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Alexandra Williamson

Medicines Control Agency

16/131 Market Towers

1 Nine Elms Lane

London

SW8 5NQ

23rd September 2002

Dear Ms Williamson,

MLX 286: The NAHS Response

Introduction

The case for prohibiting kava-kava rests solely upon the toxicity of the herb, and thereby the risk posed to public health, should kava-kava remain on free sale.

We do not consider that the risk/benefit ratio should be applied to natural health care products – if kava-kava presents a substantive risk to public health in conditions of normal use, then it should be removed from free sale, whether it presents any benefits or not.

ALARP

Like the UK government, we acknowledge that industry has a responsibility to reduce risk to a level described as, "As Low As Reasonably Practicable." Also known as the ALARP principle.

There is some guidance from the courts as to what reducing risks to 'as low as is reasonably practicable' means. In Edwards v The National Coal Board ([1949] 1 KB 704; [1949] 1 All ER 743) the Court of Appeal considered whether or not it was reasonably practicable to make the roof and sides of a road in a mine secure. The Court of Appeal held that,

"...in every case, it is the risk that has to be weighed against the measures necessary to eliminate the risk. The greater the risk, no doubt, the less will be the weight to be given to the factor of cost."

And also that,

"'Reasonably practicable' is a narrower term than 'physically possible' and seems to me to imply that a computation must be made by the owner in which the quantum of risk is placed on one scale and the sacrifice involved in the measures necessary for averting the risk (whether in money, time or trouble) is placed in the other, and that, if it be shown that there is a gross disproportion between them - the risk being insignificant in relation to the sacrifice - the defendants discharge the onus on them."

Thus, determining that a risk has been reduced to ALARP involves an assessment of the risk to be avoided, of the sacrifice (in money, time and trouble) involved in taking measures to avoid that risk, and a comparison of the two.

This process can involve varying degrees of rigour, which will depend on the nature of the hazard, the extent of the risk and the control measures to be adopted. The more systematic the approach, the more rigorous and more transparent it is to the regulator and other interested parties. However, duty-holders (and the regulator) should not be overburdened if such rigour is not warranted. The greater the initial level of risk under consideration, the greater the degree of rigour required of the arguments purporting to show that the risk have been reduced to ALARP. In other words, bounded rationality and common sense apply.

The MCA claim that legislation of herbal products, and therefore kava-kava, should be based on the principle of proportionality. Therefore, the ALARP principle must apply to the debate on kava-kava.

UK society permits between 40,000 and 80,000 people to literally drink themselves to death each year, and 120,000 to smoke themselves to death, but the MCA are suggesting that the use of kava-kava, which does not register on any known death 'Richter' scale, is to be completely prohibited. In the absence of any demonstrated and quantified public health concerns, the proposed prohibition simply does not make any sense.

It is therefore not consistent with the principle of proportionality, nor the Governments own code of best regulatory practice, to impose such a restrictive regulation on industry, and thereby restrict consumer choice.

Indeed, the UK government states that regulators need to create an environment where businesses thrive and enterprise is rewarded. Alongside this, they must ensure that minimum standards are imposed when regulating - not maximum standards.

Full details are to be found at the following web site:

http://www.cabinet-office.gov.uk/regulation/2000/riaguide/contents.htm
The Devil is in the Detail

It has been astonishingly difficult to obtain complete data from the MCA. At one meeting it was claimed that the data from America was confidential and that permission had not been granted, despite the best efforts of the MCA officials, to share this data with industry. However, the author secured this “confidential” data with a simple faxed request and is now in possession of all of the redacted medical records that pertain to kava-kava and is able to share this information freely.

One of the problems with all of the data is that there are many gaps that make it impossible to make an informed judgement as to the veracity of the association between the reported adverse event and the ingestion of kava-kava.

