Cmax }z OAUCtaulT Z L E AL 7T~
2. B R UFIL. 2~1. 3fFIT 72 o 7=, Sacubitrilat & OV S/L4
B DIYTHREIZ K & 2B bIZ A b e o 7290 (ShE
ANDOTF—2%) . [10. 2]

16.7.2 [n vitro RE&R
Sacubitrilat!ZOATSDIEE TdH Y /LT /LHZ L (T0ATS KT
MRP2DIE TH D Z L DR STz,

16.8 Z it
FEEE RS AN AHI AT S WL 2 L BHIED 2 BER A S L
L&, NP AE U OEYERE T A—ZIITFTROLE
)] T“ﬁ)/)f: 5,;4*11&)0

PV LB DI ENE T A — X

(ng/mL) (ng+h/mL)
ARA200mg 103mg 8 3,980+1, 390 22,200£6, 670
VIS I g ] 80mg 30 2,780=*1, 070 19, 800£38, 240
#180mg
S L E | 160mg 40 5,7701,730 | 38,900+11, 100
#1160mg

LD BHELAEIZB T 2 A OER SN HERKOHEIZY 2 £ b
YL L L& 2 & L ClalER200mg % 1 H 28I Th 5,

12) EWNTHEGR S io Lt L 2 o BIEI o R O LA 118140
~80mg. 1[ElHK160mgTdH 5.,

17.1. 13855 111 485%8% (PARADIGM-HF ER) (LA
T FT U BRI ER LT AT v T
FARFEPIIRED & G BE DA RICET 2 EFIRE FTO LR
BRHSE (LVEF) 2METF L724MNEABME A% (HFrEF) BEE
2 [NYHACHERE ST~V LVEF35%LL T (GRERBHAATS . 40%
IR X OER) ] 8442 &G, T VAT v A
FILEHE LT v DA T o v M2 EEEEHHD & ARH X
TFZTVIIEID A TG L, A THRYGES R % KEE
T 5L Mgk dE, 74 MEEERIITRER iR & =
it L7z, EIEBEGBIEMTIE, =F 77V biomg (BEMIC
BN D DA ITomgAH) TH2[EEY | AR#F100mg 1 H 2],
200mg 1 H 2@ ZNEICHEEI0EREL- L, 74 aMutk, —H
ERIEFRYTII AR RAI200mg 1H2[RIXETFF 7Y
Jb10mg 1H2[E) Zib5 U, HEMEICK L TR TRWE
AITAEFE KANZ50E100mg 1H2[E], =FF 7 U L
2.5 1¥5mg 1 H2[E]) XL —KEHlia af & U, BBEMEN BT
ERAREEGR L L, ~HERIBENICI T 218D
P EMR (i) IIARIRE24. 4% B, =55 7 U LEE23.5
nHTH-T,

FEIHEE & LEAT Y REAL Y N (DA 5 T
DARIZEDHEIARE) X, TROELEEY THhoT,

DL FE T AR AT & 2 HIE AR O R

AFE T FZ 7Y VEE

i i N — ok

(418741) (12124) AN
0 GEBLEIA%) (95%/5 #H X )

I/EET%E;Z}’Eig 914 1117 0.80
BIFAR (21.83) (26.52) .73, 0.87)

w1 AP — ROV D5%EHER L, 50 & Mg &[5 E 5 1
L9 B Coxbbffl Ny — REF L THEE LT,

#ki p < 0.0001, 7eds, & 5EE L Ml A [ E ) F & 4 B Cox
AP — RET /L CHEE LT A fIpfETd v | FE3EIP AT I H 0
LBCOHNZHABEALE (Ffla= 0.001) 12D,

" HEBRIBEM O 1E AR BB IX, KB T21.65%
(910/4203f51) , =5+ F 7 U LEET23.08% (976/4229%1) <
bole, FREWEMIEME RAFEL0.23%, =F 77U
BE6.93%, LAFENE) . @AY v AMGE (4.59%, 5.60%) .
EHEHERESE (2. 78%, 4.23%) THo7=2W, [5.1, 5.2, 7.1
Z ]

L) 7o PAT vy PRI R E T v AT v [ 5
BRI AR B SN TV D BESHIANTREL Shic

12) OFEEMARIIIEA T 325, ITIGHFE fE A3 100mmHg A 0 H
# . @eGFR2Y30mL/min/1. 7T3m? K il O B, @if{EH U v MMEH
5.2mmol/L (mEq/L) Zi#8x % BEIERI ST

13) ENTERBINEZTFTFIAOMAEROHRIZE~10ng4 |
H1ETH D

17.1.2 ERE 111 485888 (PARALLEL-HF #8%) _(BKA)

TVKFT v VEEERIAER LT AT v IR
RRFEFUIRED 25 o8 M D AR 22 BT 2 BETRIG#% T OLVER
PR L7z HARNEBMOAR 4 (HFrEF) B0 (NYHALHERE
SPEII~IVEE, LVER3S%LAT) 2251 & &z, 7 oA T v
UBEHRERILER LT VAT v v IR AR )
LARITTFZ 7V I 1 TG L, Ea THREGE
R AR D 2k IER. T v ¥ MEZEERIATIERM
B & Fohi U7z, EIEP GBI TILAAI50mg 1 H 2[R %2



WG L, 7 o7 aMuth, ZEERIGH TI34A100mg 1
H2EIXE=FF 7V Abmg 1H 2B #4855, DR
B 25A I B AR ORFI200mg 1 A2EIE=FF 7V v
10mg 1H2[A™ ) (Z#E Uiz, BAEMAEICH L TEE TR
BAIHERE RANZ5012100mg 1H2E, =FF 7V L
152. 5X 1 %5mg 1A 2[R]) XIL—Kprhllrz af & L, ABEMEN BT
R B 5 LT, —ESRIGEIICI T S 185K
OG- (R IEARKIFES2. 00 H. =T 7 U LEE
3l.2H A ChoTz,
FEFHEE & LEAT Y RBRA v b (D& e 30
AL D2HE AR . AAFEE (11146]) o 304
(27.03%) . =FZ 7V LEE (11241]) D28 (25.00%) IZ
BOLNT, HEZ Y NRA V "NEBLO=FZ 7 Y LFRITxE
T DARAIFED Y — R (95%Z# X ) *1%1. 0881 (0. 6501,
1.8212) Th oz, 7B, KRBT T — R e EMN
IREERDZEOMRBETLHANE L, AEEREELE
5 HBEIFEL TR,
k. AHF— N O OISHEIEX L, % 5 R OEMIE T T
A V==V FHEOE MM B U Y AFRIRAT T RRTERAN
W75 7 Ak (NI-proBNP)  (<1600pg/mL. >1600pg/mL) % [&
SERNE L T B Cox il N — REFLTHEE LT,

ZHEE MR o BIE 8 BB LS. AR K BE T51. 35%
(B7/11141) | =FF 7V LREET31. 25% (35/1121) TH -
T2 B2 BIVE RN ME CRAIRET. 12%, =5 T 7 U LR, 46%,
PAFIENE) . @k Vv AIE (7.21%, 7.14%) | BHgRekEsE
(6.31%, 7.14%) Toh-o7=®9, [5.1, 5.2, 7.1, 7.2&M]]

W) TV T o BB REREE LT AT v v A
FHEFEPUIRZGEMLL B SN TV S BEDPMANFREE Sz,
1#25) OEGEMARMEZ G2, UL 23 100mmHg A5 0
B3, @eGFRAY30ML/min/1. T3m2Ri O BFH . @MLiE A Y v LEH
5.2mmol/L (mEq/L) %8z % BEIFRIN ST,

736) N TEARESNI=TF T 7 U AORIER OCHEIES~10mg% 1
HIET® 5,

17.1. 3 [ERRILFESE 11/111 #H3A5% (PANORAMA-HF SR, —&FH

UGN
LI HERR B PR BT & D /NS M LA R BETED (k1 A
~ 18k A) 3774 (HARANI2BIZETe) ZRRIT, KHIL
H=FZ TV VARG L, BIRA N b JEIR, BREEIR
BE X ONQOLIZFE S < A FMiTE H (Global rank endpoint’®)

ZHWTE T F 7Y MK L ARH O FAXE Y 70 20 2
FRIRAYE 2 (e 1 A M | AN N =L B A Wi 3

el L7z CAKIBEISTH], =FF 7" U )VREISSH]) , fHA A
D N T PR 0> T 70 FERE RIS RS M O 5 (AR RE34. 22%

TFZ 7YV VEES2.98%, LA EINE) | FHEAE L E
(15.51%, 15.96%) . JeRKMELEE (11.23%, 15.43%) | L
Mige (10.70%, 14.89%) Tihot-, Ei-, HHAME LT, 7
VORT U VBB RILER I T VAT o R
REEPEED B S CQ - BEEI S I ARAIRE92. 0%, =FF
7V VRS, 1% 5 SN TV e h o o BB B T AHIRES. 0%

