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Summary page

· How strong is the evidence for claimed efficacy?

· There is a lack of good quality studies to show the benefits of Souvenaid® in terms of improvements in cognitive function. 

· There are no studies comparing Souvenaid® with existing treatments
· Potential advantages in terms of: efficacy, compliance, pharmacokinetics, drug interactions and adverse effects?

· In two studies using the ADAS-COG no significant improvement in cognitive function was observed. In a third study no significant improvement occurred over 24 weeks in total composite score of the Neuropsychological Test Battery (NTB).

· In another study in patients with mild AD, a statistically significant improvement in a verbal recall test (p = 0.026) was reported. However, there was no change and no significant difference in other relevant outcomes; ADAS-Cog, Clinician Interview Based Impression of Change, activities of daily living, or quality of life.

· The product is well tolerated.

· Is there a clear place in therapy / treatment pathway?

· In the early stages of Alzheimer’s disease, potentially in addition to conventional drug treatments 
· Is monitoring for efficacy required?

· Souvenaid® is not licensed as a medicine and as such there are no specific monitoring requirements. Monitoring of cognitive function should be advised to check the ongoing effectiveness of the intervention.

· Is monitoring for toxicity required?No

· Is dose titration required? No

· Financial implications? 

· Approximately £1,000 per patient per year
· Other issues – No National Guidance available and not approved by any other NHS organisations
Recommendations:  

Due to the lack of good quality studies, the cost-effectiveness of this treatment cannot be determined and as such it is recommended that Souvenaid® should be given BLACK status on the Traffic Light System.

While Souvenaid® is well tolerated and will probably not cause harm there is no evidence that it has any effect in decreasing the rate of cognitive decline or delaying AD progression, although there may be an effect on memory performance in drug-naïve persons in the very early stages of disease. If clinician’s are asked by patients about buying this treatment, they may wish to direct patients to the statement from the Alzheimer’s Society that “people are probably much better off putting their money towards good quality care or taking part in exercise.”
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1. Purpose of the Review

Souvenaid® is a dietary supplement marketed as a medicinal food for the treatment of early Alzheimer’s disease (AD). It is purported to improve cognitive performance by supporting synapse formation and function.

This review examines the current evidence for this product so that a recommendation on its place in therapy (if any) can be established.

2. Appropriateness

2.1 The patient: 

Patients with early Alzheimer’s disease (MMSE ≥ 20).
2.2 The problem: 

Definition1:
· Alzheimer's disease is a degenerative disease of the cerebral cortex, which causes pathological changes in brain structure and chemistry. The cortex atrophies, amyloid plaques form around and between neurons, and neurofibrillary tangles form inside neurons. Production of acetylcholine is reduced in affected neurons. The cause of Alzheimer's disease is not known.
Effects and prognosis1: 

· Dementia has an insidious onset, and slow progression. People may take 12–18 months from the first appearance of symptoms to when they first present to their general practitioner (GP); it then may take a similar length of time for the diagnosis to be made. Early diagnosis allows the person to plan ahead while they still have the capacity to make decisions about their future care.

· The prognosis depends on the cause of the dementia, and varies from person to person since the course of the condition and pattern of symptoms varies. Some people with dementia live for many years, but on average people live for about 5 years from when symptoms were first recognized and about 3.5 years from the time of diagnosis. Early-onset dementia tends to progress more rapidly.

· As it develops, dementia results in increasingly severe loss of memory or other cognitive functions, and psychological and behavioural problems can be difficult to manage. Almost all people with dementia eventually develop one or more psychological or behavioural problems, which include language difficulties, disorientation, psychiatric symptoms (such as apathy, depression, psychosis), and personality and behavioural changes (including aggression, sleep disturbance, sexual apathy, or, rarely, disinhibited sexual behaviour).

Etiology1: 

The cause of Alzheimer's disease is not known. Risk factors include:

· Mild cognitive impairment

· Down's syndrome and other learning disorders

· Risk factors for cardiovascular disease

· History of severe psychiatric problems

· Genetic causes of dementia

· Lower educational attainments and lower intelligence quotient (IQ) scores

· Lack of exercise

· Limited social network

Diagnosis1: 

· The diagnosis of dementia is a process that may require several consultations to gather sufficient information. In the early stages of dementia, this process can be prolonged, and the assessments repeated. Although the diagnosis of dementia needs to be confirmed by a specialist, general practitioners can decide if dementia is unlikely or likely, and before referral start exploring and addressing the concerns of the person and their family or carer, and ensuring that people with dementia are given the opportunity to make informed decisions about their care and treatment.
· Do routine investigations and exclude other conditions such as normal ageing, mild cognitive impairment, depression, and acute delirium (due to infection, biochemical imbalance, excessive consumption of alcohol, and drugs [including over-the-counter products]).

