
 

  
Arrigo F.G. Cicero, MD, PhD 

Medical and Surgical Sciences Dept. 
Alma Mater Studiorum University of Bologna 

 

Approccio nutraceutico alla 

gestione del declino cognitivo 

iniziale 



Maturitas. 2016 Jan;83:83-93 

• Prevalence: 5.5-7.7% over 60 years, 22% over 70 

• Evolution to dementia 10%/year (strongly variable 

data) 

• Reversibility each year: till 45% of cases !!! 
 

http://www.ncbi.nlm.nih.gov/pubmed/26520249
http://www.ncbi.nlm.nih.gov/pubmed/26520249


Maturitas. 2016 Jan;83:83-93 

RISK FACTORS 
• Age 

• ApoE 

• Behavioural: Smoking, Sedentariety, Alcoholic 

abuse, Wrong dietary habits 

• Cardiovascular: Diabetes, Hypertension, 

Dyslipidemia, Obesity, Arrhytmia 

• Psychosocial: Low educational, Isolation, 

Depression 

http://www.ncbi.nlm.nih.gov/pubmed/26520249
http://www.ncbi.nlm.nih.gov/pubmed/26520249


A time-less war… 

Epidemiology        RCTs 

 

- Dietary approach 

- Single nutraceutical approach 

- Combined nutraceutical 

approach 



Mediterranean Diet and Age-

Related Cognitive Decline 

A Randomized Clinical Trial 

JAMA Intern Med. 

2015;175(7):1094-

1103 

1 l olive oil/wk 

+/-  

30 gr nuts/day 

 

Median follow-

up: 4.1 years  



Mediterranean Diet and Age-

Related Cognitive Decline 

A Randomized Clinical Trial 

JAMA Intern Med. 

2015;175(7):1094-103 



Influence of fruit and vegetable 

(flavonoid) intake on cognition 

and serum brain-derived 

neurotrophic factor 

 

Nutr Healthy Aging. 2016; 4(1): 81–93. 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5166520/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5166520/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5166520/


Association 

between tea 

intake and the 

cognitive 

disorders based 

on ethnicity 

PLoS One. 2016; 

11(11): e0165861. 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5100989/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5100989/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5100989/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5100989/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5100989/


The Women’s Health Initiative 

Memory Study 
 

Association that baseline self-

reported caffeine intake has with 

the distribution of times until  

(a) probable dementia and  

(b) composite cognitive impairment 

(mild cognitive impairment + 

dementia). 

J Gerontol A Biol Sci Med Sci. 2016; 

71(12): 1596–1602. 

Dementia 

Cognitive impairment 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106861/


Impacts of 

chocolate 

containing different 

concentrations of 

cocoa on cerebral 

blood flow velocity 

in response to 

individual cognitive 

tasks performed by 

postmenopausal 

women 

J Nutr 

2017;147: 

1686–92 





Botanicals active on cognitive 

decline 

Cicero AF 

et al. 

Pharmacol 

Res. 2017 



Gingko biloba: metanalysis of 

RCT 

• 9 RCTs, 22–26 weeks duration, 2,561 patients. 

• EGb761 at 240 mg/day is able to stabilize or 

slow decline in cognition, function, behavior, 

and global change at 22–26 weeks in cognitive 

impairment and dementia, especially for patients 

with neuropsychiatric symptoms. 

• No important safety concerns with EGb761. 

J Alzheimers Dis. 2015;43(2):589-603. 



J Alzheimers Dis. 

2015;43(2):589-603. 

Efficacy 

on the 

ADAC 

Score 



J Alzheimers 

Dis. 2015; 

43(2):589-603. 

 Efficacy on the ADL Score 



J Alzheimers Dis. 

2015;43(2):589-603. 

Efficacy on the NeuroPsychiatric 

Index (NPI) Score 



J Alzheimers Dis. 

2015;43(2):589-603. 