The MCA position appears to be one of extreme caution, and considers that such data should be borne in mind, even though it is likely to be irrelevant:

Contrast this to the MCA position on Zyban, which has now been associated with over 7,000 adverse drug reaction events since its launch less than three years ago, thus:



"There have been 57 reports of suspected [MCA emphasis] adverse reactions to Zyban which had a fatal outcome. The contribution of Zyban to these fatal cases is unproven and in the majority of cases the individual's underlying condition may provide an alternative explanation."

http://www.mca.gov.uk/ourwork/monitorsafequalmed/zyban140102.pdf
The Data
We have attached two documents that have been separately prepared by two of the world’s leading experts in this field (Professor Waller and Dr Schmidt) that clearly demonstrate that little weight can be given to the vast majorities of adverse drug reaction events (ADRs) that purportedly relate to the ingestion of kava-kava.

We will therefore summarize the results of these analyses after the following example from the USA of just how absurd an ADR event can be. This FDA lists this case as “death being attributed to the adverse event”.

The 86-year-old male subject of this report drank a cup of herbal tea sometime during the evening; went to bed and did not wake up. The ingredients of this tea were Siberian ginseng, chamomile, kava-kava, schisandra, vitamin C and green tea (decaffeinated).

However, this elderly gentleman also suffered from congestive heart failure, and was taking unspecified medication for high blood pressure and gout, together with insulin and unspecified diuretics.

Even worse, the report was taken over the phone, and the reporting individual was a non-health professional. There was no follow-up, no clinical investigation, no laboratory test results and yet, unbelievably, this case remains on the FDA files as a death that has possibly been caused by the ingestion of kava-kava.

Not all cases around the world are quite so absurd. But, sadly, many are.

More suspected ADRs in relation to kava-kava have been received since the Waller and Schmidt reports were prepared; however, none of the data warrant a change to the overall tone and conclusion of this submission.

Europe

We have been provided with most unsatisfactory data on the 68 cases of reported kava-kava toxicity in Europe. Upon examination, it is self-evident that the overwhelming majority of cases cannot be linked in any meaningful way with the ingestion of kava-kava.

Upon reading the analysis of the data provided by the Swiss and German authorities (BfArM), it is difficult to come to any other conclusion than the data has been compiled in an astonishingly incompetent manner. The table below summarizes the conclusions of Dr Mathias Schmidt, who analyzed the initial 32 cases of reported kava-kava toxicity. It will be noted that 4 of the cases were duplicated in error. This alone leads the impartial observer to doubt the veracity of the remaining data.

To quote Dr Schmidt:

“A conservative estimate of about 250 million daily doses of ethanolic kava extract products have been ingested over the last 10 years. During the same time period there were only two known cases, wherein a causal relationship with the ingestion of an ethanolic extract of kava appeared probable. Therefore, the incidence ratio is calculated to be 0.008 cases per 1,000,000 daily doses. By comparison, the incidence rate for benzodiazepine is 0.90 (Bromazepam), 1.23 (Oxazepam) or 2.12 (Diazepam) cases of hepatic side effects per million daily doses. Therefore, a restriction of marketing kava products will mean that the patients involved will have to revert to an alternative medication with a 112–265 fold increase in hepatic risk.”
North America

The attached report from Professor Waller considers 26 cases reported at that stage to the Food and Drug Administration of America. It will be seen that one case (14747) there was no exposure whatsoever to kava-kava, again leading one to doubt the veracity of the remaining data.

The FDA has identified only 2 cases as compelling: 14627 and 15035, both of which resulted in liver transplant, although in one case (15035) there are significant conflicting statements of evidence, including a false assumption by the reporting physician that kava contains pyrrolizidine alkaloids that are known to cause liver damage, although not liver necrosis.
To quote Professor Waller:

“Based on data available for the incidence of liver disease in the US and the estimated number of kava consumers, it is difficult to make any more than a use-association of liver damage with kava using the FDA adverse event case reports.  It is my opinion there is no scientifically supported association of liver disease with the use of kava which can be found using the US FDA adverse reaction case reports.  There is always the possibility of an individual hypersensitivity reaction to any food product and such incidents must be expected when large numbers of subjects consume any food or drug product.  This type of reaction, termed idiosyncratic, does not generally correlate with ingested dose or duration of use and is not predictable.”