T F TV EEE. 9% Tdh o7z, AH| (0.8~3. Img/kg, XIF50
~200mg) XiE=FFF YL (0.05~0.2mg/kg, XiE2. 5~
10mg) Z 1 H2MHD, FAMEICIE U CH208 R T B &
UHRGEPAORIITE) & Cli L, s20AM B Lic, HAE
JHE O3 Bk L TR TRV S T IE UL —IF
W E e U, AR B AT A KR A ki 5 L 7c

TEEFlIEH & L7=Global rank endpoint®pifglL, FTED
LBV Thot, KEFEOTF T 7V N9 D BT

MEES e ol
Global rank endpointDfEHTHE H-
MWP MO i
(95%EHE X ) (95%EHHIX ) (E )
(0. 47, 0.58) 0.72, 1.14) 0421

MWP: Mann—Whitney probability (=3 A v b =—HE3RHEEH)
1E AAN K DIEHEZ T 2BE OB BRI L D iaHE =TT
W X W By (Global rank endpoint CxEFe L 77 B bR Ay HGE FE A3
BV AREE & e 2R OHEE L, AR TIE T > ¥ MR OEIELE
i —7 (6rRLh L18mEATM, 2L FomEAT, A%1H ALl 2
IANM) S ONYHA “RossB¥RENH (2 ZAL/I, 7 5 AM/N) %
JEARTF & LB EOMPOMEF L L TEFR LI,

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

%17 VB DU OB IE4E R 7 )V — 7 K ONNYHA RossEEBE 45 38 % &
BT & U7 BRI Leoxonl BRI FlkE (HEANERS (Ff) ) . &
PREEFNZ S5 2 JE BIWi L coxonllEN FfRE OFE RN FE TH S, 032
42K @ Mann—Whitney it 38 O sl E(H230.5 X W K &Z Vv (Mann-
WhitneyA v RGHEEMEA L L D /ANEV) Bh =F 77V Mgkt
LA ORISR ENT L MTHZ & & Uiz,

Global rank endpointZA#Rk3 5 BT 2V —RDOYERE I

MR
AFIRE 77U NEE
(18761 (188%1)
n_ GEMEE
HFa)— 1 19 (10.16) 30 (15.96)
HFE)— 2 18 (9.63) 9 (4.79)
HF =Y — 3 20 (10.70) 15 (7.98)
HTFA)— 4 45 (24.06) 57 (30.32)
=D 85 _(45.45) 77_(40.96)

" EEBREG IR AR Tk LRI, BRI
RSN HEARC MRBAE L THT I —1IHEHIND,

L, BRI S PRI LY BT T Y —10A
A bR SRR PR Lo iR iE, b7 ) —liciE s Eish
P EERTRICET 2 EBREORBICHESEHTIND, BT
Y — 1RO FE SN 720> o T PR O 4% 55238 % ONYHA
Rosst¥RESr ¥, PGIS M UPedsQL?D RHIfE I Last observation
carried forward (LOCF) JEIZ LV #iEd 2,

SRR oo 4 R AR T 1 ARHIREC26. 74% (50/187
B . =FFFYILEET28. 19% (53/188%) TH oz, Fi
BEAIARME CORFIEES. 02%, =55 7V LEET. 45%, LA F
[FNE) . ZEIPED FEv (4.81%, 2.13%) . B (2.14%

1.60%) . EHéReREE (2.14%, 0.53%) Tho7=9, [5.3,
5.4, 7.1, 9.7. 13H]

7)) NYHAUEEBE D HEASTI~TV (6%~ 18mEAi) X IFRoss/yFEANT
~IV (6iEAM) OBE THRLENERD LEOEE, LVEF)340%
DAF . UTAE ENBRIAGER DS 20% LA T GRERBAGATE . T ZHh45%,

22. BRITE ) AN AIRE L S, DHULE AL ESEED
BT O OO E 2 A 3 % B, @RFITOPATEN:
P S EE QWS (KBRS, BMENIRS UE =R Fp) M, 35
U < AR A i MK BATE WIS KBRS BASE 2 B 2 . OfE
GEEAR LT 2 A9 | ST U0 i 0 46 i 31U B L 7 IS0 1
[ED FAL5%5 74519 A, @i 77 U 7 A f#i436. 3 mmol/L (mEa/L)

TRz 5 RE BRI ST,
8) ERA v b GEL, LIBBAAH#EY A b (UNOS) ~D gk,

HEBR SR ORI B O M BEME) | DAL OHE, NYHA Ross




BgRE oY IE, FIEEFICBET 5 A ORISR (PGIS) | K OMHHERS
HQOLFEIE (PedsQL) DHAHEHE N A A NS E | HRAY 7 B
EO@mVIEIZBH 250D H T 2V —I 2B L, FEH
THEETHIER, SAT IV —ONFIFIUTO LR,
AT Y —1 BB, INOSD AT — K AN B SR T ZAUTHEY
BRBRHE T IR AL fERF O 72 0 LA B A T0MiEe (VAD) /ARA4 AUs
ALJti (ECMO) BERRIIASK KRENRN N — 2 R 7 3L BE
AT DY =2 LALOEN (OAEOIEFER AN TR R A5
{LDFER L OARE) . H T =V —20F & HICESEE O EWIES, 1CU
SOABEIRLEIR S O, ICULSA~D ABER L EETe b D, ABi % &
L LW OICHisMb, BT S,

*D ROV T D IRFICITARIE, mAFILIRESE, FIEHE, 5h
DIEDOFARN Y-, BEERAB) UIAB R B) O Bttt (BRI
WOHEHT, VAD, ECMO, KEYIRN /S V— AR 7 B HASE) 28
BEND, BROFEOHE T, FIURIEDFHE S FHERFFLD50%LL
[SRY: B WAV A i I S AR Y e W = B R

717 =Y —3~5 JIEICNYHARossHERE /Y IZPGISOEA, NYHA
RosstAE /) $E M OPGISOZE (k78 L, NYHA ~RosstBE /0386 X IFPGISD
WE WL EZR L)  ZEORENRE DAL & 5IZPedsQL
DY RBERE R A A 2 AW CIR— A 7 2V —NCTONENLA F ZA4T

9. WIER G RRGHIEEAUC B D _R—R T A L DIl
H9) =F 57V ANO/PNE~DBISIZENKRERTH D,

(EMmESE)

17.1.34 BN 111 R

TRAE XV E S0 00 B A AASREME: & i B 116 1451 (7212
M EAE & W S 7o BE 3G, Al EREORE L &2 F T 5 A
H1158fHE4D) A XfG1Z, AHKI200mg, 400mg, XidA /L AW
B 20mgE R L, MERNR A MG D Lk dkE, 7o
2 2E ZEERIATHEM LB & e Lo, 7 v & b,
TR B MR TIIAHI200mgl B 1[E], AFI400mgl A 18] (A
#200mg1 A 18] 2 138 M # 5-# 12 400mg |28 ) S AL A 4
Jv4 2 20mgl A 1A A 8 M & L 7z,
FERGEE & L7588 (LOCF*) 0> SER AL 1] 1.
EDOR—=AT A inbOEE (B Rl (R
7)) 1E, AAI200mgBET-18. 21 (0. 702) mmHg, AL A P Z
> 20mgh¥ T-13. 20 (0. 700) mmHg T &> - 7=, AFI200mghf & 4L
AL B 20mgHEDORERZE (B ZF e EEE (R )
1%-6.01(0. 99D mmHg TH V. AH200mght TOA /L A YL &

> 20mglZ %3 2 EEME S IREE S T,

* LOCF : Last observation carried forward
e 58 s D S NI E D_— R T A 96 DAV B
BeGHE ST (mmHg)
(n=f1%0) U PRI
5 Al VAP NH s 2l T ALK
AiE > 20mg (2 %F HiffiE > 20mg 2%
T HREHES T BRI
AF 1657.7 |-18.21 -5.01£0.991 94.3 |-7.76 | -1.85+0.571
200 mg | + (-6.949, - + + (-2.976, -
(s 6.89  [0.702 3.061) 9.38 [0.404 0.730)
p<0. 001%
A 158.4 [-20.18 —6.97+0. 993 94.8 -8.79 -2.89+0. 572
+ + + +
400 mg - - (-8.922, - R (-4.008, -
(s55) 7.29  |0.704 5 025) 9.76 |0.406 1 762)
4 v A | 157.6 [-13.20 - 93.8 |-5.91 -
Pz |+ + + +
> 20 mg |6.77 |0.700 9.65 [0.404
(n=389)
PR« S AT e

IAbEE, AN AP IVH L 20mg (TR D RERE
& L7z ANCOVA BT /M L W B Ui/ h—

7%

0

R R T A A IR

SREHIE (LSMean) = AFHERR

PRI 95%(= 45 i

HA TS UEC. 0512 33 < (R E Ok,

maSBPOETALE (FHE) (mmHg)

