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Drug of the QuarterDrug of the Quarter
Drug: Sacubitril + Valsartan

Class: Neprilysin inhibitor & Angiotensin II receptor antagonist

Dosage form: Film coated tablets

Strength: 50 /100/200 mg

DCGI Approval: 24.12.2018

USFDA Approval: July 2015

Indication: To reduce the risk of cardiovascular death and 
hospitalization for heart failure in patients with chronic heart failure 
(NYHA	Class	II-IV)	and	reduced	ejection	fraction.

Dose Information

Adult Normal Dosing: 

Starting dose: 49/51 mg (Sacubitril/Valsartan) twice-daily. 

Reduce the starting dose to 24/26 mg (Sacubitril/Salsartan) twice-daily 
(for patients not currently taking ACE inhibitor or angiotensin receptor 
blocker or taking low doses).

Double the dose of sacubitril/valsartan after 2 to 4 weeks to the target 
maintenance dose of 97/103 mg (sacubitril/valsartan) twice-daily, as 
tolerated by the patient.

Pediatric Dosing: Safety and efficacy have not been established in 
pediatric patients younger than 18 years. 

Pharmacokinetics

Absorption

	Sacubitril, Tmax, oral: 0.5 hours

	LBQ657 (sacubitril active metabolite), Tmax, oral: 2 hours

	Valsartan, Tmax, oral: 1.5 hours

	Sacubitril, bioavailability, oral: 60% or greater

	Effect of food: No clinically significant effect.

Distribution

	Protein binding: 94% to 97%

	Sacubitril, Vd: 82.7 L to 103 L

	Valsartan, Vd: 75 L to 101 L 

Metabolism

	Sacubitril: Converted to LBQ657 via esterases 
	Valsartan: Minimal metabolism 

	Sacubitril: LBQ657 (Major, active) 

Excretion

	Sacubitril, renal: 52% to 68% (primarily as LBQ657) 

	Sacubitril, fecal: 37% to 48% (primarily as LBQ657) 

	Sacubitril, total body clearance: 49.4 L/hr

	Valsartan, renal: about 13%

	Valsartan, fecal: 86% 

	Valsartan, total body clearance: 4.22 L/hr

Elimination Half Life

	Sacubitril: 1.31 hours

	LBQ657 (sacubitril active metabolite): 11.5 hours to 12 hours

	Valsartan: 9.9 hours to 20.8 hours

Contraindication

	Angioedema to prior ACE inhibitor or angiotensin II receptor 
blocker therapy.

	Concomitant Aliskiren use in diabetic patients.

	Concomitant use of ACE inhibitors; do not administer within 36 
hours of each other.

	Hypersensitivity to sacubitril, valsartan, or any component of the 
product.

Caution

Angioedema: Angioedema has been reported and may be fatal. Do 
not initiate in patients with hereditary angioedema or angioedema 
associated with use of ACE inhibitors or angiotensin II receptor 
blockers; increased risk in Black patients and in those with prior 
history of angioedema; discontinue and do not reinitiate therapy with 
occurrence.

Cardiovascular: Low blood pressure and symptomatic hypotension 
have been reported; dose reductions or treatment interruption may 
be required.

Cardiovascular: Volume or salt depletion may increase the risk of 
symptomatic hypotension; correct prior to use; dose reduction or 
interruption of therapy may be warranted.

Concomitant use: Avoid use with angiotensin II receptor blockers.

Concomitant use: Avoid use with Aliskiren in patients with renal 
impairment.

Endocrine and Metabolic: Hyperkalemia may occur; monitoring 
recommended, especially in at-risk patients (eg, diabetes, a high 
potassium diet, hypoaldosteronism, severe renal impairment); dose 
reduction or treatment interruption may be required.

Hepatic: Use not recommended in patients with severe hepatic 
impairment.

Hepatic: Dose adjustments recommended in patients with moderate 
hepatic impairment.

Renal: Increased risk of oliguria, progressive azotemia, acute renal 
failure and/or death in patients whose renal function is dependent 
on the renin-angiotensin system (eg, severe congestive heart failure); 
monitoring recommended

Renal: Increase serum creatinine or BUN may occur in patients with 
unilateral or bilateral renal artery stenosis; monitoring recommended.