Adverse 

events 



RCTs on resveratrol 
Molecules 2016, 21, 1243 



Cicero et 

al. Arch 

Med Sci 

2018; in 

press.  



Curcumin and cognition: a RCT 

of community-dwelling older 

adults 

P<0.05 

Montreal Cognitive 
Assessment (MoCA) scores 
(adjusted for age, sex, 
years of education and 
APOE  ε4 allele carriage) 



Effects of solid lipid curcumin 400 mg on 

cognition and mood in 60 healthy elderly 

(60-85 yo) 

J Psychopharmacol. 2015 May;29(5):642-51 

(1 month) 

https://www.ncbi.nlm.nih.gov/pubmed/25277322
https://www.ncbi.nlm.nih.gov/pubmed/25277322
https://www.ncbi.nlm.nih.gov/pubmed/25277322


Effects of solid lipid curcumin 400 mg on 

cognition and mood in 60 healthy elderly 

(60-85 yo) 

J Psychopharmacol. 2015 May;29(5):642-51 

https://www.ncbi.nlm.nih.gov/pubmed/25277322
https://www.ncbi.nlm.nih.gov/pubmed/25277322
https://www.ncbi.nlm.nih.gov/pubmed/25277322


Curcumin boosts DHA in the brain: 

implications for the prevention of 

anxiety disorders 

Biochim Biophys Acta. 2015; 

1852(5): 951–961.  



Brain atrophy rates (mean 6 SEM) 

among subjects receiving 

placebo (black) and high-dose B 

vitamins (gray) according to 

tertiles of plasma baseline 

combined v-3 (top) 

Omega 3 and B vitamins 

Am J Clin Nutr 2015;102:215–21. 



Cicero AFG - Unibo 2007 

Topographic maps of changes in oxy-hb 

concentration at 225.0 seconds during 

working memory task  

Clin Interv Aging 

2013:8 1247–1257 

 



Cicero AFG - Unibo 2007 

Topographic maps of changes in oxy-hb 

concentration at 150.0 seconds during the 

calculation task  

Clin Interv Aging 

2013:8 1247–1257 

 



Gingko + DHA + Vitamin B 

J Gerontol A Biol Sci Med Sci, 2016;71(2):236–
242 

A multicomponent approach: 

the possible solution? 



Declino 

cognitivo 

Declino 

cognitivo 

percepito 

Ansia 

Depression 

Età Disnutrizione Malassorbimento 



Cognitive 

decline 

Perceived 

cognitive 

decline 

Anxiety 

Depression 

Age Lifestyle Malabsorption 

N 



Declino 

cognitivo 

Declino 

cognitivo 

percepito 

Ansia 

Depressione 

Età Disnutrizione Malassorbimento 

VITAMINE B6, B9, B12, H, D, Rame 

BACOPA 

- 

CROCUS 

- 

TEANINA 

- 





Anti-Stress Effects of L-Theanine: A 

Randomised, Double-Blind, Placebo-

Controlled, Crossover Trial 

Nutrients 2016, 8, 53; 
doi:10.3390/nu8010053 

Change in cortisol 
from pre- to post-
stressor for both 
post-dose assessments 
and treatment visits 



Association between 
trait anxiety and 
treatment-related 
change in resting 
relative alpha power 
in posterior sensor 
sites (positive 
change = increased 
alpha 
during active 
treatment visit). 

Nutrients 2016, 8, 53; 
doi:10.3390/nu8010053 

Anti-Stress effects of L-Theanine: the 

impact on magnetoencephalography 







Interesting results but … 

• Short term studies (compared with disease 

pathogenesis) 

• Small studies (compared with large patient 

heterogenity) 

• Different botanical extracts (doses and  

bioavailability not always adequate) 

• Risk factors not always optimized at the 

baseline ! 

• … beyond that they function !!! 



Patient target for the 

nutraceutical approach 

• >60 years (but also before) 

• With perceived cognitive decline 

• Asking help to manage the problem 

• With psychological co-morbidity 

• With cardiovascular disease risk 

factors 




