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	Comments on SANCO draft documents on data  requirements

PAN-Europe, Brussels, 4th of October, 2010

Hans Muilerman.


PAN-Europe commenting data requirements.

On GLP (SANCO 11802 and 11803).

It is widely known that the outcome of GLP-studies differs considerably from studies of independent scientific literature as published in international scientific journals. The actual example of the literature published on the chemical Bisphenol A is a good example of this discrepancy. Over100 independent articles show negative effects of the chemical while the 4 GLP-studies performed showed no negative effects
. Regulators based and still base their decisions largely on GLP-studies of industry thereby ignoring the entire scientific community. The differences should be addressed if regulators want to get a real and fair answer to questions on negative effects of pesticides. Cigarette industry has the worst reputation on biasing studies, while the pharmaceutical industry also is well known for writing studies with a desired outcome
. Pesticide industry is also not ´clean´ on this
.

Clearly industry GLP-studies should be scrutinised independently. European Parliament and Council were pertinent in their decision to include independent literature in the recent discussion on the pesticide package, and not only to rely on GLP-studies. This democratic decision should not be disregarded.

GLP-studies are based on a management system, but nothing is organised nor demanded to ensure quality or reliability. Since results of GLP-studies are not published, no-one can repeat them nor an open scientific debate is possible on possible mistakes or flawed outcome and calculations. It is also not sure if all knowledge and all tests are reported to the regulators and it what way. This makes GLP a weak instrument and not enough to base decisions on. 

GLP should be strengthened to begin with and only used as one element in decision-making while the independent literature should be used intensively as the second ´leg´ to stand on.

We propose (all on 11802, Annex I, Introduction & similar in 11803):

· To add to 1.1.a (extra point): All applicants to declare officially in a letter signed by CEO and Board to not withhold any information on negative effects of the substance in question and not to be aware of any negative effect of the substance

· To add to 1.2: `and any information no matter from what test, on negative effects of the substance from open peer-reviewed scientific literature`

· To add to 1.4: `tests run by qualifies scientists and include names of those running the tests`

· To add to 1.4: `Quality and reliability of tests controlled and certified by external independent assessors`

· To add to 1.4: `Full, unbiased reporting controlled and certified by external independent assessors.

· To add to 1.6: Published literature means scientific peer-reviewed open literature from at least the last 20 years, articles (partly) funded by commercial parties need to be excluded.

· To add to 3.1: `Qualified scientists (names) need to perform the studies, all tests performed need to be provided to the regulators (no selection is allowed), no statistical calculation or recalculation is allowed, tests and reporting needs to be certified by independent assessors

· To add to 3.1.a (new): `if negative effects of the substance from open literature is not confirmed in GLP-studies, independent tests need to be run in independent laboratories to get a confirmation while academic scientists will be invited to scrutinise the tests. The tests will be paid by the applicant.

On genetic effects (SANCO 11802).

Section 5.4 (11802, Annex II) on genetic effects is much too limited. It focuses mainly on mutagenicy and DNA changes. The genetic system is however much more complicated. DNA is fi. methylated defining epigenetic effects, DNA is regulated by ´zinc-fingers´ and microRNA, folding into chromosomes is regulated by specific proteins, and elements like telomeres play an important role at the end of DNA. Science has developed quickly in this field and a lot is known to make a good assessment of any disturbance possible. This science should be considered. What we know is that genetic effects are closely linked to lifestyle and so to the hugely changed environment of exposure we are living in. Diets and chemicals are at the basis of lifestyle changes and one of the causes of the rapid rise of a number of diseases like breast and prostate cancer, heart diseases, obesitas, mental disorders and the rise of chronic fatigue. So there is absolutely no reason for waiving studies or relaxing studies (like the 1-Gen). To the contrary more studies need to be demanded from applicants to find out what is happening with the cocktails of chemicals people are exposed to their entire live in the complicated genetic system.

We propose:

· Not to allow the F1-extended test (5.6.1) in stead of a multigeneration test. The F1 test means any genetic change in the womb of the F1 will never be expressed in reproduction because there is no F2. We think it is highly irresponsible to delete multi-generation tests. Any change of the complicated genetic system as described above will be missed. Many changes could occur at the vulnerable phase of conception and womb-phase, and will never be expressed in a F2. Epigenetic changes will never be observed as well as other changes like on the telomeres, also because the right endpoints are missing. Two-generation tests are the backbone of the assessment of chemicals and shouldn’t be allowed to relaxed. A firm stance on 2-gen tests is needed and a third animal test on 2-gen added to have at least any confidence in the outcome and the ´translation´ to humans. Use of historical tests is a tricky thing. Science and the use of endpoints are developed in such a way that these old tests are hardly of any use anymore. To restrict unnecessary use of animals we can only accept this provision on using historical tests if no negative effects are known from open literature (from whatever tests done) in the meantime since it entered the market. 

