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DISCLOSURE OF CONFLICT OF INTEREST

I work as a consultant for Integria Healthcare/MediHerb. However, this 
presentation is prepared and delivered in my free time as a herbal clinician. I 
have received no payment from any person or organisation for this lecture

I work as a naturopathic/herbal practitioner and hence am biased towards 
promoting the vastly underestimated role of natural remedies in modern 
healthcare

I have written a new book about Functional Herbal Therapy, which is a theme 
underlying this presentation, and I would really like you to buy it
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Our Topics

• How safe and effective 
are current drugs?

• Key herbs overview

• Ginkgo

• Saffron

• Bacopa

• Curcumin
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How Effective 
are Current 
Drugs?
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Liu PP et al. History and progress of 
hypotheses and clinical trials for 

Alzheimer's disease. Signal Transduct 
Target Ther. 2019 Aug 23; 4: 29. doi: 

10.1038/s41392-019-0063-8
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New Alzheimer Antibody Drugs

• Aimed at dissolving beta-amyloid plaque (Aβ)

• Aducanumab (now discontinued)

• Lecanemab

• Donanemab (awaiting approval)Maybe
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slow Alzheimer’s disease 
progression by 35pc…

…medical community is 
excited…

https://www.abc.net.au/news/2023-07-
18/alzheimers-disease-new-drugs-showing-
promise/102612162
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The era of disease-modifying treatment?
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Sims JR et al. Donanemab in Early Symptomatic 

Alzheimer Disease: The TRAILBLAZER-ALZ 2 

Randomized Clinical Trial. JAMA. 2023 Aug 8; 

330(6): 512-527. doi: 10.1001/jama.2023.13239. 

PMID: 37459141

The key paper



Transforming global health © Mills and Bone Academy 2024

Let’s have a reality check…
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This review provides convincing 
arguments in support of the 
conclusion that newer Alzheimer 
disease drugs are not 
meaningfully better than older 
Alzheimer disease drugs, and 
reasonably convincing arguments 
that neither class of drugs 
provides clinically meaningful 
benefits

Molchan S, Fugh-Berman A. Are New Alzheimer Drugs 
Better Than Older Drugs? JAMA Intern Med. 2023 Jul 31. 
doi: 10.1001/jamainternmed.2023.3061. Epub ahead of 
print. PMID: 37523164
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Are New Alzheimer Drugs Better Than Older Drugs?

• In July 2023, the US FDA approved lecanemab, an amyloid-β-targeting antibody, for 
treating Alzheimer disease (AD)

• The lecanemab trial showed a “27% slower cognitive decline” compared to placebo 
on the CDR-SB scale over 18 months, but this reported improvement was not 
clinically significant 

• Cholinesterase inhibitors, the first drugs for AD, had similar effect sizes in earlier trials

• Stated another way, neither the lecanemab trial nor the donepezil trials found 
clinically significant beneficial effects

• Lecanemab and aducanumab, the first approved β-amyloid-targeting antibody, have 
been associated with brain oedema and brain haemorrhages

• A review suggests these drugs may accelerate brain atrophy and ventricular 
enlargement
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What About Donanemab?

• Donanemab was very effective at eliminating its target, cerebral amyloid; 
at 76 weeks amyloid plaques were cleared in 80% of the treatment group

• But the clinical effect was comparatively weak: overall, cognition and daily 
function continued to decline in all participants, but treatment with 
donanemab delayed progression on the primary outcome (the integrated 
AD Rating Scale) by about 4 months

• Similar to trials of lecanemab and aducanumab, this donanemab trial did 
not provide sufficient evidence of safety or efficacy among people 
racialised as American Indian or Alaska Native, Asian, Black or Hispanic

Manly JJ, Deters KD. Donanemab for Alzheimer Disease-Who Benefits and Who Is Harmed? JAMA. 2023 Aug 8;330(6):510-511. doi: 
10.1001/jama.2023.11704. PMID: 37459138
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What About Donanemab?

• Treatment with donanemab was associated with significant safety risks, 
including three deaths determined to be drug related

• In the treatment group, amyloid-related imaging abnormalities were 
seen in about 37% vs 15% in the placebo group

• Microhaemorrhage occurred in 26.8% in the donanemab group vs 12.5% 
in the placebo group

• “Clinicians and the public will need to weigh the potential benefit of 
treatment (delay of progression of about 4 months on average) with the 
financial and quality-of-life costs of infusions, MRI monitoring, and risk of 
amyloid-related imaging abnormalities” and brain volume loss”

Manly JJ, Deters KD. Donanemab for Alzheimer Disease-Who Benefits and Who Is Harmed? JAMA. 2023 Aug 8;330(6):510-511. doi: 
10.1001/jama.2023.11704. PMID: 37459138
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Key Herbs for 
Cognition and 
Dementia
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Key Herbs for Boosting 
Cognition
• Evidence from dementia trials: 

Bacopa, Ginkgo, Saffron, curcumin,
Korean Ginseng, resveratrol, Sage

• Evidence from trials in older people 
with MCI: Ginkgo, cocoa, Saffron, 
Withania, Korean Ginseng

