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• “Many hands” are involved in cognition; different languages

• MCI does not necessarily mean memory impairment

• MCI is common, but if we won’t look for it – we won’t find it

• We have very few treatment options for MCI
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• MCI is common, but if we won’t look for it – we won’t find it

• We have very few treatment options for MCI



Mr. M



Mr. M

• 74, retired

• Brought in by his wife

• “He’s apathetic, stopped being 

interested in everything” 

• He didn’t complain



Mrs. T



Mrs. T

• 78, brought in by her 

daughter 

• Doesn’t sleep well, 

anxious and 

depressed for the 1st

time in her life



Mr. S

• 79, brought in by his son

• Religious man 

• Started “talking dirty” to 

his sisters in law



What do the 3 of them have in common? 



And what don’t they all have?



A “cognitive” complaint



Clock drawings of Mr. S and Mr. M:



Clock drawings of Mr. S and Mr. M:



Clock drawings of Mr. S and Mr. M:

Am I supposed to treat them?



Who’s supposed to be the 

case-manager of cognitive 

disorders? 

Primary care physicians? 

Neurologists? 

Psychiatrists?      

Geriatrics? 



 

Primary care physicians? 

Neurologists? 

Psychiatrists?      

Geriatrics? 

All of us together!



• Diverse etiologies 

• Separate groups determining 

criteria for each disorder 

• The result: an array of terms to 

describe the same syndrome

Current situation:



Clinically it’s a challenge

• Patients with dementia have very 

different presenting symptoms



• A surprising truth: 

neuropathological studies reveal 

mixtures of Alzheimer's, vascular, 

and Lewy body

• “Pure” syndromes are uncommon

Biologically it’s complex…



A multi-factorial,                 

multi-symptomatic syndrome… 

Do we have multi-modal 

strategies to face it?



DSM-5 proposes to start with standardizing the classification…



What’s new?



1. Say bye to dementia*, say hi to                     

Major Neurocognitive Disorder (NCD)… 

* The term dementia is retained in DSM-5 for continuity and may be used in settings where 
physicians and patients are accustomed to it



Why not dementia?



NCD is a broader 

definition – a substantial 

decline in a single 

domain is enough for 

diagnosis



2. It’s not just about memory – look at domains

















Its not just about “cognition”! 
Sometimes the 1st signs of 
cognitive decline will be: 

• Apathy / anhedonia
• Depression
• Anxiety 
• Sleep problems
• Inappropriate behavior

Neuropsychiatric symptoms



And finally:

3. Say bye to MCI, say hi to Mild NCD



Why mild? 
(The opposite of major is minor) 



• Mild NCD represents a new 

framework for the commonly 

used MCI

• Test performance: 1–2 SD 

below the normative mean 

(3rd and 16th percentiles)

Say bye to MCI
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So, we have to actively look for NCD’s,                           

otherwise we will miss the chance to go upstream…





Cut-off: 25-26

Sensitivity of 80-100%; Specificity 50-76%





Cut-off: 2

Sensitivity of 39-84%; Specificity 78-88%



What about our patients? 



Mr. S

• 79. Started “talking dirty” 

• MMSE: 21

• MoCA: 18

• Diagnosis: major NCD 

(dementia)



Mrs. T

• 78, anxious and 

depressed for the 

1st time in her life

• MMSE: 28

• MoCA: 28

• Diagnosis: ? 



Mr. M

• 74, “apathetic” 

• MMSE 26

• MoCA: 24

• Probable mild NCD (MCI)



So, we diagnosed mild NCD.              

Do we need to treat it?



Kasper S et al. 

Management of mild 

cognitive impairment 

(MCI): The need for 

national and international 

guidelines 

2020 Feb. World J Biol

Psychiatry. 2020;1-16.



• ~10–15% of mild NCD  will 

develop major NCD per year

• Positive for AD biomarkers: 

three-year progression rate to     

AD-type dementia - 59%

From mild to major NCD



From mild to major NCD

• Compared to the general 

population, the risk of 

dementia in MCI patients 

is 3 to 18 times higher



• Behavioral and neuropsychiatric 

symptoms (NPS) are common in 

mild NCD

• Depression, apathy, anxiety                      

– in 40% of adults with MCI

• Important to reduce                                    

the burden on caregivers

Rationale to intervene in mild NCD



WATCHFUL

“A questionable option...” 

?



What are our treatment options with 

Mild NCD and Major NCD?



What are our treatment 

options with Mild NCD 

and Major NCD?



