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Risk of cognition impairment caused by sacubitril-valsartan: analysis of the FDA

Adverse Event Report System ( FAERS) database XIAO Jie LIU Yi-ge FU Fang CHEN
Cong—qin’ ( Department of Pharmacy Xiamen University Cardiovascular Hospital Xiamen 361000 China)
Abstract Objective To evaluate the risk of cognition impairment induced by sacubitril-valsartan. Methods

According to medDRA terminology standard the preferred terms of cognitive impairment were divided into broad
and narrow categories. Adverse event reports from the FDA adverse event reporting system ( FAERS) from July 2015
to March 2019 were retrieved according to the preferred terms. The relationship between sacubitril-valsartan and cogni—
tive impairment was analyzed by report ratio ( ROR) method. The risk of cognitive impairment in real world applica—
tions was compared by comparing the ROR values of sacubitril-valsartan with that of enalapril during their clinical tri—
als. Results A total of 2 059 cases of cognitive impairment caused by sacubitril-valsartan were retrieved including
1 977 AE reports related to broad cognitive impairment and 82 AE reports related to narrow cognitive impairment. The
ROR values for overall broad and narrow cognitive impairment caused by sacubitrilwvalsartan were 0. 87 (95% CI:
0.83~0.91) 0.85 (95% CI: 0.81 ~0.89) and 2.43 (95% CI: 1.95 ~ 3.02) respectively. The ROR values were
1.51 (95% CI:1.37 ~1.72) 1.51 (95% CI:1.35 ~1.67) and 2.54 (95% CI:1.32 ~4.89) for enalaparil-induced o—
verall broad and narrow cognitive impairment respectively all of which were larger than those of sacubitril-valsartan.
Conclusion In general there is no significant correlation between sacubitril-valsartan and cognitive impairment. Com—
pared with enalapril sacubitril-valsartan does not increase the risk of cognitive impairment.
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. abnormal

behaviour abulia activities of daily living impaired

affect lability aggression agitation agnosia amne—
sia amnestic disorder anterograde amnesia apathy

aphasia apraxia borderline mental impairment cere—
bral atrophy cerebral atrophy congenital change in
sustained attention cognitive disorder confusional
state delirium delusion delusional disorder ( jealous
type) delusional disorder ( unspecified type) disin—
hibition disorientation disturbance in social behav—
iour executive dysfunction feeling abnormal flat af-
fect hallucination hostility hypomania illusion im-—
paired reasoning inappropriate affect initialinsom—
nia intelligence test abnormal irritability post-vacci—

nal judgement impaired learning disability learning

disorder memory impairment mental status chan—
ges mood altered mood swings morose negativ—
ism neuropsychological test abnormal personality
change prodromal Alzheimer” s disease psychotic
behaviour psychotic disorder restlessness sexually
inappropriate behaviour social avoidant behaviour
somnambulism somnolence sopor speech disorder
suspiciousness symbolic dysfunction thinking ab-
normal transient global amnesia vascular cognitive
impairment and visual cortex atrophy o

: behav—
ioural and psychiatric symptoms of dementia Creu-
tzfeldt-Jakob disease dementia dementia of Alzhei-
mer’s type dementia of Alzheimer’s type ( uncom-
plicated) dementia of Alzheimer’s type ( with delir—
ium) dementia of Alzheimer”s type ( with delu-
sions) dementia of Alzheimer’s type ( with de-
pressed mood) dementia with Lewy bodies fronto—
temporal dementia hippocampal sclerosis Korsa—
koff’s syndrome MiniMental State Examination ab—
normal pre-senile dementia progressive supranucle—
ar palsy senile dementia variant Creutzfeldt-Jakob
disease and vascular dementia.
1.2

( ROR)

12

(1) ROR =(alc)/(b/d) ROR

95% C]:eln(l{()l{)+1.96N/1+1+1+1°
a b ¢ d
o ROR
ROR
1
a b a+b
c d c+d
a+c b+d a+b+c+d
1.3 SPSS 20.0



* 1136 - 2019 22 11 Practical Pharmacy And Clinical Remedies 2019 Vol.22 No. 11
o (%) 2019 3 Open FDA FAERS
ROR o ROR AE 4 624 437 .
95% CI >1 AE 30 658
=3 AE 1977
AE 82 2,
2, 2.1.2
AE 30 658 AE
2 2 059 o
2.1
2. 1.1 (1305 63.38%)
( Adverse Events AE) 2015 7 o 3.
2 AE
AE AE
1977 6.45 100. 00
feeling abnormal 559 1.82 28.28
memory impairment 273 0.89 13.81
somnolence 237 0.77 11.99
confusional state 208 0.68 10.52
amnesia 146 0.48 7.38
speech disorder 129 0.42 6.53
agitation 74 0.24 3.74
cognitive disorder 49 0.16 2.48
disorientation 44 0.14 2.23
aphasia 41 0.13 2.07
hullucination 40 0.13 2.02
disturbance in attention 21 0.07 1.06
delirium 19 0.06 0.96
restlessness 19 0.06 0.96
mood altered 18 0.06 0.91
mental impairment 15 0.05 0.76
aggression 14 0.05 0.71
apathy 13 0.04 0.66
mental status changes 13 0.04 0.66
abnormal behaviour 8 0.03 0.40
psychotic disorder 8 0.03 0.40
impaired reasoning 8 0.03 0.40
delusion 7 0.02 0.35
personality change 7 0.02 0.35
thinking abnormal 7 0.02 0.35
82 0.27 100. 00
dementia 82 0.27 100. 00
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( PTs) AE ROR 95% CI 95% CI
impaired reasoning 8 12.49 6.07 25.69
speech disorder 129 1.75 1.47 2.08
amnesia 146 1.52 1.29 1.79
feeling abnormal 559 1.32 1.22 1.44
memory impairment 273 1.13 1.00 1.28
aphasia 41 0.96 0.71 1.31
confusional state 208 0.85 0.74 0.98
disorientation 44 0.79 0.59 1.06
somnolence 237 0.78 0.68 0.88
cognitive disorder 49 0.71 0.53 0.93
agitation 74 0.65 0.52 0.82
apathy 13 0.60 0.35 1.04
personality change 7 0.55 0.26 1.16
delirium 19 0.45 0.29 0.71
mood altered 18 0.42 0.27 0.67
hullucination 40 0.41 0.30 0.56
mental impairment 15 0.41 0.25 0.69
mental status changes 13 0.38 0.22 0.66
restlessness 19 0.36 0.23 0.56
delusion 7 0.33 0.16 0.69
disturbance in attention 21 0.26 0.17 0.40
thinking abnormal 7 0.24 0.12 0.51
aggression 14 0.20 0.12 0.34
psychotic disorder 8 0.20 0.10 0.40
abnormal behaviour 8 0.13 0.06 0.25
1977 0.85 0.81 0.89

6 ROR
( PTs) AE ROR 95% C1 95% CI
dementia 82 2.43 1.95 3.02
ROR 0.85 2.43(95% CI: 1.95 ~3.02) ,
(95% CI:0. 81 ~0. 89) ROR
2.43(95% CI: 1. 95 ~3.02) . . ROR  (2.54 95% CI: 1.32 ~
N 4.89) .
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