· To add to 5.4: along to the mandatory 2-generaton test in rat two other 2-generation tests in two mammals should be performed on animals which are expected to be most vulnerable.

· To add to 5.5: historical control data can only be used if data in independent science (peer-reviewed literature) don’t show negative effects in any test or epidemiology study done since the substance entered the market

On new testing paradigms.

GLP-studies usually use high to very high doses of exposure (ppm-range). An enormous amount of literature has been published in recent years showing this high-dose strategy might miss the point in many cases
. Low doses could be of importance (ppb-range), as well as special windows of vulnerability, new endpoints, and scientists having the right specialised expertise should be involved to assess what is happening. It is remarkably that some still challenge the high dose/low dose differences in effects because the well-known pesticide DDT was showing these effects 50 years ago. Put on the market for being a high-dose neurotoxin, in effect it killed wildlife on a large scale by the low dose endocrine effects. It would be highly irresponsible and not serving society well, knowing this, to stick to high dose tests only.    

We propose (11802, Annex II):

· To include in 5.6.2 low dose-testing and exploring the possibility of biphasic dose-effect curves, exactly find out (by using independent literature) the vulnerable phases or windows of vulnerability, involved independent scientist to scrutinise the tests and provide for extra samples for a second opinion (see proposal TEDX website). 

· To include in 5.7 not only similar requirements as 5.6.2, but add a range a endpoints in later life phase on mental disorders (ADHD, memory, motility, autism, etc.). And to require these tests as a mandatory test for every chemical (many disease and rising in society, so we need a screening on this for every substance)

· To demand a range of endocrine disruption tests (Hersberger, Uterothropic, estrogen receptor, aromatase, androgen receptor, thyroid receptor) adapted the ones of OECD and include the provision we propose under 5.6.2. These tests are essential to be able to use the criteria in a few years time in the pesticides Regulation on endocrine potential

On realistic testing conditions (Approval of substances & Authorisation of ppp´s).

Testing one chemical in a perfectly clean world is scientifically seen a flaw. This clean world doesn’t exist and will not be a reality soon, if ever. We can’t understand why applicants and institutes working for them are allowed to do this unrealistic studies. Putting a chemical in a clean aquarium with clean sediment, clean water, nice plants and observe if water organisms are harmed makes no sense. The ´safe´ outcome will never protect water organisms in any way because they are exposed to many chemicals at the same time, exposed to stress (like low oxygen) or nutrients or other factors. The chemicals put forward by the applicant should be considered on the extend of damage they add to existing damage factors. The much heard argument of regulators of this being beyond their remit, we find hard to believe. First of all the Regulation itself is meant to protect people and the environment  and even mentions the precautionary principle as a leading element. Multiple exposure to chemicals is a reality. Harm is most likely, but the extend is unknown: this is exactly where the precautionary principal should be used. Additionally we observe great innovation power in the implementation of 91-414 when it comes to serving commercial interest, like provisional authorisations (no protection at all), essential use (clear violation of the rules), approving substances while data requirements are not fulfilled, calling metabolites not-relevant (clearly unscientific). Etc. So we would like to encourage you to be a bit more innovative as it comes to using the precautionary principle and protecting people and the environment.

We propose to add to document 11802, Annex II, chapter 8.2 and 8.4, and document 11803, the points 9.1 (soil) and 9.2 (water) :   

· To add at least one test under ´realistic conditions´ (at approval level and at authorisation level in water as well as soil), meaning the presence of other pesticides and chemicals normally present in soil or water, to use ´normal´ stress-factors like low-oxygen or high level of nutrients, low soil biodiversity, polluted sediments and absence of water plants. 

On IPM being the new minimum standard of GAP.

After adoption of the Framework Directive on the sustainable use of pesticides, IPM will be the new minimum requirement for farming from 2014 on and so GAP will change. This change will not be without consequences. For residue field trials this means the trials need to be based on IPM. For approval it means chemicals need to fit within IPM and surely not harm IPM. For beneficial organism it means they are not allowed to be killed. For authorisations it means the IPM needs to be known to assess if the chemical is useful for IPM in the specific crop and specific region and knowing the specific beneficials around. This turns the complete system of approval and authorisation around: no longer can chemicals be used as the first choice, but they are now the last choice, and no longer can chemicals be used to eradicate all kinds of natural elements and organisms and – at least those elements being beneficial for IPM- should be kept intact as a minimum.