The Rest of the World

The Australian Agency (TGA) has forced Australian industry to "voluntarily" recall all kava products following a death that they have linked to kava consumption. TGA had no power to mandate a recall, as kava is an approved substance. Industry was coerced into accepting a "voluntary" recall or have TGA delist kava-kava via the gazette.

The following facts have since emerged.

The reporting doctors have refused to allow the regulator, TGA, to publish all details of the case.  They want to publish a full report in a medical journal. TGA state, "The Adverse Drug Reactions Advisory Committee (ADRAC) gives undertakings of confidentiality to reporters of suspected adverse drug reactions in Australia. In respect of this case, the reporting doctors have indicated that they wish to publish a case report. For this reason, not all details available to ADRAC are included in the following narrative." 

This lack of transparency in a supposed public health issue is indefensible. 

Trish Worth, the Australian Parliamentary Secretary responsible for the TGA announced that the 56-year-old woman "…had been taking this product for only four months before she presented with liver failure and the product is suspected to be the most likely cause of her illness.”
Additionally, 

"There have also been deaths overseas associated with liver failure after the use of medications containing kava. Therefore, the TGA, in consultation with the complementary medicines industry has, as a precaution, initiated a voluntary recall of products containing kava commencing today,"
What Ms Worth's official failed to advise her is that thorough analysis of the alleged adverse reactions overseas determined only one case with any degree of certainty of causality. Officials in Germany knew that one alleged death (BfArM-Number 98004297 dated June, 4 1998) had been confirmed at autopsy as being due to chronic alcoholism, yet they not only failed to declare that fact, but they publicly blamed kava consumption via a press statement.

Another case, reported exclusively in BfArM’s second listing, goes back to a report by the firm Schwabe in the context of a 1993 research project. The firm had informed the BfArM of a 68-year-old female patient, who, immediately before ingesting its product Laitan, had shown elevated liver values. These values did not worsen during the course of kava therapy. Consequently, there were no indications of side effects, and this case should never have been included in the listing. So, despite it being known that a person had tested positive to liver disease BEFORE starting consumption of kava, officials knowingly blamed kava for causing the liver failure. 

Compare TGAs response to that relating to a pharmaceutical drug known to have serious side effects. TGA said, 

"Since November 2000 the Adverse Drug Reactions Advisory Committee (ADRAC) has received 1237 Australian reports of suspected adverse reactions in connection with the use of Zyban SR. In 1215 of these, Zyban SR was implicated as the sole suspected drug.... Recent media coverage has highlighted a small number of Australian reports to ADRAC of suspected adverse reactions to bupropion where the patient died. As at 22 June 2001, there had been 18 such reports in patients aged from 30 years to 69 years. The duration of exposure to bupropion ranged from a single dose to 10 weeks in 15 patients: two died three days after ceasing the drug. The death of a patient may be caused by a drug or may be coincidental."

How can ADRAC conclude that "The death of a patient may be caused by a drug or may be coincidental" when there have been 1,237 serious adverse reaction reports? In ADRACs comments on Zyban, 98% of the adverse reactions involved a single drug, i.e. Zyban.

TGA state, "Eleven of the 18 patients had an alternative explanation for death that was at least as plausible as a possible effect of bupropion...and is keeping the drug's safety under close review."
TGA lauds its regulations as providing a high quality product in Australia.
"At review, the Committee noted that of the ingredients of the five medicines, kava extracts have been most commonly associated with reports of severe hepatitis. The product being taken (Kava 1800 Plus) is stated also to contain Passiflora incarnata (passion flower), and Scutellaria lateriflora (skullcap). Testing by TGA has confirmed the presence of kava and Passiflora, but Scutellaria lateriflora was not detected. To date, the identity of the third ingredient remains to be established."

This product in question is manufactured under Australia's Pharmaceutical GMP (Good Manufacturing Practice). It has been found by TGA to be illegally labelled, to not contain a substance stated on the label, and to contain an unknown substance. 

Why has a whole industry been forced to recall a hitherto safe product when there is only a question mark about one product?

