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2018: Scientific Opinion
Monacolin K in the lactone form is identical to lovastatin and that,
based on the available information, the intake of monacolins from
red yeast rice via food supplements could result in an estimated
exposure to monacolin K in the therapeutic dose range of lovastatin
(10mg/day) with side effects observed >3mg/ day.

2022: Regulatory decision
based on evidence of adverse health effects associated with the
use of monacolins from RYR at levels of 10 mg/day and isolated
cases of severe adverse health effects at levels as low as 3 mg/day,
the European Commission issued a regulation that RYR products
must contain less than 3 mg of monacolins for daily consumption.







Rhamdomyolysis cases associated with the use of RYR products

Banach M et al. Curr Ather Reports 2023; Norata GD et al Nutrients 2024

In FAERS, out of 44833 case of Rhabdomyolysis reported (4655 fatal), 4 cases (non fatal) were reported in women taking RYR. 14591 cases related to statins (238 lovastatin).

In CAERS, 3 cases for RYR.



Severe hepatic adverse events associated with the use of RYR products

In FAERS, RYR out of 23339 case of severe hepatitis/Liver injury, 3 cases (non fatal) were reported in subjects taking. (257 cases with statins).

In CAERS, 2 cases.

Banach M et al. Curr Ather Reports 2023; Norata GD et al Nutrients 2024



Severe hepatic adverse events associated with the use of RYR products

In FAERS, RYR out of 23339 case of severe hepatitis/Liver injury, 3 cases (non fatal) were reported in subjects taking. (257 cases with statins).

In CAERS, 2 cases.

Banach M et al. Curr Ather Reports 2023; Norata GD et al Nutrients 2024



Banach M et al. Curr Ather Reports 2023; Norata GD et al Nutrients 2024



RYR (N. 20) RYR (N. 20)

Cross Over
W-2       0

Placebo (N. 20) Placebo (N. 20)
V1 6 weeks V2 2-4 weeks V3 6 weeks V4

Effects of low-dose monacolin K (<3mg/day) on the circulating proteome in
individuals with suboptimal cholesterolaemia: A randomised clinical trial

Cicero A et al. MedRx 2024;



RYR (N. 20) RYR (N. 20)

Cross Over
W-2       0

Placebo (N. 20) Placebo (N. 20)
V1 6 weeks V2 2-4 weeks V3 6 weeks V4

Effects of low-dose monacolin K (<3mg/day) on the circulating proteome in
individuals with suboptimal cholesterolaemia: A randomised clinical trial

Cicero A et al. MedRx 2024;



Effects of low-dose monacolin K (<3mg/day) on the circulating proteome in
individuals with suboptimal cholesterolaemia: A randomised clinical trial

Cicero A et al. MedRx 2024;



Acute phase proteins Actin cytoskeleton organization

Adaptive immunity 

Complement activation, classical pathway

Ci
ce

ro
A

et
al

.M
ed

Rx
20

24
;



Effects of low-dose monacolin K (<3mg/day) on the circulating proteome in
individuals with suboptimal cholesterolaemia: A randomised clinical trial

Ci
ce

ro
A

et
al

.M
ed

Rx
20

24
;



NUTRACEUTICA E SICUREZZA: 
TAUTOLOGIA O OSSIMORO?

RYR

• The EFSA Panel on Food Additives and Nutrient
Sources added to Food (ANS) analysed four sources of
case reports (WHO, ANSES, Italian Surveillance
System, FDA).

• 54 RCT (8535 subjects)
• Post marketing nutrivigilance
• Database FAERS e CAERS
• Proteome profiling in a RCT



Conclusion
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