We propose to demand (introduction 11802 and 11803): 

· Applicant to fully describe the IPM-systems for every crop they propose to use an active substance or pesticide formulation, specified for every region differing from other regions in IPM practices and methods

· Applicant to prove that the active substance or pesticide formulation  proposed does not harm the IPM-systems in any way and prove that the chemical is only used as a last resort option

· Applicant to prove that the active substance or pesticide formulation proposed leaves integrated pest management systems intact like all beneficials for the pests and at a minimum evenness of pests and predators
.

· Applicant to show that the active substance or pesticide formulation reinforces the IPM-systems in use. 

Further comments bullet point wise on document 11802:

· Annex I, point 4d (extra), add: risk for all beneficial organisms of which the `evenness´ with pest organisms must not be disturbed

· Change point 5 (active substances) in: active substances and their metabolites

· Annex I, 5q, add:  and at a minimum an assessment of all natural beneficial organisms of the main pests and diseases of the crop (information needed to assess which beneficials need to be kept undisturbed)

· Annex I, 5t (new point): the non-chemical methods and practices of IPM available in every crop & region to prevent and combat pests and diseases 

· On impurities (Annex II, 1.10.1, page 22 & 1.11) we do not agree with a ´cut-off´ of 1000 ppm for impurities. All impurities can be of concern because it is the toxicity and not the concentration determining the risk. All impurities above a reasonable detection limit (1 ppm) need to be taken into account, analysed, and assessed.

· Point 5.1 (page 36): Studies from the past can only be allowed of no negative effect of the substance is known from  scientific peer-reviewed open literature, no matter what test done; if negative outcome is known from open literature, the tests need to be repeated by applicant;

· Annex II, 5.12, add: extra attention needs to be paid to the interconnection of life systems, meaning multiple endpoints always need to be taken into account to assess interconnected effects of the neuro-endocrine-immuno-system.

· 5.6.1, we do not agree with the Extended F1 as a substitute for the 2-gen.

· 5.6.2 & 5.7, see the remarks we made under the chapter “new testing paradigms”;

· 5.8 immonotox tests and endocrine disrupting tests always need to be performed. The tests performed in the pesticide regime are needed to at least screen the chemicals proposed by the applicants. Immunotoxic effects and endocrine disruption (for all OECD tests are available, but need to be adapted to new insights on low-dose etc.) are so widespread that all chemicals at least need to go through this screening system 

· 5.9.5 all information available in scientific literature as well in grey literature on poisoning events of wildlife should be collected, as well as suggested relations in any study  

· 7.3.2 (transport in the air), add: analysis of residues in the air after application is needed and in rain; if any residues are tested in the air or rain, intercontinental emission (refinery effect) needs to be assessed

· 8, introduction point 9: we disagree on the use of EC 10/20 data and want to stick to real NOEC-data. Any statistical recalculation must be denied as well as use of statistical tricks like 95-percentile of even 90-percentile. Percentiles are a violation of the precautionary principle because uncertainties are not addresses in this way but ignored. This is not protecting people but only helping a substance in getting a better profile. The NOEC needs to be starting point of a risk assessment and not –in the end- 90-percentile of an EC-20 for the most vulnerable organism around.   

· 8.10, Introduction, we propose to mandatory let collect the applicant all aquatic data from literature and from monitoring data of regulators, no matter from what test, and use these data for risk assessment. The idea of asking applicant to come up with EQS should be abandoned because risk assessment is not a task of applicants (this is regulators field of action).

· 8.32., page 96, the test of arthropods should reflect the area of use of the given pesticide & the choice of those arthropods which should be kept in evenness with main pests. These arthropods should be used for testing and any disturbance should not be allowed in order to keep the backbone of IPM intact;  

Further comments bullet point wise on document 11803.

· On Annex I, Introduction we have the same remarks on restricting GLP, ensuring unbiased tests of applicants and using independent science

· Annex I, Introduction, point 4: we don’t think REACH requirements are enough information to base decisions on for (co-)formulants. For those chemicals not needing an authorisation (more than  99%), very little information is needed and no toxicological studies at all. We propose to use the same testing requirements for co-formulants and other chemicals in the formulation as for active substances. There is no reason to believe these co-formulants are without risk
 

· Annex I, introduction, point 6: we propose to add a full list of non-chemical methods and practices of crop protection for a given crop/region as a necessary basis of information for decision making on efficacy of the chemical formulation, for setting MRL´s, for deciding on the negative effects of beneficials and for comparative risk assessment and substitution 

· Annex I, introduction, point 6, add: test of the combination effects of all chemicals in the formulation used is always necessary

· Annex I, introduction, point 6, add: test of the combination effects (cumulative, synergetic) of the formulation of the applicant and the ´standard use` of other chemicals in the crop is always needed

· Annex II, point 5.1.1.2, page 28 add: relevant impurities are those impurities which can be analysed at or above a default detection limit of 1 ppm.