Prevention

 



Prevention (WHO recommendations 2019)

• HTN

• Obesity

• Smoking

• NIDDM

• Infections

• Head trauma

• Sleep disorders

• Sensory deprivation

• Depression and stress

• No physical activity

• Alcohol abuse

• Social isolation

• Air pollution



I. Cognitive training

II. Moderately intensive

physical exercise

III. Diet

IV. Socialization

Non-pharmacological interventions



I. Cognitive training

II. Moderately intensive

physical exercise

III. Diet

IV. Socialization

Non-pharmacological interventions

Multi-domain 

interventions}



What about 

adherence? 

Multi-domain 

interventions are 

probably good



Nutritional supplements



No results or very modest results 

Nutritional supplements



Drugs?



Drugs?

• Numerous RCT’s in MCI

• Some show symptomatic relief

• No study to date has proven a 

drug to be disease modifying



B-Amyloid as a potential target in MCI



B-Amyloid as a potential target in MCI

• “The pharmacological 

relevance of this hypothesis at 

this stage of disease is 

questionable” 



Cholinesterase inhibitors



• Large RCT’s fail to show clinically significant results in 

MCI

• Indicated in initial phases of Major NCD

Cholinesterase inhibitors



Memantine: NMDA receptor antagonists



• Not well studied in MCI

• Indicated in late phases of 

major NCD

Memantine: NMDA receptor antagonists



Ginkgo Biloba special extract – EGb 761®



• Not every “Ginkgo product” is EGb 761®

• Medical Ginkgo extract:

o 24% Ginkgo Flavone Glycosides

o 6% Terpene lactones

o Mustn't include more than 5 ppm of 

Ginkgolic acids!

Ginkgo Biloba special extract – EGb 761®



EGb 761®:
high consistency

Source: Principal Component Analysis (PCA) 

Other extracts: 
different 

composition

EGb 761® ≠ Ginkgo
Clinical 

Results for 
EGb 761®

cannot be 
generalized

Reproducible efficacy: Every single batch of EGb 761® has the very same 
composition (throughout almost 50 years of production)

Presenter Notes
Presentation Notes
Analysis over 10 years and almost 400 batches of EGb 761® : EGb 761® has a unique, consistent composition. Other ginkgo extracts differ significantly.  Therefore: Scientific evidence and data are only valid for Tebonin®
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• Efficacy in cognitive and 

neuropsychiatric symptoms and 

function of patients with 

Alzheimer's dementia, vascular 

and mixed dementia

Ginkgo Biloba special extract – EGb 761®



• Efficacy in cognitive and 
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function of patients with 
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and mixed dementia

Ginkgo Biloba special extract – EGb 761®



Gavrilova SI et al. Int J Geriatr Psychiatry. 2014

EGb 761® in mild NCD



• Double blind RCT

• 160 patients with MCI 

and neuropsychiatric 

symptoms

• 24 weeks 

Gavrilova SI et al. Int J Geriatr Psychiatry. 2014

EGb 761® in mild NCD



Change in trail making

International Journal of Geriatric Psychiatry, Volume: 29, Issue: 10, Pages: 1087-1095, First published: 16 March 2014

Presenter Notes
Presentation Notes
Change in Trail‐Making Test B score from baseline to week 24, means, and 95% confidence intervals, two‐sided p‐value of analysis of covariance.
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Change in state anxiety

International Journal of Geriatric Psychiatry, Volume: 29, Issue: 10, Pages: 1087-1095, First published: 16 March 2014

Presenter Notes
Presentation Notes
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Response rates in neuropsychiatric inventory

International Journal of Geriatric Psychiatry, Volume: 29, Issue: 10, Pages: 1087-1095, First published: 16 March 2014
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Grass-Kapanke et al. 2011, Neuroscience & Medicine 2:48-56

EGb 761® in very mild NCD



• Double blind RCT

• 300 subjects

• 12 weeks

Grass-Kapanke et al. 2011, Neuroscience & Medicine 2:48-56

EGb 761® in very mild NCD



130

Change in the “faces 2” task:

Grass-Kapanke et al. 2011, Neuroscience & Medicine 2:48-56

p < 0.01

Presenter Notes
Presentation Notes
להלן המבחן הראשון:
במבחן הנ"ל המטופלים נדרשים לענות על תרגילים מתמטיים ותרגילי חישוב, 
כאשר הם נדרשים לרשום את ספרת האחדות בכל אחד מהתרגילים. 
זהו מבחן שנעשה בזמן קצוב וצריך לבצע אותו מהר מאוד. 
לבסוף סופרים את מספר השגיאות וכמה זמן לקח למטופל להשלים את המשימה.