• Evidence from trials in healthy older people: 
curcumin, Bacopa, Gotu Kola, resveratrol, 
cocoa, Ginkgo, Rosemary, Sage, blueberries, curcumin

See subsequent slides and relevant monographs in Bone KM, Mills SY. Principles and Practice of Phytotherapy: Modern Herbal Medicine 
2nd edition, Elsevier, UK, 2013
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Key Herbs for Boosting Cognition

• Evidence from trials in healthy young 
people: 
• Bacopa, resveratrol, Rosemary, Sage, 

Korean Ginseng, Ginkgo, cocoa, Schisandra, 
Eleuthero (Siberian Ginseng), blueberries

• Weak preliminary human data: Lion’s Mane

See relevant monographs in Bone KM, Mills SY. Principles and Practice of Phytotherapy: 
Modern Herbal Medicine 2nd edition, Elsevier, UK, 2013
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Ginkgo is Key for Brain Health

Ginkgo ticks every functional medicine box:

• Neuroprotective and increases BDNF

• Nrf2 boosting and anti-inflammatory

• Supports microcirculation

• Boosts mitochondrial function

• Neuroregenerative (used in stroke recovery in China)

23
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“Our results show that six weeks' 
supplementation with Ginkgo 
biloba extract in physically active young 
men may provide some marginal 
improvements in their endurance 
performance expressed as VO₂max and 
blood antioxidant capacity, as evidenced 
by specific biomarkers, and elicit 
somewhat better neuroprotection 
through increased exercise-induced 
production of BDNF.”

Dose was 160 mg per day of extract, 
equivalent to about 8 g of leaf
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Ginkgo: Dementia Meta-analyses

• Four RCTs involving 1,628 outpatients with mild to moderate dementia: 
differences for change from baseline in cognition, 
daily living, clinical global impression and quality of life favoured Ginkgo1

• Seven RCTs involving 2,625 patients with dementia: superiority of Ginkgo 
over placebo was confirmed by responder analyses, 
as well as for patients suffering from dementia with neuropsychiatric 
symptoms2

• Four RCTs involving 1,628 outpatients with mild to moderate dementia: 
Ginkgo improved behavioural and psychological symptoms (except 
psychotic-like features) and caregiver distress3

25
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References For the Previous Slide

1. von Gunten A et al. Efficacy of Ginkgo biloba extract EGb 761(®) in dementia with behavioural and 
psychological symptoms: A systematic review. World J Biol Psychiatry. 2016 Dec; 17(8): 622-633

2. Gauthier S et al. Efficacy and tolerability of Ginkgo biloba extract EGb 761® in dementia: a systematic 
review and meta-analysis of randomized placebo-controlled trials. Clin Interv Aging. 2014 Nov 28; 9: 
2065-2077. doi: 10.2147/CIA.S72728

3. Savaskan E et al. Treatment effects of Ginkgo biloba extract EGb 761® on the spectrum of behavioral 
and psychological symptoms of dementia: meta-analysis of randomized controlled trials. Int 
Psychogeriatr. 2018 Mar; 30(3): 285-293. doi: 10.1017/S1041610217001892
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For the measures of cognitive function and activities of daily living

Ginkgo has reliable 
efficacy of cognitive 
function and global 
clinical assessment and 
safety in the treatment 
of AD

Liao Z et al. Meta-analysis of Ginkgo biloba Preparation for the Treatment of Alzheimer's Disease. Clin Neuropharmacol. 2020 Jul/Aug; 43(4): 93-99. 
doi: 10.1097/WNF.0000000000000394
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Liu H et ak. An Updated Review of Randomized Clinical Trials Testing the 
Improvement of Cognitive Function of Ginkgo biloba Extract in Healthy 
People and Alzheimer's Patients. Front Pharmacol. 2020 Feb 21; 10: 1688. 
doi: 10.3389/fphar.2019.01688

In the guideline, several compelling 
evidences supported the inclusion 
of Ginkgo extract as part of the 
treatment armamentarium for AD 
or VaD

From the Asian Clinical Expert Group
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Bohlken J et al. Association Between Ginkgo Biloba Extract Prescriptions and 
Dementia Incidence in Outpatients with Mild Cognitive Impairment in Germany: 
A Retrospective Cohort Study. J Alzheimers Dis. 2022; 86(2): 703-709. doi: 
10.3233/JAD-215348

• Overall, 24,483 mild cognitive impairment 
patients (mean age: 77.0 years, 56.3% 
women) were included

• > 2 prescriptions of Ginkgo were 
significantly associated with a reduced 
dementia incidence (hazard ratio, HR: 
0.71 (95% CI: 0.55-0.91), p = 0.007), as 
compared with no Ginkgo prescription 

• > 3 Ginkgo prescriptions was an even 
stronger association, with an HR of 0.64 
(95% CI: 0.48-0.86), p = 0.003)

• For > 4 prescriptions the HR was 0.58 
(95% CI: 0.41-0.82) (p = 0.002)
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Saffron and AD and MCI

• Saffron (30 mg/day stigma extract) versus donepezil 
(10 mg/day) in 54 patients with moderate AD  equal 
efficacy after 22 weeks1