AFN200mghE TOF L8 (LOCF) D24W5[] H FATE) THIE
2 & B EHEIAME  (maSBP) D_— 2 T A b DZEAL
B CEYME) 1%, 24BFICh =2 T _RCORER T, AV A
LA L 20mgREIC LR TR E o T2, AAI400mghfE D L EIL
1F & AL OB TARRI200mg T LR TR E Do T2,

HHH”* 1»% H“,};
I i B il H% i I
i ¥ P i8N (! LE P
Ei31 ) 6 7 8 9 10 I 12 13 14 15 16 17 18 19 20 21 22 23 24
B5EaANME (1A
5.8 OmaSBPO L& (CEMHE) D24RFRIHER
CEEIfE iR E)
TR O BRI 5 BUBE B 13, AR HK1200mg B 4. 7% (18/387
i) . ARHFI400mghE T4, 4% (17/385f41) . K ORA /L A P&

20mghE T4, 4% (17/389%1) T -7z, LRBIERIL, Wizt
F U (CKAI200mg 0. 5%, AKI400mgiE0%, A /L A H /L & > 20mg
BEO%, UTFREINE) . My L7 F ok ARFF —EHhn
(0. 3%, 0.3%, 0.5%) . IfJEEF (0%, 0% 0.5%) . @AV
7 AIMAE (0.5%,  0.3%, 0% . ARACEEDFEV (0%, 0. 3%,
0.5%) . FEMEDEV (0.5%, 0%, 0% . ZDFEE (0%,
0.5%. 0% Toho7cD, [7.355MH]

H410) Fr7o 2 @M ESE & 2 S B - BLE I B AR K ORI
) BH A e 0D S XA AR ISR B9 1 23 9 S 150mmHg LA 180mmHg A
il D B

M EEOYE AT T 28E : A7 UV —=v 7 0h7k & b4
A DREESE O 5% 51T T b7, BIEZHBIAARE K VA BB 45
1R 0D S 2 AL B8 L = 3 VD TR b 150mmngL180mmHgﬂ%7#j®%
Fo, FFER7 U —= 0 ZEiAER LA EEEAZEH L TEY

T P57 19 R A 1R TR 7 0D SR 58 IR 0D S 45 A2 (87 S 391 1L 2 2% 140mmHg LA
180mmHg A . 7> D VR I BR A 87 0 S48 AL UGHE H 1L 3 150mmHg A
- 180mmHg it D FE

18. FEhEE
18.1 fERAE

VA < NI V4V % 2 SV = St/ <l NI A OV 2 4
VICIREEL T, EhEnAR T Y T4 vy (NEP) KOYT Y
FT N EATT (AT) ZREERET D, 78R
Nk, = A7 7 —BIC L VNP FEOIEMRTH D
WHRMITE B SN D, NEPPFREIL, MmAF LR
ER. FIRIEH., L=y —T7 oA Ty —T7 A RRT
% (RAAS) HIRIMERL . ZREARRR IR L ORI ERIER

FURMELIER . RO L R AT 1 U AinElER #6357
MU T LRIRASTF ROERTTHEICHET D, S L& v
DAT ZAEEETUERIZ, WA, B U 7o - (KT

sacubitrilat



B.ODIER, EOVbiE Y =5 ) /B
HAzbizb1,
18.2 7 FUDLFIRRTF FRREURAS 209 5 4ER
18.2.1 DEMEF R U U ARRSTF K (ANP) ZRrbisfiE L
727y MY 7 E R U ALY L AR HEEREOERE L
7ol &, AERGFIICIES ANP JRIE EF- L7z #9
18.2.2 IR+ MU U ABFBIFA X7 € MU ALK
EROEE Uiz & & IR B OXRRE & ik LT
HE A mBET cGMP 2 o ER K MR 7L AT 1
VIBEDR TN BT 9
18.3 FIRVEH
18.3. 1 AMEHIKAEFELZT v M2 E R Y L& |
“HBNEE LS X, ANPEESICXBRYFRY T A
PEI VAR G- O 5 HRRE & el L CHE IR S T
#Q
1&&2E%4zmwwmuﬂm§ﬁ%W&5Lt&%AW
PG XL D FIR K ORBF b U &7 APE SR 5 oot
HRBE & Pl U TR RIS IR S i 2
18. 4 LER AR KN4 A
TUOAT VI EN LTCHEREIND T v MR
AERIL, sacubitrilat X OV LY L2 U HE 51T X 0 Hif)

X3 D HHI R

shje
18.5 iRiL/ERA
ToIOFTr I EN L THERSND T v MOBRHESER

oo Z—4 U pEA T sacubitrilat L OV VYL 2 D fF
FAEEAZ L0 i) S iz
18.6 FEE/ER
18.6.1 E RL=V RO T v UFTF oy ) —F U e
BALIEATNVEN T A 2=y 7Ty MY ZERY
NIV R REREAORS L & & ARRFEN
5’4—J—'f/}:ﬁﬁ 7)\ [ &’) Bﬂf’ %23)
18.6.2 @l EHRFAET » R &7Eb9wﬂw%»&y
Z 14 BERO®RE Lz & /L2 o % Bl
5 U7 xR L AR OBEER RO b 220
18.6.3 Dahl BI&ZMT v MY 7 E R U ALY L EZ
Z 14 HERREROFEG Lz L& LY L2 o & B
HLU7oxHEE L 0 b A BRBEEFERANRD Hiiz 229

19. BHESICET 2BIEZHME

— x4 A
FI7E R ALY EZ T B Y T LKF (Sacubitril
Valsartan Sodium Hydrate)

ae==2
Monosodium 4-{[(2S, 4% -1- (biphenyl-4-y1) -5—ethoxy—4-
methyl-5-oxopentan—2-yl]amino} -4-oxobutanoate —
disodium (25)-3-methyl-2- (MWV-{[2 -(1/#tetrazol-1-
id-5-y1) biphenyl-4-yl]methyl} pentanamido)butanoate
(1/1) hemipentahydrate
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22. @
(T VLR F§E50me)
1008E (108 (PTP) X10]
(TY LA F§E100mg)
1008E (108 (PTP) X10]
50088 Ui, /37 ]
(TY LA F§E200mg)
1008E (108 (PTP) X10]
5008¢ [108E (PTP) X50]
(T LR R EE/NNRA12. 5mg)
T T VR ER30ME [ e ARG ER 1008 (PTP) X 3]
(T LR Mk EE/NNRA3L. 25mg)
T T VR ER30ME [ e ARG ER 1008 (PTP) X 3]
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1.1 BHRE XTI DZR, WO BIRE ST AT B E T AV DL oo, 3
1.2 IHEE SUNTINFE D ZEDFRTEARIL ..o 4
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1 MEX LN RDOER U Z D& ER A

1.1 BRERFHRDE, MUISHRERIIBHRICEAET HIFEDE

4. THEEX XX R
(Tsstez B E 50mg - 100mg * 200mg)
A
TBPE A4
772U, BHOAREOERER IR Z 2T TV D BFICR S,
/MR
1BPE A4
(T te2 b E 100mg » 200mg)

7 I

ChrfkgE/NEH 12.5mg + 31.25mg)
/MR

[BPELT A

5. e IIZHRICEET 58

(BRADEHLAA)

50 KFNX, 7o oFdT oy UEBEERAFERXT U T v TR FE RS 580
Bz 5T L, [22, 81, 17.1.1, 17.1.2 ]

52 TERIREAE) OTEONEZBE L, BARBRICHAAN DN BEOYE R (RiFE, A=
BRH R A ESS) 240 C g L2 BT, BISHREZRIRT 2L, [17.1.1,
17.1.2 /]

ChROBHELAS)

5.3 AR GBIERNC T AT v VMR RIAER I T AT o T ARSI
ARG SNTOVLHAEEZNDOFEFNGE D L, 5 S T ARWGEEITEE OREE
AR LR LA EEICEET S L, [22, 8.1, 17.1.3 B

5.4 /NROEYEL RO 53 7 HEk M OB A A L, TERR AR | OIEO N K OB
REUCHHAAN DN BHE OF R GEREEC LA LORRE, gink, DOUFEInES%) %
oy icEfR U ER O b & T AFIOE G A EY) &k S D BE I LGl & R
228, [17.13 5]