· When the onset of memory problems is sudden, consider a vascular event; when the onset is sub-acute, suspect an infection (or other cause of acute confusion/delirium), especially if there is alteration in level of consciousness.

· Take a focused history from the person and, with their permission, an informant who is close to them. Assess the person's functional capacity, their ability to drive safely, and if they have any physical needs (such as nutrition, hearing, eyesight, mobility, and continence).

· Assess cognition, including attention and concentration, orientation, short and long-term memory, ability to carry out learned purposeful movements, language, and executive function (planning, reasoning, decision-making). Use a standardized, validated instrument to assess for cognitive impairment.

2.3 The Intervention: 
Souvenaid® is a supplement to the normal diet, containing ingredients obtained from milk, fish and soy, as follows:
	Component
	Amount per daily dose

	Eicosapentaenoic acid (EPA) 
 
	300mg

	Docosahexaenoic acid (DHA) 
	1200mg

	Phospholipids 

 
	106mg

	Choline 


 
	400mg

	Uridine monophosphate

 
	625mg

	Vitamin E 


 
	40mg

	Vitamin C 



	80mg

	Selenium 



	60 micrograms

	Vitamin B12 




	3 micrograms

	Vitamin B6 


 
	1mg

	Folic acid 



	400 micrograms


How does it work:
The rationale for the use of Souvenaid® is that a combination of nutrients (eicosapentaenoic acid (EPA), docosahexaenoic acid (DHA), phospholipids, choline, uridine monophosphate, vitamins E, C, B6 and B12, selenium and folic acid) might be required synergistically to increase brain levels of phosphatide molecules that comprise the bulk of brain synaptic membranes. The hypothesis is that an increase in synapse formation and function may reduce the cognitive decline in patients with AD.
Care setting: 
Potentially all care settings including self-care.
Frequency: 

One bottle (125ml) once a day, in addition to normal food. 
2.4 Alternative treatments:

Nice Technology Appraisal 217 “Alzheimer's disease - donepezil, galantamine, rivastigmine and memantine” makes recommendations on drug therapy for mild, moderate and severe Alzheimer’s disease. 

3. Effectiveness

3.1 Expected benefits

It is claimed that Souvenaid® reduces cognitive decline in patients with early Alzheimer’s disease.
3.2 Is there a plausible biological basis for effectiveness2?

Souvenaid® is a dietary supplement marketed as a daily drink and providing a range of nutrients including omega-3 fatty acids (EPA and DHA), phospholipids, choline, uridine monophosphate, vitamins E, C, B12, B6, folic acid and selenium.

The choice of additives in Souvenaid® is based on the biochemical synthesis pathway for phosphatidylcholine, a major constituent of synaptic membranes. 
The hypothesis is that increasing the systemic concentration of nutrients required for the formation of phosphatidylcholine will increase synapse formation and function and reduce the cognitive decline in patients with AD.

This is based on the observation that the pathogenesis of AD involves the loss of synapses in addition to the extraneuronal deposition of proteins.

3.3 Side-effects/complications

Three studies have reported that Souvenaid® is well tolerated with no significant adverse events recorded.
All components contained in Souvenaid® have a history of safe use in other foods. Souvenaid® has demonstrated to be well tolerated with little difference with control. Main reported side effects include gastro-intestinal system disorders (e.g.diarrhoea, constipation, flatulence, nausea), psychiatric disorders (e.g. anxiety, depression and insomnia), metabolic and nutritional disorders (e.g. hyperglycaemia, weigh gain) 3. No differences were observed between the active and control groups in biochemical safety markers of liver or kidney function.