· Annex II, chapter 6, efficacy: this is a very important chapter which needs to be revised thoroughly. IPM must from now on be the baseline for deciding on efficacy and no chemical should be allowed which acts under this baseline nor jeopardises the baseline in any way( see Framework Directive SUP in Annex III wit a lot of `musts`
). We propose to  start by defining IPM in every crop/region and assess by independent experts if this IPM is set right. Subsequently the applicant needs to make clear: 

1. IPM is not harmed by using the chemical (as an example soil fumigation cannot be allowed in any IPM system)

2. The chemical proposes fits in the IPM scheme as a last resort option (no non-chemical alternative available)

3. The chemical cannot be substituted by any non-chemical method or practice under development soon which would allow only a short temporary authorisation at the most

· Annex II, chapter 7: we don’t like the waiving of studies. Applicants of course have a conflict of interest and will always try to get studies waived. You can’t expect applicants to serve the needs of society. Additionally it is not smart because regulators will put themselves in the difficult position of having to prove the test can’t be waived and fear the risk of being sued by applicant. Given the massive resources of applicant we propose to delete waiving. For extrapolation the same goes on. 

· Annex II, 7.1.7: Clearly here the tests on combination effects should be put, the combination of chemicals in the ppp´s as well as the combination with other chemicals used in a crop

· Annex II, 7.2: we propose to add small vegetable gardens which are very often located close to of arounded by crops

· Annex II, 7.2.2.2. on residents: we propose any assessment to be based on vulnerable groups (babies/pregnant woman), and to require applicants to do tests (after 1 year application) in blood and urine of residents and in house dust to see if the exposure calculations fit with reality 

· Annex II, chapter 9 also 9.3.1, fate: the use of the 10% cut-off for `relevant metabolites` is soooooo unscientific. We are sure it will stand no court decision. We propose to delete the 10% provision and do a risk assessment of every metabolite at or above a default concentration of 1 ppm. It is well/known that metabolites can be much more toxic than the mother substance but if no tests are done, nobody will know. This is putting people at unknown risk.

· Annex II, 9.1 (soil) and 9.2 (water): many examples are known of chemicals hormonally disturbing wildlife (frogs, alligators, foxes, etc.). This means we need a very good assessment of endocrine disruption for fish species (fish full life cycle always) as well in the soil. Cumulative effects and realistic conditions should be part of the tests       

· Annex II, 10.2.3.2: in the case of authorisation we cannot do only tests but tests need to be performed on the beneficials like arthropods who keep the IPM-system in place. Applicant needs to deliver a list of beneficials which need to be kept in evenness (see Crowder, 2010) with the pests, and this list needs to be tested to ensure the chemicals don’t disturb the beneficials in any way.

� J.P.Myers et al., Environmental Health Perspectives • volume 117 | number 3 | March 2009


� Industry bias is all around. For example, Lesser et al, looked at articles on the health effects of various soft drinks. The proportion of studies with unfavorable conclusions was 0% for all industry funded articles versus 37% for no industry funded articles (Lesser LI, et al. PLoS Med. 4(1): e5). Tobacco research is another well-known case of industry-bias where affiliations with the tobacco industry were 88x more likely to conclude that passive smoking is not harmful (Wise J, BMJ, 318: 1553, 1998). For pharmaceuticals, innumerable reviews have found that industry funding is tightly correlated with results favourable to the sponsor while the independent results are random (find both safety & risk and benefit & no benefit).  Far fewer comparisons of industry vs. independent studies have been performed for industrial chemicals (including pesticides), but in the four known such reviews the same relationship is found: industry sponsorship seems to cause favourable results, while the independent literature finds both safety and risk [Bekelman JE, Yan Li and Gross CP 22 January 2003 'Scope and impact of financial conflicts of interest in biomedical research' JAMA 289(4):454-465; and Swaen GM & Meijers JM Sept1988 'Influence of design characteristics on the outcome of retrospective cohort studies' Br J Ind Med 45(9):624-9; and Fagin, D., & M. Lavelle, 1999 'Toxic Deception: How the Chemical Industry Manipulates Science, Bends the Law and Endangers Your Health'. Common Courage Press, 2nd Ed., Monroe, ME, USA;  and FS vom Saal & C Hughes ‘An Extensive New Literature Concerning Low-Dose Effects of Bisphenol A Shows the Need for a New Risk Assessment’ Environ Health Perspect 113:926-933 (2005).].