(i L EAE)
553 WELRMEKTOBENERDH Y, JFAIE U TARHZ SRR OF SR L L
Z

(TARES - IBRC, HUHAR - HIER)
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1.2 PRER (IR D EDEE R
LCZ696 1%, TMEMEOAR4e 72720, BYEOAREOEENRIBFREZZ T TWHERFICRD, |
ZANRE TR & LT 2020 4F 6 HIZAR I 4L, MANEBHEOLAROEREESE LTEH STV,
INRAB MDA T D LCZ696 DA ZME M OV MEX, A% 1 o A DL Lo/ I RE R &
(LVSD) 2 X 2/ EHELA2BHE 255 & Uz EREE LS I AR (B2319 iR, LLF
PANORAMA-HF &%) KO DS # (LVEF) OIKF L7044 (HFrEF) B#H % %4
& U7 AMESS 1 AHRER (B2314 3R, LT PARADIGM-HF #BR) (235 & 57 L 7=,
PANORAMA-HF B TIZFIZUL FORER P RSN (2.5-6.2.1 3H)

o EEFHIIAH T& 5 Global rank endpoint (FETC, LaA X1 b, JELK, FEEEIRFE K OV QOL (23
DL SOOI T T — AR ER L LIEEEGFHEEE) 1225\ T, MEHFNICAEET
X722 o2 b DD, BIERINC LCZ696 BED TN+ T 7V LB L D LN TV,

e Global rank endpoint ®NFRTIE, ERRIVIZ LV HEEZR Category 1 BET, DMEREAERE Y A K
~OEGR, S SUIFRARBY O BIVE) A N2 F3GR O bV #ERE OEIA I,
LCZ696 BED N TFZ 7V AREL U L& -T2,

e NYHA ~Ross #%8E %7 %8 M O Patient Global Impression of Severity (PGIS) TlX, "—R&F A
D 52 WRFDZAIZOWT, WL bICHEILE L TV LHBRE OEIENEm <, &G/
RHZ T A DD o T,

o WRBRE WIS M OMEEE H A2 X D Pediatric Quality of Life Inventory (PedsQL) A =17 (DX— &
TA 0D DOELEIE, LCZ696 #£ Tl 36 1 & U 52 MR ICER KIS E IR D & 5 e/ NE L &
Z EE->TEY, XR—=2F A 050 QOL DWFE N L=, =FF 7 U LB TIREER
FICERO H L WE T A DR > T,

T, LAREARAL F~—H—D—>Th % NT-proBNP fH DR 72K T N ERECTH B LTz,
NT-proBNP E DK FIFZ/MNEE OB A T—EH L TEY, /WNERORKA & b I2 NT-proBNP fEDZ AL
B EHIRA X MEBLY 27 L ORI EME R A NI Z L%, NT-proBNP 27V v o
NA F—J— & LT HFEF B3 CHENL S 1172 LCZ696 DEGIRIAS R 7 o« b Z /NI ML
AEEEIIMET L 2L IIRYTHDL EHE 2T (25-621H)

B OENAMERRBR RIS E, LCZ696 O/NRIBMELARRITH T D AN R STz,
7%, BATIE, LCZ696 DFH-x5:1% ACE FHESE T ARB, BilMr3% 2 & TR ERTIEFE A3 72
Eh, REOZE LZBEETHLIOIZKL, /NETE, ENT/RNUEMLAREICK L TRR S
AN <, RAD X O ITHEMERIRIR 2 T TV D BFICIRET 2 LT RWEB X, BHEX
VBRI &N A 50T TRRE LT, £72, 1idRim O#ERE 13072 < (LCZ696 DA 51T
THBREILS &), TNHOBFITEIT S LCZ696 DA SIS W TRl 5 Z L IxR#EECTH
ST Z D, BERIL 1L EE L, HIEAOCHEOH TZEDEAFLH LT,
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1.3 PREX IR ICEET HITEDEDR TR

AN TIE, LCZ696 ¢ H-REDARIMIESE DR EL Y R 7 73 ACE PHESK 1L ARB ORIV D & 5
FLD BANRRERO2VEE TELS 2D REENRE X b2 &, £7- ACE [HESK L ARB O
TRIRDO 2D HARNBYE LR RBEITBIT D LCZ696 O GREBRNE LI TR 7o Z L&D,
LCZ696 1% ACE BHFESE X 1X ARB O FIHAWRIZ L 0 AAEMIS R S/ BHIZ, ACE BHER T
ARB b0 2 THRET HFEH L STz,

—J7, /NETIE, ENT/NEEELARICH L TERRESNEERIT 2N Enb, RAD LD
|2 ACE fHEI L ARB 220 DU 2 ZRiik & 775 2 LT CTidZz <, IREHES BRI S22
N MRV EEZ HivD, PANORAMA-HF FRERIZIUVNT, LCZ696 #E T 154 (10%ATM) & [R
HiLd b DD ACE [HEFHK KLY ARB ORITAER O 7 WEE DA AL S, ACE FHESK L ARB
DRNEROAEIZ LV AEFZORBEAICKREZ2ENTRD N olz (2.74-53H) 2Lk,
PANORAMA-HF il CT/r S 7o/ NRIEME OAR R BEIZIIT D LCZ696 D22 MElX, A NE M LA
BLMRFERTH-TZ LD, /NETIL ACE FHEHEIL ARB 25 S TWiWEE 2 &5
SRICED, BEOREBLZBZL, HEICEREGET 2 X OEERE LT,
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2 AZRUVAEDER VT DR ERHL
2.1 iR UVHEDE

6. HERUVHE

(PBPE LA 4)

WE., RAIEY 7 E R AL L Z L LT LR S0mg ZBRfGHEE LT 1 H 2[RI O #
595, BEENRD LN DLGEE. 2~4 B ORI CTEMRIZ 1[5 200mg F THET 5, 1
[l 581X 50mg, 100mg XX 200mg & L, WTNOHEGREIZB TS 1 H2EREOEET 5,
B, BREMESC CEERET 5,

MWE, Lm Eo/NRIZE, 7RI AP AF L L TTEED EBY REICE U B
MEE 1A 2EEO#E9 25, BRSO LN 5A1E, 2~4 B O CE MR B
HECHET D, ol AEMEIS U CGHERET 5,

RIS T D HER (A [FlEE &)
K BA4G = BWEAE | 2 MEHE EAZ ] &
40kg i 0.8mg/kg 1.6mg/kg 2.3mg/kg 3.1mg/kg
40kg L | 50kg Ain 0.8mg/kg 50mg 100mg 150mg
50kg UL I 50mg 100mg 150mg 200mg
(I i)

WE. RASETZ E R A2 L LT 1 EI200mg 2 1 B 1 EERO#HGT 5, 728,
Fliin, TERICE D BEHEET 523, ARG EIZ1FEI400mg 2 1 H 1FEET 5,
(TS - 1850

2.2 AZERUVHEEBOEDRTEN

2.2.1 XKEORE - AEDORERML
T TITAR SN TV D KEO/NRIEBMELARRICR T 2 HiEAOHEIE, Table2-11I -7 HESL
IFHEELTIH2E®REL, ZRENEDOSNLGEIZIEEAEE T T »LOTHS,

Table 21 KEDOHRMXEITHITSHLCZ696 AE (1 EIEER)
R B A H = %2 HE HiEH &
40 kg A 1.6 mg/kg 2.3 mg/kg 3.1 mg/kg
40 kg LAk 50 kg A 50 mg 100 mg 150 mg
50 kg ULk 100 mg 150 mg 200 mg

FHEIE 1 B G &, KIETIX LCZ696 IXALEAl & L TibnTW\Wa 7, BEHREEAKS (7 e R,/ N
NYNE ) ORBENFRENTHNS (B : 100 mg 1% 49/51 mg) 78, ZZ CIXENEZICEDETRARL LT
For Lz,
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PR OVN R DA B it & LT REEMfRITIC K v, s A OIRRELLE (DCM) %
££ 5 HFrEF 83512 LCZ696 DHELEHFE A& (118200mg, 1 H2M[E) &5 LzE & &, LVSDIZ
& o/ REME LA B IZ PANORAMA-HF SBR THWREH 7Y o BIFEHE (1 [ 3.1 mg/kg,
1H2ME) ZEE L7 L XOEFRIEIZEIT S sacubitrilat X VS L4 o OlgEiR & I3 FRIRE CTH
HTEMNRSNTE (253.1.15H) , Fiz, HYED LCZ696 ##5- L= L X, sacubitrilat X /3L
Yoo b7 7 RE L SET NT-proBNP OIREE-SOGBIFRIL, ANEEHLH L/ NEBEEHT
—HToHrLEZONE 2532H) ., 1oTC, KM EO/NREEICHT 5 BEHREITRARE
BT MR E S FREORBEENMHFTEX 5 3. 1mgkeg % 1 H2[HE L, PANORAMA-HF i
BRCHW - A E#EIEICAE Y, PR, B E, ROBEMELZ T Eh 1.6 mgkg (ACE
FHEESK 1T ARB TIRIE STV, HHWITEHETIHERF OBRE, ROEEOBEEREE
EETOHRESEORELBE TIT08mgke 5B L T 1.6 mgkg [ZH &) , 2.3 mgkg,
3.1mgkg (1 A 2[E]) IZFE LTz,