Amieva H et al. PLoS One. 2013

EGb 761® – 20 year follow up: PAQUID Trial



• Prospective community-based 

cohort

• 3612 non demented patients > 

65 years 

• 589 used EGb 761®

• 149 used Piracetam
Amieva H et al. PLoS One. 2013

EGb 761® – 20 year follow up: PAQUID Trial



Change in MMSE score over the 20-year follow-up:

Amieva H et al. (2013) PLOS ONE



Amieva H et al. (2013) PLOS ONE

• First longitudinal study with 

such a long period of time and 

so many participants

• MMSE decline in EGb 761®

users significantly slower than 

in controls

• Difference of 5 MMSE points 

over 20 years 

EGb 761® – 20 year follow up: PAQUID Trial



 

    



 

    

EGb 761® prescriptions and cognitive outcome

Bohlken et al. Journal of Alzheimer’s disease 2022

• 24,483 patients ≥ 65 years old

• An initial MCI diagnosis between 

January 2000 and December 2019

• Observation up to 20 years



>2 Ginkgo-extract prescriptions: substantially lower dementia risk

EGb 761® prescriptions and cognitive outcome

Bohlken et al. Journal of Alzheimer’s disease 2022



    





Savaskan et al. 2017, International psychogeriatrics

EGb 761® – psychiatric effects
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Basta D.  2017, Med. Welt, 68;(1);46-52R

EGb 761® – proposed mode of action
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EGb 761® – proposed mode of action



• No safety risk in long-term trials

• Mild gastrointestinal disturbances

• Headache

• Dizziness or enhancement of already existing dizziness

EGb 761® – side effects







EGb 761® as a Treatment Option in MCI / Prodromal AD

• Czech Consensus (Jirák 2014/2017):

EGb 761® recommended in "incipient dementia" (MMSE > 25)

• European Medicines Agency / Committee on Herbal Medicinal Products: Monograph 

2015, well established use: for the improvement of (age-associated) cognitive decline 

and of quality of life in mild dementia

• Swiss Expert Recommendation (Kressig 2015):

start of EGb 761® treatment recommended at MCI stage

• China Dementia & MCI Diagnosis & Treatment Guidelines (Jia 2015): 

EGb 761® is effective in the treament of AD, multi-infarct dementia and MCI

       



            

• Spanish Consensus (López Trigo et al. 2017): 

EGb 761® is the only approved drug treatment for MCI

• European Experts Review on the Management of MCI (Kasper et al. 2020): 

EGb 761® is recommended for the symptomatic treatment of cognitive impairment 

and associated NPS

• Thailand Dementia & MCI Treatment Guidelines 2020: 

EGb 761® is the 1st and only drug approved by Thailand FDA for the treatment of MCI

• ASCEND2 Asian Expert Consensus (Kandiah et al. 2021): 

EGb 761® is currently the only pharmacological agent recommended for treatment of 

MCI. EGb 761® has a role in the multidomain intervention strategy for MCI 

management.



               

• ASCEND2 Asian Expert Consensus (Kandiah et al. 2021): 

EGb 761® is currently the only pharmacological agent recommended for treatment of 

MCI. EGb 761® has a role in the multidomain intervention strategy for MCI 

management.





ASCEND2 Consensus (Asian Clinical Expert Group):

At least four randomized 
trials have shown 
improvement in MCI 
symptoms with EGb 761®

EGb 761® may be  
incorporated into 
a multidomain
intervention for MCI

There is evidence 
suggesting EGb 761®

may help delay 
progression from 
MCI to dementia in 
some individuals

EGb 761® is currently the  
only pharmacological 
agent recommended for 
treatment of MCI

EGb 761® may  
improve cognitive 
performance and 
NPS in MCI patients

Presenter Notes
Presentation Notes
Nature Volume: 475, Pages:S2–S4 Date published:(14 July 2011) DOI:doi:10.1038/475S2a 



ASCEND2 Consensus (Asian Clinical Expert Group):

EGb 761® is currently the  only

pharmacological agent 

recommended for treatment of MCI
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Again - what about our patients? 



Mr. M

• 74, “apathetic” 

• Probable MCI

• Was started on EGb 761® 120 mg 

twice daily

• Improved hedonia, renewed visits 

to his grandkids



Mrs. T

• 78, anxious and depressed 

for the 1st time in her life

• Cognitively intact 

• Workup revealed metastatic 

pancreatic cancer

• Was given an SSRI



Mr. S

• 79 Started “talking dirty” 

• Major NCD

• Started choline-esterase 

inhibitor

• Was institutionalized 

upon follow up  
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