� Examples of these are the case of Atrazine and prostate cancer. After a publication on a high rate of prostrate cancer in a Syngenta plant producing Atrazine was published (P.A. MacLennan et al. Cancer incidence among triazine manifacturing workers, J. Occup. Environ. Med. 2002; 44 (11): 1048.), a firm working for Syngenta (Exponent Inc.) produced a study finding no relation (P.A. Hessel et al. A nested case control study of prostate cancer and atrazine exposure, J. Occup. Environ med. 2004; 46 (4): 379). After numerous studies on the relation between pesticides and Parkinson, Exponent Inc. produced a review for CropLife America claiming insufficient evidence (A.A. Li et al., Evaluation of epidemiologic and animal data associating pesticides with Parkinson’s disease, J. Occup. Environ med. 2005; 47 (10): 1059). 





� Myers & Vom Saal, Environmental Health Perspectives • volume 117 | number 11 | November 2009


� D.W.Crowder et al. Nature, 466, 109, 2010, abstract: Human activity can degrade ecosystem function by reducing species number (richness)1–4 and by skewing the relative abundance of species (evenness)5–7. Conservation efforts often focus on restoring or maintaining species number8,9, reflecting the well-known impacts of richness on many ecological processes1–4. In contrast, the ecological effects of disrupted evenness have received far less attention7, and developing strategies for restoring evenness remains a conceptual challenge7. In farmlands, agricultural pest-management practices often lead to altered food web structure and communities dominated by a few common species, which together contribute to pest outbreaks6,7,10,11. Here we show that organic farming methods mitigate this ecological damage by promoting evenness among natural enemies. In field enclosures, very even communities of predator and pathogen biological control agents, typical of organic farms, exerted the strongest pest control and yielded the largest plants. In contrast, pest densities were high and plant biomass was low when enemy evenness was disrupted, as is typical under conventional management. Our results were independent of the numerically dominant predator or pathogen species, and so resulted from evenness itself. Moreover, evenness effects among natural enemy groups were independent and complementary. Our results strengthen the argument that rejuvenation of ecosystem function requires restoration of species evenness, rather than just richness. Organic farming potentially offers a means of returning functional evenness to ecosystems.


� S. Richard et al., Environmental Health Perspectives • VOLUME 113 | NUMBER 6 | June 2005


� General principles of integrated pest management 


1. The prevention and/or suppression of harmful organisms should be achieved or supported among other options especially by: 


— crop rotation, 


— use of adequate cultivation techniques (e.g. stale seedbed technique, sowing dates and densities, under-sowing, conservation tillage, pruning and direct sowing), 


— use, where appropriate, of resistant/tolerant cultivars and standard/certified seed and planting material, 


— use of balanced fertilisation, liming and irrigation/drainage practices, 


— preventing the spreading of harmful organisms by hygiene measures (e.g. by regular cleansing of machinery and equipment), 


— protection and enhancement of important beneficial organisms, e.g. by adequate plant protection measures or the utilisation of ecological infrastructures inside and outside production sites. 


2. Harmful organisms must be monitored by adequate methods and tools, where available. Such adequate tools should include observations in the field as well as scientifically sound warning, forecasting and early diagnosis systems, where feasible, as well as the use of advice from professionally qualified advisors. 


3. Based on the results of the monitoring the professional user has to decide whether and when to apply plant protection measures. Robust and scientifically sound threshold values are essential components for decision making. For harmful organisms threshold levels defined for the region, specific areas, crops and particular climatic conditions must be taken into account before treatments, where feasible. 


4. Sustainable biological, physical and other non-chemical methods must be preferred to chemical methods if they provide satisfactory pest control. 


5. The pesticides applied shall be as specific as possible for the target and shall have the least side effects on human health, non-target organisms and the environment. 


6. The professional user should keep the use of pesticides and other forms of intervention to levels that are necessary, e.g. by reduced doses, reduced application frequency or partial applications, considering that the level of risk in vegetation is acceptable and they do not increase the risk for development of resistance in populations of harmful organisms. 


7. Where the risk of resistance against a plant protection measure is known and where the level of harmful organisms requires repeated application of pesticides to the crops, available anti-resistance strategies should be applied to maintain the effectiveness of the products. This may include the use of multiple pesticides with different modes of action. 


8. Based on the records on the use of pesticides and on the monitoring of harmful organisms the professional user should check the success of the applied plant protection measures. 





PAGE  
1
PAN Europe - Rue de la Pépinière 1 B-1000, Brussels, Belgium - Tel:  +32 (0)2 503 0481 

www.pan-europe.info