L L7, IREFREOFIEMEELAZZBE L, AlRERRYZ OEFTHREHTZV OHEICHED
TFHEZBIERROGER ZH N CRERREE T 5720, LTFEEE 272 FDA & Ot LS %,
RE 40 kg L EOBFITH L CXBEEHEZRE Lz, 728, BRAEELAESEE TIE, (KEIT
LCZ696 $:5-% 0 sacubitrilat & OV S/LH /L& D PR A LT, BREBICEKRDH 5 HEE KT S
W EEZ BT (1.13.1-1-2.72-323 H)

o {KEE40kg LA L 50kg RimDHEE 110 50mg, 1 H 2 ETHREGZBLEL, 11E 100 mg ~
OWHEZRT1[E 150 mg FTHEET DS, NOHORFIZSOmg 2HE5T25L, KEDH
7= OoHE (1.6 mgkg) &HATH 22~37%KW A (72 & 1% 40 kg DEFE TIE 64 mg
BHETHEZA, 50mg X7 D 78%IC7%Y) , 100 mg [ZHEZIXAESH Y OHE
(2.3 mg/kg) & HARTR-13%~+9%DHEFHTH Y, BEHETH S 150 mg TIEAEED
720 OfE 3.1mgkg) &HRTR-3%~H21%OFPE L 720, Z OKREIEDBE TOHK
HG&El3A7e L BEMEE ETHD LT BR0,

o {KENS0kg UL EOBE 1E100mg, 1 H 2 ETHREEZBHLAL, 1E 150 mg ~DHiH
ERCHRADOBERETHS 17200 mg £ THET S, 200mg (X, 72L& ITAKREN
50kg DRBEFETIXEREDHZV OHE 3.1mgkg) ICHESEHEH L-EEE 155mg &R
THI 29% A8, 55 kg DEE CIXMAEIZIS U2 58131705 mg TH Y, £ 17%m0
WZEEE D,

222 ERNORRK- REOREHEN

PANORAMA-HF ik (Part2) O HAAN/NEEBFE (64) 12, LCZ696 % 3.1 mg/kg T 1 H 2 [H]
Beh L7z 2 0EFIRIEORTE R (AUCtau, Cmax, %O Cmin) OHEEEIL, FERAAND/NEHR
FHHEMEELLTRY 253.1.1H) , £ o) 27 1 3EFHEAfEEEz 652 L (2.5-6.3
H) , HARNEEREERA & IR ARNERERA O RYEh 8- B2 vy (1.13.1-1-2.7.2-3.2.7 IH)



Novartis Confidential Page 8
CTD 1.8.2 e - ;IR () , A& - BE () RUEDHRERN LCZ696

s, SAEO/NREE LA RICKTT A RELROCHEE ARANCHEHATE L EE X, 22
L, SETORRNEM AT T 2 — A7 HEIT 11 100mg, 1 H2[EITHDHDITZHL,
ENTIE1EISOmg, 1 H2BITHLHZ EEBEL, ENO/NREMELARITTT 2 HELOHE
ELTE, T XTOREITIY —THELD & 1 RV BRGHELEMREL, LVIEHE
MHBRMT D2 & & Lz, £72, BAEFRER, AANTEEOREBIZIG U THEED G 2 EE | 2H
Wi 22 LR EER, AFERROONDGEICEEMHEE CHE, AL U CHEER
BERE L, WilEI7EIC oW TIE, PANORAMA-HF B CIZAAEMEICIE U TR B/ Z &
I HFETH o7, EBEICITLVERICEEINTE (274-122H) ZEx2BEX, AL
[FERIZ 2~4 M THEE T2 & & L,

223 FEATAHHAICONT

KEHZY OFETORGRLEZ/NLBE TIE, 7B ABIRBOFICH LS 3.125 mg %
BT DRIE DR 2 Z N EH 4R O 10 R > & Tk i/ N 12.5 mg KO8 31.25 mg % i 7]
T2,

BOREEDFERICH T2 - TiE, WAIFIZE R T HRIHEA TCOEACHEFEIZITDT, 2 HEO
BofkEE/NEH (125 mg XX 31.25mg) OMAGHOE THEKTELOHET, KEHIZV OHEIZ
KEOXHEM LIRS E (FEISCEEGRE) CRHVIIVWHAEZESGT 5, 4 &£ 10 DMAGDLE
IZE D U EDOTRTOMENIERTELZ 00, 8L E, T72b5 25mg (3.125 mg % 8 ki)
U EOREITFEE 2R (625mg) ZEOMEFEL Y, FEIDE UK E &L X TEYFN
[FAEMEDFFRIRE S D £20% % K& < THIZHFHTHRETE 5, —F, 25 mg KD &I
12.5mg ChikEe/NEA 125mg % 1-9) XX 25 mg ChofREE/NEA 125 mg & 22) oWk
B35 L2 bl=®, KREIDSUEEGELE N TE20% 2B 5 EEENE L HHGE1H 5,
L LR b BE RSN, 2, EENSELDIHETYH, Table22 IR TEEBY, (KE
R2kg L ETHIUTOT O EBIREIZIS U7o &G & & TR 30% D% TH Y, KE 12 kg
i DBFIZHB OV THE 1 HE (1.6 mgkg) LUEITK 30%DO&HiFE CHEAETH D, LoT,
BoREE/NEH 12,5 mg 3 31.25 mg DFAADORIZ LY KESDBE~OEENAREE Z 2 5,

REE 12 kg A D BF OPMAHES, KREIS UGB ERDREE TR G TE 2 AR L 0Tl
INRE BLREETHRUEDEE LW EE X SN L561E, BUKREEZ Mk L CHRE UK L
TR %G T 5, £z, RRREED AT TERWIGE R OVNEEIL ORRBZIRDREEL BT 5
FTOWIM b RIS PEAREE 2 i L CREG USRS LA 2 & 57 5,

DX oz, KEsmyo/nNREETIE, ERMICRREEL AW TARIZ G35, 72720, &
40 kg VL E 50 kg RGO 1 G H &L, K OMKRE 50kg PLEOBRFOT X TOHEIZONT
1%, 221 HTIHRA LB 0 IREFOFMEME L ZE L ZBEEHELREL TWDHT728, BEIARESE
DFERLAMRETH D, £z, T b ORHK TG TE 7eWHE IXBEKGREE D - g L7
A Z T 5,
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Table 2-2 AREEAW-RE
BA4d & 551 WG & o5 0 I T SRR
(LN (0.8 mg/kg) (1.6 mg/kg) (2.3 mg/kg) (3.1 mg/kg)
(kg) L ORDRERIC X B L HRIRSEIC kB R L RDREEIC X 2 AR L ORDIREEIC kB R
H & & H&E H &
H G EG* HG* EG*
12.5 (12.5%1) 12.5 (12.5%X1) 25 (12.5X2) 31.25 (31.25X%1)
9 7.2 14.4 20.7 27.9
174% 121%
12.5 (12.5%1) 12.5 (12.5%1) 25 (12.5%2) 31.25 (31.25X%1)
10 8 16 23 31
156% 78%
12.5 (12.5X1) 12.5 (12.5X1) 25 (12.5X2) 31.25 (31.25X%1)
11 8.8 17.6 253 34.1
142% 71%
12.5 (12.5X%1) 25 (12.5X2) 31.25 (31.25X1) 37.5 (12.5X3)
12 9.6 19.2 27.6 37.2
130% 130%
12.5 (12.5X%1 5% ) 25X
13 104 ( ) 0.8 25 (12.5%2) 209 31.25 (31.25X1) 103 4375 (31.25X%1
120% +12.5X1)
” 12 12,5 (12.5X1) 14 25 (12.5X2) 322 31.25 (31.25X1) 434 43.75 (31.25X1
+12.5X1)

* BDREEE W HEOEREIZS U AEICH T DEIE RN 220% 2 B2 55AI1ICFEZ AR L, #30%DFiFH Tl

HATRE AR FH B2 ST, P TE R VWHEZIRAME)NT TRT,
1 DR ENT 8.71 kg (Zr¥) X% 9.28kg (H¥)

(ZAETBE LR RREERA  FhL 22 4F)
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2.3 AERUVAERICEEYT 2IBDOE

7. BERUVAEICEET 5FE
(PEPE A4
7.1 WOBFETIE, BEORBEZEERBIEL, MEOFGEZEEICHETLZ &,
o EREREMETE (eGFR 90mL/min/1.73m? Aii) Db 5 MHE [7.2, 7.3, 9.2.1, 9.2.2 ZH]
o WEEONFHRERT (Child-Pugh 0B B) Ob5EE [7.2, 73, 9.3.2 ]
o IMEMERVEE [7.2. 7.3, 82, 9.1.4, 11.1.3, 17.1.1-17.1.3+3712 B ]
7.2 RFNOHET, BRRBRCHWSME, MiFH Y v AME K OB HEEEICE T 2L F o5
EHHZIIKREFT 228, [7.1, 82, 17.1.2, 17.1.3 ZH]
A DB ERER TR B U7 B B o S

JiNEs JEGEMEARINE 23 A H 303, IHEH M)+ 2% 95mmHg UL
MmiE» VU v HE 54mEq/L LL'F
B EE eGFR 30mL/min/1.73m?2 Lk _7>> eGFR O1E F A 35%LL