• Saffron more effective than placebo (same dose) in 46 AD patients 
over 16 weeks2

• Saffron (same dose) versus memantine (20 mg/day) in 68 patients with 
moderate to severe AD  equal efficacy after 12 months3

• Small single blind trial showed that MCI patients on Saffron had 
improved Mini-Mental State Examination scores (p = 0.015), while the 
control group deteriorated; also MRI and EEG showed improvement in 
specific domains4
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References For the Previous Slide

1: Akhondzadeh S et al. A 22-week, multicenter, randomized, double-blind controlled trial 
of Crocus sativus in the treatment of mild-to-moderate Alzheimer's disease. 
Psychopharmacology (Berl). 2010 Jan; 207(4): 637-643. doi: 10.1007/s00213-009-1706-1. 

2: Akhondzadeh S et al. Saffron in the treatment of patients with mild to moderate 
Alzheimer's disease: a 16-week, randomized and placebo-controlled trial. J Clin Pharm 
Ther. 2010 Oct; 35(5): 581-588. doi: 10.1111/j.1365-2710.2009.01133.x. 

3: Farokhnia M et al. Comparing the efficacy and safety of Crocus sativus L. with 
memantine in patients with moderate to severe Alzheimer's disease: a double-blind 
randomized clinical trial. Hum Psychopharmacol. 2014 Jul; 29(4): 351-359. doi: 
10.1002/hup.2412

4: Tsolaki M et al. Efficacy and Safety of Crocus sativus L. in Patients with Mild Cognitive 
Impairment: One Year Single-Blind Randomized, with Parallel Groups, Clinical Trial. J 
Alzheimers Dis. 2016 Jul 27; 54(1): 129-33. doi: 10.3233/JAD-160304
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Bacopa Systematic Reviews

• Five trials reviewed for AD: three used Bacopa in combination with 
other herbs, two used Bacopa extracts only

• Two studies compared Bacopa with donepezil, while the others used 
a placebo

• All studies reported statistically significant difference between 
Bacopa and comparator in at least one AD-related outcome, but trial 
quality was low1

• Meta-analysis (9 trials, n = 518) suggested that Bacopa has the 
potential to improve cognition, particularly speed of attention, trials 
were deemed small2

1. Basheer A et al. Bacopa monnieri in the treatment of dementia due to Alzheimer's disease: A systematic review of randomised controlled 
trials. Interact J Med Res. 2022 May 25. doi: 10.2196/38542

2. Kongkeaw C et al. Meta-analysis of randomized controlled trials on cognitive effects of Bacopa monnieri extract. J Ethnopharmacol. 2014; 
151(1): 528-535. doi: 10.1016/j.jep.2013.11.008
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Curcumin is Key for Brain Health

• Double blind placebo-controlled three-arm comparative study, involving 48 people 
(n = 16/group) with moderate dementia due to the onset of AD

• Supplemented with 400 mg × 2/day of either placebo, an unformulated standard 
curcumin complex with 95% purity (USC), or CGM (curcumin galactomannosides, 
delivering a daily dose of around 400 mg of curcumin) for six months

• CGM produced significant (p < 0.05) improvements in the Mini-Mental State 
Examination (MMSE) and the Geriatric Locomotive Function Scale (GLFS) scores in 
both intra- and inter-group comparison

• Analysis of the serum levels of specific biomarkers (BDNF, Aβ42, tau protein, IL-6, 
and TNF-α) also revealed a significant (p < 0.05) improvement among CGM 
subjects, as compared to placebo and the USC group. Aβ42 is a component of 
amyloid plaque

Das S S et al. Influence of CurQfen®-curcumin on cognitive impairment: a randomized, double-blinded, placebo-controlled, 3-arm, 3-sequence 
comparative study. Front. Dement; 13 September 2023; doi.org/10.3389/frdem.2023.1222708 
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Curcumin is Key for Brain Health
• MMSE scores showed a significant (p < 0.001) deterioration in placebo from 16.09 
± 1.86 to 13.81 ± 1.72

• However, CGM supplementation significantly enhanced MMSE from 16.07 ± 1.81 
to 19.27 ± 1.67 (19.83%; p < 0.001); the increase in the USC group was not 
significant 

• Pairwise comparison of Aβ42 revealed 13.16% (p = 0.019) and 2.68% (p = 0.064) 
reductions in the CGM and USC groups, respectively, whereas the placebo group 
showed 11.16% (p = 0.001) increase compared to baseline

• Pairwise comparison showed a massive 54.12% decrease in serum IL-6 for CGM (p 
< 0.001) and a 15.11% reduction for USC (p > 0.05), placebo showed 30.16% 
increase compared to baseline 

• Reductions in TNFα were 54.83% (p < 0.003) and 16.33% (p < 0.073) for the CGM 
and USC groups, with a 20.58% increase (p < 0.001) for placebo

Das S S et al. Influence of CurQfen®-curcumin on cognitive impairment: a randomized, double-blinded, placebo-controlled, 3-arm, 3-sequence 
comparative study. Front. Dement; 13 September 2023; doi.org/10.3389/frdem.2023.1222708 
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Thank you!
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