Interestingly, in assessing drug-caused depression, a TGA report on their website concludes that, “depression is common and association with commonly prescribed drugs may be coincidental.” 

The New Zealand Food Safety Authority has taken a very measured response in issuing a public health statement noting that the evidence against liver damage due to kava consumption is weak, and suggesting that consumers exercise caution – especially if they have or have had liver problems. The NZFSA has undertaken a risk profile and whilst not publicly announced at this stage, indications are that it will rely on apply common sense and keep kava on ‘watch,’ and rely on education and voluntary caution statements as proportionate risk management options. It should be pointed out that Dr Steve Hathaway, Director of Safety at the NZFSA is also deputy chair of the WHO/UN Codex risk management task force. New Zealand industry and Government have utilized his risk analysis before in arriving at pragmatic and sensible risk management options when there has been disagreement between industry and regulators regarding risk management options for dietary supplements. 

Research presented at the inaugural New Zealand Society of Risk Management conference in Wellington on October 3, 2002, shows that not only are dietary supplements some 92,000 safer than pharmaceutical drugs approved as 'safe' by New Zealand’s pharmaceutical medicines regulator, Medsafe, but they are also 900 times safer than normal everyday foods. The research, undertaken by a member of the New Zealand government’s Sentinel Event Project working group advising on the reporting and management of medical errors, has extensively analyzed causes of death in New Zealand. Dietary supplements are nearly 50 times less likely to cause death than legal de minimis levels of risk used to regulate potential cancer causing food additives. 
Risk Analysis

Risk analysis consists of three stages – risk assessment, risk management and risk communication. Risk assessment is the process of establishing the risks associated with an activity – in this case, the voluntary consumption of a herbal product with a very safe profile by any standard. Once it has been determined whether the substance poses an acceptable risk, or not, the risk management process considers risk management options which might range from doing nothing, to alerting the public, utilizing voluntary cautions statements, mandatory warning statements, establishing upper tolerable levels, restricting access to certain healthcare professionals, restricting availability of certain extracts through to outright banning which is a last resort. 

To put the kava incidents around the globe into context, it has been conservatively estimated that over 250 million doses of kava extract have been sold over the past decade with only a single death associated with kava use with any degree of certainty. 

Assuming 2.5 doses per day average, this represents 100 million days of use per death, or put another way, one death per 273,972 person years.
The United Kingdom had an estimated population of 59,647,790 people in July 2001. (http://www.cia.gov/cia/publications/factbook). The death rate is estimated at 10.35 deaths per 1,000 of the population, or one death per 96 people per year.

So the overall risk of living in the UK is that every single year, one person will die for around every 100 people that you know.

Kava-kava might possibly kill someone out of every 100 people that you know in just under 3,000 years!

However, notwithstanding the extreme unlikelihood of dying from consumption of kava, the preferred risk management option of the MCA is to completely prohibit the sale and/or supply of kava-kava which is the most extreme risk management option available, with no consideration of the fact that the risk, albeit exceedingly low, is voluntary, and able to be reduced to even more acceptable levels by education, labeling and caution statement. 

MCA’s response simply does not make sense.

Conclusion

The proposal put forward by the MCA as Consultation Letter MLX 286 does not appear to be based on the available facts. Moreover, the facts used in evidence are incomplete and have been compiled with astonishing ineptitude. The risk management decision proposed by the MCA defies logic.

Risk management guidelines issued by the UK Government are quite clear and detailed at the following website:

http://www.cabinet-office.gov.uk/regulation/2000/riaguide/default.htm
We copy some text of the foreword to “Good Policy Making: A guide to Regulatory Impact Assessment” signed by the current Prime Minister of the UK.

“Our aim for Britain is to create an environment where businesses thrive and enterprise is rewarded. Alongside this, we must ensure that minimum standards exist to ensure fairness at work, safe products and a clean environment.”

“Getting the right balance between costs and benefits is rarely straightforward. Important though regulation is, there will be many occasions when alternatives such as codes of practice or improved advice are a better answer. Good economic analysis will help to inform these choices, and open public debate will ensure that we make the right decision. That is why I am determined that those consumers and businesses, particularly small businesses, should be able to comment on regulatory proposals and have their views taken into account.”