% 1 [8] 50mg 75 1 [8] 100mg ~DHEIFOILAETH V| FRKABR TIIWTHoEE iz 988 034
HATRE & ST,

/NEDEEERER THW S E R o JL U
JIINES IS 20 af 1 23 LA R DR
< 1Ll b 10 AR © 70mmHg 42 x4 5
+ 10 UL E - 90mmHg
MiEH Y 7 LE 54mEq/L 2L F
R BE eGFR 3L FDAELL A3 eGFR DAR F A3 35% AT
- 12 » AV E 19 » A K - 31mL/min/1.73m?2
- 19 » AL 19 AT : 38mL/min/1.73m?2

X HFEHEICENET 2 F CORBRBOMEBROLETH Y | AR TEIWTNOEE bz 88
PHEBERREL ShT

13ROI, T OFT o BRI ER LT VAT v v T SRS
HEINTWLEETIE, b OHELHEN, ROBEOREZENE 2| Ei2E &
PR L2 aicid, B L EN RG2S 22 b TE 5, (7.1, 82 5]
7.4 BREENEAZ WG T 5581F, U TORICERETLHZ &,
o AR 125mg & L, AEKOHBECHE LG EICROITVHRE22 K
9. kpiREE/NEH 12.5mg & 31.25mg A G CTHRETHZ L
o NTVNIEBTHDLI NS, W N T LEHET RENORKEED %2 25
FETLHZ L, [1422 ]
(e IfL A )
(&)

(FHRED - B850, BUERR - HIBR)
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2.4 RAZERVARICEET 2 TEDOEDHTERL

AN & EER, DNREBHEOLAREBEICBNTS, B#EREEE (eGFR 90 mL/min/1.73 m? A&
i), PEEOMERERERE (Child-Pugh 57 B) K OUMESAMEWEE IS T 2561201,
MJE, MiED Y 7 AME R OBEEES O BT ORELZ HCBET 20ERS 5, BEEONFHRER
FERESORGIEIEZTHL, INOOEEAFET 5 BFIIHRBORMIZIESERELTEHY,
PANORAMA-HF il CT/r S 7o/ NEIEME OAR R BEIZIBIT D LCZ696 D22 MElX, A NE M LA
EEHRERETH-T-Z LD, RUEREZEAT L Z ENBEYEE XD,

T/, HEEASOHMOEZE LT, 7.2 HHIZ PARALLEL-HF 35k CH U /-8 B O JLHE 2 R
LTCWER, YFHIIHRAHOERTHD Z L& Lz, NETIHEBORENEZ LT L,
F RO L TR LR 72 B R ORI 12 X DIREE L L A& S D, PANORAMA-HF &
BRClX ACE BHEFEI L ARB 3 &G-S TCW 2B IX 1.6 mgkg % 1 H 2[RI TRG-FHAA L7= (ACE
FHEZE XX ARB TR S L TWVVRYY, 6 D WK & TIRE o 38 Tt 0.8 mg/kg 7 5 BilAR)
D, BEORESCHBENFICGN D TH I AEN SRS 20T 52 L 0 EETH XD
73ISR Lz, AT, BIELDREORETIE, /AT HBEREE, FIJRES LR IR
DOFHSNDZ R H DT, ARMZMHER LD AR UIMHEOHERFH 21T 7> WERH
HZ laH L, EEME L,

EBIZ, BOREEOHEMICET 21EEZ 74 HICEKH L, EEWME L 223H)

BEREEEOHLEE

EHRBEREE  (eGFR 90mL/min/1.73m2 KJii) 1L LAEEE DL ITH LN, L=2 - T U4 T
YUy e TN RAT %R (RAAS) Z 9 2 AN H R F &2 B L S & 5 ATREME N & 5,
FNBME DA EE 2535 & LSRR OOFEG T — & Tk, BHREEICEES 26 EFRO
LA EDPBRETIPEETHT2b DD, FEOERITIZ LD L, eGFR 2MEW, F 72D bHLE
REDEFEE (HIEE) NE0EE, BHREREEICEES 2 AEFFROEBEERNE (1.13.1-1-
2.74-2.15121H) , £/, HEOBERERSE TIX, FEMHSRE & T sacubitrilat © AUC
R 2.7 IS LT, BHERERRE O & 2 BE TIIAKIOBRBEEN NS 28T’ 5 2 &
(1.13.1-1-2.7.2-24.1.4 1) , BHEREEICEET 2AEFLZORAI A7 RHLZ 10, BE
OIRREE 3B L, HMBEOWGEZEEITHBT 5 2 & ABUTIRA SCETHEERE L T\ 5,

PEEOHMEEEDHLIEE

W O P RS RERE F BT (Child-Pugh 4358 B) T, @EEHKBRE L TH 7ML,
sacubitrilat X OV S)LH L& oD AUC 728, ZRENK 3.4 1%, £ 1.9 5L OH 2.1 fFI2H8m L 72
(1.13.1-1-2.7.2-24.123) ., Lo T, ZNULOBEFETIIARAOBEEENEINT L2BENNH DT
W, BEOWRELHICBIE L, HEOWGZEEITHW§2 2 & 28T SCETIEENE L
T3,
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mEAENESE

H AR ABME AR 42 B % %15 & L7 PARALLEL-HF 38R (235 T, LCZ696 O HE 72 K5
SN2 A7 ThHERMEICEEST 54 FFROFEHRITT T T 7V IVEE L T LCZ696 #E T
mnoTlc, LCZ696 FETHRELLIARMED 5 bEELRFESR, HEPIICEST-FRIIDR, K
MEDEZ IFEHARETH -7 b DD, HIEFEBEHNTII _HERIGFEY 0K GG 1 5 A
(LCZ696 1 [B] 100 mg , 1 H 2 [EI~DOEEXRK 48H) NS b, BEBMREEE W
HERCIIEELZE TS5 &2 67, %72, PARALLEL-HF i85 &% ' PARADIGM-HF 5% (2 35
WTCIRIRRIZ, LCZ696 Ff DAXIMLEIC B 5 A ERFRROREHRITN— R T A > O ULHE ) ML E
(SBP) 2MEVME E S RADMHMA A DI T W, LLEAEE 2, (RMEDOHKBLY X7 % 5K/Mb
T 5728, SBP BMEWEE TILEZOREZ +SICBE L, HEOSLEEICHK T2 L%
BT SCECHEREML L 0D (1.13.1-1-2.7.4-2.1.5.1.1 TH)
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H R

H DR ettt ettt ettt ettt ettt ettt ettt ettt eae et etons 2

1 HHEOEE () KOZFOREERMUT OUNT e 3

2 [ IR L ettt 3

2.1 B L ettt 3

2.2 (2, ZEG ] DFRTEARIL .ot 3

3 (9.4 A BHBE A AT D 38 1 M oo 3

3.1 (9.4 R A T T DB ] oot 3

3.2 (9.4 EHHAEZ A T DHE ] DOFRTEARIL ..o 4

4 L0, 7 7 N B 1 A ettt et enes 4

4.1 (0.7 TN R | e 4

4.2 (9.7 /INVBEE ] DFERTEARIL ..o 4

5 FLOLT BEHZEIZ L M oot 5

5.1 (101 FEFIZER ] e 5

52 [10.1 PEFIZEZ] DFRITEFRIL oo 5

6 L1 BT A oo 6

6.1 F111 BERZREIER L M oo 6

6.1.1 TILT EERZREIEA L oot 6

6.12 M1.1 ERZREWEF ] OFREARIL oot 7

6.2 [11.2 ZDOMDBIVEF L BB oot 7

6.2.1 [11.2 ZOMDBNTEF ] oot 7

6.2.2 M11.2 ZOMOENER ] OBETERRIL ... 8

7 F14. T E O TETE 1 B oo 8

7.1 (141 FEAIFARLEE D TET L M oot 8

7.1.1 (14,1 FRFIFRELEE O TETE ] oo 8

7.1.2 (4.1 SFFREEOTEE ] OFETERIL...ooeooeeeeeeeeeeeeeeeeeee e, 8

72 [14.2 FEFNASATEEDTETL L M oot 8

7.2.1 [14.2 FEANAZAFEEDTET | oo 8

722 [14.2 FEAIAZAFEEDOTEE | OFREARML. ..o 9

8 [15.2 FEEEIRFRBRITIE S KABEIRL M oo 9

8.1 [15.2 FERGIRFRBRIZIE S KIETRL oot 9

8.2 [15.2 FEREIRFRBRIZIE S THH ] OBETEARIL oo 9
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1 FRALDIE () RULTORFERMLICONT
%%@%®F¢%@¢bKA (2B D KGRI — S A HUKRE S, MO DhpfREE/NRA) o
FITE 1B b, RIS M2, £z, 197 /RNREZE), (101 OFAZkz) , (11
ﬂW%J,FML%L®&EJ,Fw2%% RIS HF®R] , TRIHETHRETT5
9.4 AJlHREA BT 54 OEEMERORERLZLHE Lz, vk, TOMDOEBIZOWTIT,
BATOMEH FOFEEZZOE EHEHAT 5,

