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Abstract

Sacubitril valsartan sodium hydrate tablets (Entresto® tablets ; sacubitril valsartan)
is an angiotensin receptor-neprilysin inhibitor. Following its approval in Japan, early
post-marketing phase vigilance (EPPV) was commenced to promote proper use of
new drugs, detect adverse drug reactions (ADRs) and take safety measures. In
accordance with the Risk Management Plan (RMP), 6-month EPPV was conducted
at all medical institutions to which the drug was delivered. Safety information was
collected and tabulated for the indications chronic heart failure (CHF) (August 26,
2020-February 25, 2021) and hypertension (September 27, 2021-March 26, 2022).
Safety was evaluated in terms of ADRs and five safety specifications listed in the
RMP (hypotension, renal dysfunction/renal failure, hyperkalemia, angioedema, and
dehydration). An estimated 24898 and 165000 patients received sacubitril valsartan
for CHF and hypertension, respectively. Overall, 850 ADRs (345 serious) and 455
ADRs (84 serious) were reported for CHF and hypertension, respectively. The most
common RMP-related ADRs in patients with CHF and hypertension were related to
hypotension (268 and 93, respectively) and renal dysfunction/renal failure (45 and
19, respectively). The majority of hypotension- and renal dysfunction/renal failure-
related ADRs occurred within 1 month after starting treatment. ADRs related to
hyperkalemia, angioedema, and dehydration were also reported in patients with CHF
(35, 5, and 25, respectively) and hypertension (9, 4, and 4, respectively). No new
serious safety specifications were reported. In conclusion, no new significant safety
findings requiring further safety measures for using sacubitril valsartan in patients

with CHF or hypertension were identified.
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