3.4 Review of evidence 2,4 
Efficacy and safety of Souvenaid® compared with placebo has been studied in three randomised controlled trials involving 1011 people for a maximum of 24 weeks.3,5,6 This includes a pilot randomised controlled trial in 225 drug-naïve patients with mild AD5, and two subsequent definitive trials of 2592, and 5276 patients with mild to moderate AD.
Two studies involved patients with mild early AD with a mini mental state examination (MMSE) score of ≥ 20,2,5 and one involved patients with mild to moderate AD (MMSE between 14 and 24).6
In all three studies patients were excluded based on broad exclusion criteria that included consumption of oily fish more than twice a week and supplementation with omega-3 fatty acids.3,5,6 Patients were also excluded if they had experienced a recent change in dose of lipid-lowering medicines, antidepressants3,5,6 or antihypertensives.2,6 In addition, in the two studies of mild AD, patients were excluded if they had taken any indicated AD therapy.2,5
Souvenir I

In the pilot trial, at 12 weeks, significant improvement was noted in the delayed verbal recall task in the treatment group compared with control (p = 0.02). However, there was no change and no significant difference in other relevant outcomes; Alzheimer’s Disease Assessment Scale – Cognitive Subscale (ADAS-Cog), Clinician Interview Based Impression of Change, activities of daily living, or quality of life. 
Souvenir II

The subsequent Souvenir II study was a 24-week, randomised, controlled, double-blind, parallel-group, multi-country trial to confirm and extend previous findings in drug-naive patients with mild AD. 259 patients, recruited from 27 AD centres in Netherlands, Germany, Belgium, Spain, Italy and France, were randomised 1:1 to receive Souvenaid® or an iso-caloric control product once daily for 24 weeks. The primary outcome was the memory function domain Z-score of the europsychological Test Battery (NTB). Electroencephalography (EEG) measures served as secondary outcomes as marker for synaptic connectivity. The NTB memory domain Z-score was reported as being statistically significant in the active versus the control group over the 24-week intervention period (p= 0.023). However, the reported confidence intervals (Cohen’s d 0.21, 95% CI -0.06 to +0.49) do not support statistical significance, a likely explanation being that one-tailed rather than two tailed p-values were calculated although this is not specified. This approach, which assumes that the treatment can only improve and not worsen the outcome, is unconventional. No significant effect was observed for the NTB total composite z-score (p = 0.053). EEG measures of functional connectivity in the delta band were significantly different between study groups during 24 weeks in favour of the active group. 
S Connect
The definitive trial conducted in the USA with 527 patients with mild to moderate AD failed to show any beneficial effect of Souvenaid® upon cognitive outcomes (ADAS-COG mean difference =+0.37 points, 95% -0.75 to +1.49)6. 
Compliance was very high across all three studies (86–97%) with no indication of excess adverse events. The trials were sponsored by Danone Research–Centre for Specialised Nutrition (part of Groupe Danone – the manufacturers of Souvenaid®), who were involved in study design, data collection and analysis. Alpha-Plus Medical Communications Limited were involved in drafting and editing the manuscript for the pilot trial.

Other data

Although not directly related to Souvenaid®, a Cochrane review7 from 2012 found that available trials showed no benefit of omega-3 PUFA supplementation on cognitive function in cognitively healthy older people. Omega-3 PUFA supplementation is generally well tolerated with the most commonly reported side-effect being mild gastrointestinal problems. It suggests that further studies of longer duration are required. Longer-term studies may identify greater change in cognitive function in study participants which may enhance the ability to detect the possible effects of omega-3 PUFA supplementation in preventing cognitive decline in older people.
4. Summary of Key Points for Consideration
4.1 National guidance: 
· No national guidance. 
· A recent review “Nutrition and dementia- A review of available research” (February 2014) stated that “Randomised controlled trials of Souvenaid® do not support any consistent or clinically significant cognitive benefit.”

· In January 2013, the Alzheimer’s Society issued the following about Souvenaid®8: 

“'People shouldn’t get excited that an off-the-shelf drink is going to transform the lives of people with dementia. While past studies of this product have showed some benefits for memory, there is no evidence that it has an effect on other aspects of thinking or everyday life and there was also no benefit on other symptoms of dementia. This is likely to cost about £1,000 a year and is a lot less effective than current drugs available for people in the early stages of dementia. For many older people with dementia where finances might be tight, people are probably much better off putting their money towards good quality care or taking part in exercise.”

· It is not a licensed medicine and has not been assessed by the Advisory Committee on Borderline Substances (ACBS).