2 2. #=21

2.1 2. £&]
2.1 ARFNO RS ZxT ViBBUE OB O & 5 B

22 TUUFTF UL LB HEEENER (TSI, AIXTFYNERE, 2 F 5 F U L~w L
A VB, BT NV XF T YRR, v I FTVAKF, TEH T Y AR, 75
TUVNERE, T RTTU XS YAERE, XV KT v T I Vv T
ULKFY) ZHRGHRORE,. HDHWVITRGRIED 36 FEFUNOBE [5.1, 53, 8.1, 1015
e

23 MERBEOEEO B ABE (T oo T o v NSRRI IT o oFT v v
PR MLERIC LD MG FIE, BV rEEE, %R E, R ESE)  [11.1.1
2]

24 TV AX LU 7 VIR 2 B hofERpmEE (272 L, oEEEEEAIT-> CH ke
Day b= ARELLIABEOREZERL)  [10.1 ]

2.5 HEOIFHEEERE (Child-Pugh 7338 C) O 5 HBHE [9.3.1 ]
2.6 BEMS STAENR LTV D ATREMED & 5 2t [9.5 2R

2.2 [2. =] ORTEREHL

AFNFTEEGHICH 7 B N U LR UL L B L TIERT 2B TH H -0, L)L
Z DI LEOGTEICE LY TGERE LT,

3 9.4 hEREZH T &1 &

3.1 (9.4 £HEREZE T 5FE ]
9.4.1 IERT 2 A[REME D & B ok

HRLTWA 2 k#E%éhﬁ?//ﬁT///Wﬁﬁﬁm%ﬁﬂﬁ7yyﬁ?/y/ﬂﬁﬁw
PR AR L, RIS - FAER~0RE (B4, HE - - BOERRE, ) BED 5
NI=FIRRE S TS LY
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AR OGN D, RO ELE S ZE L CAFIK GO LEMEAEEICHRT L, 1B LOF

WHENERMEE B2 EHE SN AL AR BT D2 L, o, BENPLERGAIZITIRD

EEHEICEET S L, [952H]]

(1) AFBGBRMGATNCITIR L TWRWZ E2ERT A2 &, AFIEEFR S, HIRL TWiRnz

B TEINICHEGR T 5 2 &, BREPICHEES A L2548k, Ebic&k52 1452 &,

(2) WOFHIZONT, AFEGFMGRECBEFICHAT L L, o, E5F LIS U

HTHZ L,

o IHRPICAKIZMH LI-5A. B - HrERICEELZRTTIV AR’ HLZ L,

o ARHIBH K OAFHE G e — R A 5-1% 1| BRNIIRHTE T 2 ERH D 2 & K OYE
TIRAS i R = e

o HLIRMVHIBA L7 XD DGR, O Y EICHET S 2 L,

o IFEZFETAEAIL, HYSEICHKT L &,

CTHRED - 1BRD. HUH#E - HIER)

3.2 (9.4 £JEREZAT &1 DXERH

[ 5L DO e 512 B3 2 D BRI Z B3 D 0 A & 2 AT HOW T CRASKGESE 0216 45 1
B AR RIOE 1S, SMSHE2HI6H) | ICESX, BEMM AT LT,

4 9.7 pNR%E] 1H

4.1 9.7 MR

(BHLFL)

9.7.1 MRMHAKER, HARZ RIS L U BRARRERITE LTy, [17.1.3 B
1 O

9.7.2 /NS 315 L U= BRRERBR T I L TV Ruy,
(FHRER - JB70)

4.2 9.7 INRF] DELERBL

INRAEME DR kS b U EBRSERSS T/ITAHRER (UL, PANORAMA-HF i&BR) Tl
B H A~ RO BE ZRRE LTEY, RHARER KO AERITHAAN TN
EMBRE LT,
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5

5.

5.

[10.1 ftHHEE] &

1 110.1 gFRZE=]

K

HRARAEIR - H5IE 71k

B - JEBRIA T

T VAT vy A R I
T8 7V

(&7 V)

A I TV VIR
(ZFrIUN)

TF T T YN~ LA R
(L=~—2)

HT N7

(7 MUV

X7V VIR
(=Fv)
VI TV KT
(v e_—2)

TE AT VR
(m—2z223—))

7 Z 7V IV ER
(TFHv )

N7 RZ27V v
ARV v7)
RFY T Y LI RRE
(Ft)

Y RFY LTI
()

V¥ 7V KT
(BARU L, BT R)
[2.2, 8.1&M]

MEFRER D bbb BENNH
Do INHOHEAIREEI TN
L8AEE. D7 &b ARG
f 36 FEREIRTIC I35 &, F
7o, ARG TRHRIZZNG O3
a2 5T 2581%. KRIOEKE
BH D 36 KL £ Tl s L
AN

PRI X I 7 7 ox =
OoyfRZzEmH L, mEEED U 2
7 NS5 AN S 5,

TUAX LT LR
(51 R)
HERFERE IR 5T 28556, -

L., MOBEREZ{ToTH A

BiJEDzay ha—aARnE LR

BoOBFE#ERL, )

[2.4 &)

FEHFEMEMN AT, BHRERRE, &
H V7 AfE R OMRILED U A 27
BN NLY L TEHRE SN T
W5,

Rk v L=v-T o oFT
=TIV R AT a R EEER
PRI N D AREME R & D,

2 1101 StARE R ORTEHRA

AENIEEGHZIZY 7 E R LRSIV L AfREE L TIERT 53K TH L=, S8 L
DR CEORHEHICE DT TBERR LT,
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6 1. BlI/EA) &

6.1 1.1 EXTEIER] W

6.1.1 M1.1 EXEEMERA]

11.1.1 & (0.2%)

. M, MEEHOMREAIEIR E LT, KUEPZEIZORDB D MEZERNH LoD Z ENRb D,
COXIRBEIITEBICHRGETIEL, 7 RLF U R, KOEMER S AR AT 2k,
MEFESHEAE L CHRE&EGE LRV &, [23 5]

11.1.2 BRgRerEE (24%) . BRE (0720.6%)

[9.2.1-9.2.5, 9.8.1 & ]

11.1.3 KifLJ£ (8.8%)

[7.1, 82, 9.1.4, 9.8.1 &#]

11.1.4 &40 U v AME (4:03.9%)

AU U AMIENFHEER LIZGEICIE, B U AEBREORER CMEORAEEITI L,
[9.1.2, 9.8.1 &#]

11.1.5 a3 v 7 (0.1%AK0M) K (0.2%) . EaiEk (0.1%A7m)

MR, W, ERRHREN B Db a IR, EHICEIRAEZITS 2 &, [9.1.5, 9.2.5,
10.2 2]

11.1.6 SRR ERIED (BEEEARH) | BIMERBAD (0.1%A0) | f/ MRS ™ (B8 RH)

11.1.7 FVEPEMZE™ (0.1%A)

FEEN LK, PRORIAEE, BOE X AR E A MEMM AR SO LR H LD T, Z0
O REAICIIRGEEPIE L, BIBRERLVE A ORSEOBE LB LTS 2 L,

11.1.8 R MpE™D (B ARB)

i, ZEfEEE. T, FoEx, £HRHRT, K8, ERESERS Db HEG TR E
AL, MURAELRITO 2L, BERFIREPORE THLDOILT U,

11.1.9 BEBCHREARAED  (BEEERB)

R, B, CK E& i R ORI 47 a vy E5 2 R 4 D BT BURIE A B ©
bNbdZEeNHHDOT, ZOXIBRGEEITITELICEEAFIL L, BWORAEZITI Z &,

11.1.10 ™ 35 5% f7 BE A0 @b f iE (Toxic Epidermal Necrolysis : TEN) ) Jz & kb 50 AR E 15 B
(Stevens-Johnson JEMERE) ™, ZIALEED (W3 4 & B AH)

L1 RIEIED . BORIED (W3 s S RB)

K, OBAFERD L ONTGEITIE. REREEHRT L2 L,

11.1.12 R (B RH)

(8.3 & ]

VSV ALE O EOFEZRE 2 TRE LT,
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CRBRED < BRSO « HIBR)

6.1.2 M1.1 EXGEIEA] ORERHL

INRERNCEFE OF -2 LZE2EORSITRO LT, RATOLZEETe 77 AL E—EHLT
W EnG, BUTHMI SCEICESEFRE L, BBBEIL, mAEELDAREEFE LR E L
EWNE AR (LA, PARALLEL-HF %) , BAEMEOAREE 255 s Lizigshss 1A
AB& (LLF, PARADIGM-HF i&B%) , PANORAMA-HF {5k K OV If EJE BB & %f 5 & L= EW
% ILARER (LT, A1306 #BR) OOFAMHT»DEE LTz,