Renal: Decreases in renal function may occur.

Renal: Dose adjustments recommended in patients with severe renal 
impairment.

Storage & Stability

Store the medicine in a closed container at room temperature, away 
from heat, moisture, and direct light.

Mechanism of Action

Sacubitril is a prodrug metabolized to the active metabolite LBQ657, 
which inhibits Neprilysin, thereby increasing levels of peptides (such 
as natriuretic peptides). Valsartan is an angiotensin receptor blocker 
that selectively blocks the AT1 receptor and inhibits angiotensin-II 
dependent aldosterone release.

Adverse Effects

Common

	Cardiovascular: Hypotension 

	Endocrine metabolic: Hyperkalemia 

	Neurologic: Dizziness 

Serious

	Renal: Renal failure 

	Other: Angioedema 
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Drug-Drug Interactions

Category Drug/s (Examples) Interaction Effect Management

Sacubitril* ACE inhibitors Concurrent use of Sacubitril and ACE inhibitors may result in 
Increased risk of angioedema.

Contraindicated for 
concurrent use. 

Valsartan* Aliskiren Concurrent use of Aliskiren and Valsartan may result in 
an increased risk of hyperkalemia, renal impairment and 
hypotension.

Contraindicated for 
concurrent use. 

Angiotensin receptor 
blockers**

Lithium Concurrent use of Lithium and Angiotensin receptor blockers 
may result in increased risk of lithium toxicity.

Avoid concomitant use. 
 

Valsartan*** Rifampin Concurrent use of Rifampin and Valsartan may result in 
increased Valsartan exposure.

Use caution if concomitant 
use is required. 

Valsartan*** Cyclosporine Concurrent use of Cyclosporine and Valsartan may result in 
increased Valsartan exposure.

Use caution if concomitant 
use is required. 

Angiotensin receptor 
blockers*** 

Insulin Concurrent use of Angiotensin receptor blockers and Insulin 
may result in increased risk of hypoglycemia.

Use caution if concomitant 
use is required. 

Valsartan*** Potassium-Sparing Diuretics 
like Spironolactone

Concurrent use of and Potassium-Sparing Diuretics may 
result in increased risk of hyperkalemia and increased risk of 
serum creatinine elevation in heart failure patients.

Use caution if concomitant 
use is required. 

Severity: *The drugs are contraindicated for concurrent use.   **The interaction may be life-threatening and/or require medical intervention to 
minimize or prevent serious adverse effects.    ***The interaction may result in exacerbation of the patient's condition and/or require an alteration 
in therapy.

Effects in Pregnancy

Severity Management

Moderate Fetal risk has been demonstrated. Available evidence has demonstrated fetal abnormalities or risks when used during pregnancy 
or in women of childbearing potential. Discontinue use immediately if pregnancy is detected. An alternative to this drug should be 
prescribed during pregnancy or in women of childbearing potential.

 
Effects in Lactation

Severity Management

Major Infant risk cannot be ruled out: Available evidence and/or expert consensus is inconclusive or is inadequate for determining 
infant risk when Valsartan is used during breast-feeding. Weigh the potential benefits of treatment against potential risks before 
prescribing Valsartan during breast-feeding.

Patient Education

1. Counsel female patient to avoid pregnancy during therapy and to report a pregnancy to a physician.

2. Advise patient to report symptomatic hypotension.
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Pharmacovigilance Programme of India (PvPI)

The preliminary analysis of Serious Unexpected Serious Adverse Reaction (SUSARs) from the PvPI database reveals that the following drugs are 
associated with the risks as given below.

Sl.No Suspected Drug/s Category Indication/Use
Adverse Reaction/s 

Reported

February 2019

1 Levetiracetam Anticonvulsant i) As monotherapy in partial onset seizures with or without secondary 
generalization in patients with 16 years of age with newly diagnosed 
epilepsy. 

ii) As adjunctive therapy in myoclonic seizures in adults and adolescents 

from 12 years of age with Juvenile.

Anencephaly