4.2 Efficacy
· In two studies using the ADAS-COG no significant improvement in cognitive function was observed. In a third study no significant improvement occurred over 24 weeks in total composite score of the Neuropsychological Test Battery (NTB).

· In another study in patients with mild AD, a statistically significant improvement in a verbal recall test (p = 0.026) was reported. However, there was no change and no significant difference in other relevant outcomes; ADAS-Cog, Clinician Interview Based Impression of Change, activities of daily living, or quality of life.
4.3 Potential Benefits over existing therapy
· There are no comparative studies investigating the use of Souvenaid® against conventional drug therapies

4.4 Potential disadvantages
· Not for parenteral use. 
· Not suitable for patients with galactosaemia.

4.5 Budgetary Impact
4.5.1 Cost:

· RRP is £3.49 per bottle and would cost £1273.85 per patient per year if purchased OTC.

· The product is not listed in the Drug Tariff so the cost to the NHS is unknown.
4.5.2 Precedent setting: 

The prevalence of Alzheimer’s disease is increasing and is expected to continue to grow. If the intervention is funded there are likely to be several thousand patients across Surrey and Sussex who may seek access to this treatment option.
Where Souvenaid® has been considered, all NHS organisations have not recommended its use. 
5.  Conclusions and Recommendations
Due to the lack of good quality studies and relevant clinical outcomes, the cost-effectiveness of this treatment cannot be determined and as such it is recommended that Souvenaid® should be given BLACK status on the Traffic Light System.

While Souvenaid® is well tolerated and will probably not cause harm there is no evidence that it has any effect in decreasing the rate of cognitive decline or delaying AD progression, although there may be an effect on memory performance in drug-naïve persons in the very early stages of disease. If clinician’s are asked by patients about buying this treatment, they may wish to direct patients to the statement from the Alzheimer’s Society that “people are probably much better off putting their money towards good quality care or taking part in exercise.”
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COMMENTS:

Hi Laura
  
Re: Souvenaid – whilst there is some interesting science behind this – i.e. the in vitro effect of increasing neuronal connectivity – the clinical evidence at the moment is limited – the studies showed significant improvement on episodic memory, i.e. the hallmark cognitive feature of typical AD, but not on overall cognition of function. Obviously there is no impact of disease progression, but then there is none for currently approved treatments either. I would support the non-FP10 status based on how things stand at the moment – the company would need to design much more robust studies, but I’m guessing they would not deliver the result they are hoping for..
Bw
g
 
Dr Gosia Raczek 
Consultant in Old Age Psychiatry 
Clinical Director, Dementia and Later Life Pathway 
Medical Lead, Memory Assessment Service 
Sussex Partnership NHS Foundation Trust 
Honorary Senior Lecturer 
Brighton and Sussex Medical School 



From: Hill Laura (NHS CRAWLEY CCG) [mailto:laura.hill5@nhs.net] 
Sent: 20 May 2014 10:36
To: Raczek Gosia
Subject: FW: Souvenaid - Request for comments 
 

Morning
Hope you enjoyed the lovely warm weather this weekend! I thought you might appreciate sight of this - 
The nutrtional supplement Souvenaid is coming to the prescribing clinical network in June to be discussed - i have attached the evidence review that has been prepared - if you have any views or thoughts on it i am happy to represent them as i attend as medicines lead for crawley CCG. It is being suggested as to be classified as black on our formularies - this would mean that presribing on fp10 is not supported.
 
Best wishes
Laura
 
Dr Laura Hill MBBS MRCGP
GP 
Southgate Medical Group, Crawley
 
Clinical Executive Director
Crawley Clinical Commissioning Group

……………………………………………………………………………………………………………
Dear Kevin

Thanks for this. Reading the data there is a lack of evidence for efficacy  for Souvenaid and may represent no more than any multivitamin preparation that patients may take. The lack of evidence means that this should indeed be black status and we as clinicians should counsel pts to be aware of this fact if they might purchase such a product. By the way - is it french origin as Souvenir is to remember I believe from my O level days!

Andreas

…………………………………………………………………………………………………………..
I agree with the black status (especially as the Alzheimer's Society also believe that it gives no benefit).

Best wishes

Dr Richard Barnett 

Clinical Lead for Innovation, Quality and Medicines Management

Northwest Surrey CCG