6.2 M1.2 EOMDOEER] &
6.2.1 1.2 20t EEA

0.3%L) I 0.3%Aliii AR
JERYIEFS L OVER A U — — A5 46 15
MmigFs LY o CRIEE — AW, GFRRERIE 2 —
R L OREEE — &4 U o AMSE, AARIGE —
HART B U T A MIED
PPRE R FEWMED F RALPED E VN, [FHEMED F —

VS, RIR®, BRI
) IREH. Lo

Hi L ONkEKRESE — — Hg

DR — FEED, LEMENE AR

i R SRR Yl iiNES — IETH®

MR, BOERES KON | Rk — —

s

H ke — T, G, BERD, (ER N —
R

R X OV T HARRRE — E-AER ALBED | SR HOE S

AR ES X OVRE AFAR — BAfIR ™, AEE R iar ]

s

—i% - EHEERLO® | =EY P METE . AR, | D e, FEED

AL DR RE H¥%E® | JgmD

g% R E — WHEUE 82, £ OFEE. T —
F7 4 TX Kb EET)

W R AR A AST E5H ALT EH®, EULEUED ERD,

I H PR ERfE B, BUN E LDH F&H® fijE= L =x
B MmyEs v7F=rEH | Tr— L D | Mgk
B MG s U v AME B, EABAD® | ALP EH®
MEE EHD, CK EF/D

W) SAY L O EORE AR E 2 TRIE LT,
CTFRER < IBRD, HUH « HIER)
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6.2.2 1.2 ZOMOEIERI DER

INRERNCEFE OF -2 LZE2EOBRSITRO LT, RATOLZEETa 77 A LE—ELT
Wit Z Enb, BUTIRAMA XFEICESESHRE L7, FBIMEE T, PARALLEL-HF &R,
PARADIGM-HF %, PANORAMA-HF &, KT A1306 iBROOFEMET N DR Lz,

7 M4. BALEDZTE] @
7.1 M4.1 FFIRHUFOIE] W

7.1.1 M4.1 FHRHUBOITE]
ChtREE /N )
PTP > — F D OHD H L CHAIL W2 &y

7.1.2 M4.1 RHBRAMEFOITE] ORTERM
BTN TIREBOEBRE G 28T D72, PTP > — FHEODHLU TGRAIL WXL 9 EEMLE L
7=,

7.2 [14.2 FHIZFHFEDOIE]

7.21 M4.2 FEFZMAFOEE]

(A He5m)

14.2.1 PTP A#EDIEANL PTP & — MOV H L CARAT 2 X 5 E T 52 &, PTP v — F DOREER

W2k BEWERAEA AT L, I3 A B 2 LU CHERRIA R S O BEE e & OHE 2 0F

BTAHILERD D,

ChtR e/ N D

1422 U T FEEZ +oEET5Z &

o RRRFEDH G EANIIE R SN T-FEE OO 7w ViK% PTP — b HH) 32
L.

o X H T ENRGR T EIREERVNT L

o HDREEE N T ENRIRINOIY HIEIE,. A ChetkEe/NEAH 12.5 mg) XIFEEE ChitkEe
AR 3125 mg) DXy v & B CEEICHETLZ &,

o RRIREE/INEFIE. 1 BEHAT TR < 1 B FRVELAT CRRREE/NE R 12.5 me 13 4 88, RikEE/
A 3125 mglE 108E) TEEZEFHL QNS &b, 1 BOEERIIH 7R A RIRZZND
BFOREEIZ T R TG T AL L, 1 o0 P EARIEERNORIREEEZ DB L TES LA
b, [14BH]
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7.2.2 M4.2 EHIZMARFOZIE] ORERH
Bk EE/ N O T IEIC DN COFSE N % il LTz,

8 r15.2 JERREREBRICE D < 1F#. &

8.1 [15.2 JERREREABRICE D < 15#R
BRI ADHET v b EAVEEERBRICBN T, BEREOEEORY . I ON K EH
MHDED ST, 2SO RICE LT, NEOBE AR TORSITHR S TR,
(FHER - 1870

8.2 [15.2 FEEREREABRICE D < BRI DRFEIRH

7RI NADOHET v AW KEREBEERR T, BELXOCEEORD, WONTRE
BEAMEIAES bz, ZDOFTRICE LT, MEMEEICRIT DR E &/ NTER A &2 ik
Lict coiall (27 8~ LVOIEHREY Toh 5 sacubitrilat © AUCIZHESL) 1 1% FlEI-
TEY, BRBIIMERIN TV RWT & 2B E 2 Tiik L7z,



1.9 —IRMABATICHRLIXNE

BAZREEMICRLIEMNZSR
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<HAT>
b5 4 - B4 | Monosodium 4-{[(2S,4R)-1-(biphenyl-4-yl)-5-ethoxy-4-methyl-5-oxopentan-2-yl]lamino} -
4-oxobutanoate — disodium (2S5)-3-methyl-2-(N-{[2'-(1 H-tetrazol-1-id-5-yl)biphenyl-
4-yl]methyl} pentanamido)butanoate (1/1) hemipentahydrate
G4 - 7 B RY ALY LZ ) 2 OHFEKR O O R
#HooE R CHs
COzNa
HyC™ >
) N
HBCW
o 1
NaN—N,
I \N/
hHeE « % B | (= LR MEESOmg + 100mg + 200mg)
PO A
72720, BHOREDBREERN RIER AT TV D BEITRS,
(= L2 h§E 100mg * 200mg)
NI INEE T
Mk - & | BHEORE)
WH, RAIIEYZ e R AL r L LC L A 50mg 2B HE S LC1 B 2 EEA
BT 5, BEENPRDOONDGATL, 2~4 HEOMIB TBMEIZ 18] 200mg £ THET
%, 1 EF% 51T 50mg, 100mg X% 200mg & L, WFROEGEICBWNTH 1 B 2[ERO
B545, ok, FEMESC CHERET 5,
(e MR
WE, RAEZE R AL L Z ol LT LR 200mg & 1 B 1 BREA#EET 5, 72
P, Fim, JERIC IV IEEIET 52, BOKEGEIT 1R 400mg 2 1 H 1HET 5,
Bl DR E | %8ET
TR KO | R 27 E b YA T R T AR
BhRROT < TR | A LA MESOmg (1EETH 2 B R U AASAH AL Z L L LT 50 mg )
TV A ME100mg (1EEFY 72 MY AP g b LT 100 mg &A)
TV A ME200mg (1 EEFY 27 2 R Y AL Z b LT 200mg &A)
G e | HE G

HBENE D EBE B (mg/kg) Fr R &0
7 v b - >600 mg/kg
=0 4P — >600 mg/kg
a: ZEMEEREBRHLHEE
b : 2 R ER G EERER) D HEE
— Y ERL
AP - m R
Beh M R o
TR 7
FE | I | BGARER (mgrkg/F) | (mgke/H) PR
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N 13 M ®n 10,30, 100 | 30 100 mg/kg/H : (AHE - &
| DIRER], R
T b | 268 frqm 10,30, 100 | 30 >10 mg/kg/ H @ (REHENN
(M)

100 mg/kg/H : fKEH - &
FHEM)], REEMH
(F); LigEE|, IRE: &

JE - b A
H=2 13 A e 30, 100, 300 | 30 >30 mg/kg/H : BK{E - T
A P M), N H-(M)

>100 mg/kg/H : #RKfH - T
HI(F), A EHINENHIOM)
300 mg/kg/H : HhikAH,
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CLCZ696B2314,
CLCZ696B2319

Pediatric-HF PopPK Report

Population Pharmacokinetics of Sacubitril/Valsartan
in Adults and Pediatric Patients (1 to < 18 years)
with Heart Failure (PedHF) consistent with Dilated
Cardiomyopathy (DCM): An updated report
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CLCZ696A2102,
CLCZ696A2117,
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Pediatric-HF PopPK Update Report

Population Pharmacokinetics of Sacubitril/Valsartan
in Adults and Pediatric Patients (1 month to < 18
years) with Heart Failure: an updated report
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53.3.53
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Pediatric-HF PopPK Update Report Japanese
Addendum

Population pharmacokinetics of Sacubitril/Valsartan
in Adults and Pediatric Patients (1 month to < 18
years with Heart Failure (HF) — Addendum for
Japanese Pediatrics HF
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parallel group, active-controlled study to evaluate the . . .
F, 77A, KA

efficacy and safety of LCZ696 compared with
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5.3.5.3-1 |SCE Appendix 1 |SCE Appendix 1 — — — — —
(Integrated Summary of Efficacy, data analyses)

5.3.5.3-2 | SCS Appendix 1 | SCS Appendix 1 — — — — —
(Integrated Summary of Safety, data analyses)

5.3.5.3-3 | SCS Appendix la | SCS Appendix la — — — — —
(Integrated Summary of Safety, data analyses)
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5.3.5.4-1 |COA Evaluation |Evaluation of Clinical Outcome Assessments for — — — -
Report 2019 Pediatric Heart Failure: Patient and Caregiver
Interviews
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