We are most concerned that the MCA has not considered this matter in an impartial and evidence-based manner with a view to reaching a proportionate and robust risk-management proposal. We therefore request that the MCA provide the following, as a matter of urgency, under provisions of the Freedom of Information Act.

1. The legal basis upon which the MCA intends to regulate a product available and regulated as a food?

2. MCA’s threshold for determining an acceptable level of risk for:

a. an involuntary act

b. a voluntary act

3. The discussion/guidance paper that the MCA used to provide the framework from which risk management options have been considered regarding kava.

4. All information used to assess the economic impact of the various regulatory options considered by the MCA regarding kava-kava.

5. A copy of the MCA risk analysis for kava-kava that has concluded that risk management options other than banning kava-kava were not viable.

6. All information the MCA used in considering the safety of kava-kava that relates to potential enzyme induction caused by kava-kava, and also registered medicines, in association with kava-kava in adverse reaction case reports.

7. All documents relating to the MCA consideration of Zyban over the past two years, including a copy of the risk analysis that concluded that despite over 7,000 adverse reactions, including 60 deaths associated with Zyban use; the reactions were only 'suspect' and that causality had not been established.

8. A copy of any MCA documents that shows that the MCA has considered a proportionate response to regulating kava-kava in comparison to Zyban.
9. Copies of all correspondence and submissions sent/received by the MCA regarding the regulating of kava-kava, other than those already sent to the office of the NAHS.

10. Copies of all information received by MCA from overseas regulatory authorities.

11. Copies of all information provided by MCA to overseas regulatory authorities.

12. A copy of MCA’s risk/benefit analysis along with supporting documents and ‘expert’ advice.

13. A copy of the MCA’s analysis of consumers reasons for using kava, and any potential moral hazards created by regulating kava off the market.

14. A copy of MCA’s assessment of consumers accessing kava product of unknown quality via the Internet and via other direct marketing strategies.

15. MCA’s summary and analysis of the above.

16. A statement as to what the MCA deems to be an “acceptable risk” in today’s modern society.

To suggest anything beyond education and simple labelling changes that informs the potential consumer adequately is demonstrably disproportionate to the almost non-existent risk posed by kava-kava to the general public.

The NAHS considers that industry should be permitted to state on the label of products containing appreciable amounts of kava-kava the following:

“Kava-kava should not be taken if you suffer from any known liver disease, have suffered in the past from hepatitis, or drink alcohol to excess; unless on the advice of your Healthcare Professional.”
This obviates the minimal risk that kava-kava poses (nothing in life is completely risk free) and informs the consumer adequately. In other words, labelling information is the only responsible risk-management option that both adequately protects the public, and is also proportionate to both the risk, and to the industry.

Yours sincerely,

Ralph A Pike

Association Director

enc.  
Report on Kava and Liver Damage by Professor Waller


Analysis of Kava Side Effects Reports Concerning the Liver by Dr Schmidt

cc. 
Dr Vivian Lund, Food Standards Agency

First Floor, 4 Abbeydale Road South, Sheffield, South Yorkshire, S7 2QN


Tel:  0114 235 3478     Tel/Fax: 0114 262 0193     Mobile:  07866 317760
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The National Association of Health Stores








Senior Scientific Advisor

Professor Arnold Beckett OBE PhD DSc FRPharmS
Associate Members of the NAHS

Absolute Aromas - Bee Health - Biocare - Bioforce - Bional - Cambridge Bioceuticals - Capsugel - Country Life - Earth Force - Enzsana Granovita - Health & Diet - Optima Health - Health Leads (UK) - Herbal Health - Hildreth & Cocker - Infinity Foods - Nature’s Aid Nature’s Plus - Panda - Pharmadass - Pharma Nord - Pure Health - Salus - Savant Distribution - Solgar - Specialist Herbal Supplies 

The Health Store - The Green People - Vega - Viridian - Vitabiotics - York Nutritional Laboratories

