-----Original Message-----

From: Filyk,Greg [NCR] [mailto:Greg.Filyk@ec.gc.ca]

Sent: Saturday, 17 June 2006 4:46 AM

To: SSC; pops@unep.ch; chemicals@unep.ch

Cc: Stephanie Cadet; Arndt.Reiner@baua.bund.de; Chenier,Robert [NCR]; Juergensen,Lars: HC LOTUS; Jason Stow; Heathwood,Cheryl [NCR]

Subject: Canadian input to Chlordecone - Stockholm Convention Risk Profile

Importance: High

Stockholm Convention Secretariat: 

In accordance with paragraph 6 of Article 8 of the Stockholm Convention on Persistent Organic Pollutants and with the standard work plan for preparation of a draft risk profiles adopted by the Persistent Organic Pollutants Review Committee at its first meeting (reference: UNEP/POPS/POPRC.1, paragraph 42), draft risk profiles were made available to Parties and observers to the Convention, with a request that Parties and observers provide any technical comments on the draft risk profiles by 16 June 2006.

Canada is pleased to provide the following comments addressing the Risk Profile for Chlordecone. 

Sincerely 

Greg Filyk, on behalf of 

Cheryl Heathwood 

Canada's Stockholm Convention Focal Point on POPs 

================================== 

Stockholm Convention Risk Profile – Chlordecone 

The synthesis of information could be further improved with clear statements regarding evaluation of whether the chemical is likely, as a result of long-range environmental transport, to lead to significant human health and/or environmental effects.

Specific comments 
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Synonyms: 

      “Decachloro-pentacyclo[5,2,1,02,6,03,9,05,8]decan-4-one” 

      - The commas between the superscript numbers should also be written as superscript, i.e.. 02,6,03,9,05,8 

      “Decachloro-octahydro-1,3,4-metheno-2H,5H 

cyclobuta[cd]pentalen-2-one” 

      - There should be a hyphen between the ‘5H’ and ‘cyclobuta’ 
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Toxicity of chlordecone in animal studies: 

      “Chlordecone is of moderate acute toxicity” 

      - The word ‘moderate’ should be replaced by ‘high’ based on the LD50 values attained by both the oral and dermal routes of exposure (LD50s less than 500 mg/kg: rats and rabbits)

      “ranging from 65 mg/kg in the rabbit to 250 mg/kg in the rabbit” 

      - The second ‘rabbit’ should be replaced by ‘dog’ since the LD50 value in rabbit studies was never 250 mg/kg; however, the dog had an oral LD50 of 250 mg/kg

      “with a LOAEL of 0.07 mg/kg bw/day” 

      - A statement saying ‘in males’ should be added since the effects noted at that dose only occurred in males 

      “Renal effects (proteinuria and increased severity of glomerulonephrities)” 

      - ‘glomerulonephrities’ should be replaced with ‘glomerulosclerosis’ since glomerulosclerosis is the term used in the study summary tables cited by the ATSDR (1995) and IPCS (1984) (and the term glomerulonephrities is never used)

      “Anovulation and persistent vaginal estrus were observed in female offspring of maternal rats given chlordecone at a dose level of 2 mg/kg bw/day (Swartz et al., 1988...”

      - This statement needs to be checked since the literature varies slightly. The following points were stated in the US ATSDR (1995):

      ‘Persistent vaginal estrus was reported in female mice receiving 2 mg/kg chlordecone daily for 2 weeks (Swartz et al., 1988)’ – No mention of decreased ovulation/anovulation and does not mention female offspring.

      ‘Increased atresia of follicles (Swartz and Mall, 1989), decreased ovulation (Swartz et al., 1988) and small and medium-sized follicles (Swartz and Mall, 1989) have been observed after 4 weeks of exposure to 8 mg/kg/day of chlordecone.’ - dose is different than the statement made in the Draft Risk Profile and does not mention female offspring

      ‘Anovulation and persistent vaginal estrus were observed in female offspring of maternal rats given 15 mg/kg/day of chlordecone on gestation days 14-20 (Gellert and Wilson, 1979)’ - anovulation and female offspring are both noted in this study but the dose is different than the 2 mg/kg bw/day cited in the Draft Risk Profile
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Toxicity of chlordecone in humans: 

      “among male workers, although motility (...), although a correlation between...” 

      - the words ‘although motility’ should be removed 

      “There is no epidemiological evidence for carcinogenicity in exposed humans (US ATSDR, 1995, IPCS, 1984)” 

      - Would it be better to include the following information from the US ATSDR (1995) to add further weight to the statement made in the risk profile?

            ‘Extremely limited information was located regarding cancer in humans following inhalation exposure to chlordecone. Liver biopsy samples taken from 12 workers with hepatomegaly resulting from intermediate- or chronic-duration exposures to high concentrations of chlordecone showed no evidence of cancer (Guzelian et al. 1980).  However, conclusions from this study are limited by the very small number of workers sampled”

Conclusion on effects assessment and toxicity of chlordecone: 

      “Liver cancer was induced in rats at a dose of 1 mg/kg body weight per day,” 

      - the following could be added to this statement for completeness 

      ‘and in mice at a dose of 2.6 mg/kg bw/day” 
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Table 2.3 Summary of key toxicological studies on chlordecone 

      “enlargement of the adrenal gland” stated in the 3 month feeding study by Cannon and Kimbrough 

      - This statement needs to be checked since the enlargement of the adrenal gland was not noted in the 3 month feeding study rather it was identified in the 30 day study...“Enlargement of the adrenal gland with hyperplasia and hypertrophy of the cortical cells, was observed in a 30-day dietary study in rats (Cannon and Kimbrough 1979 in ATSDR, 1995).

      “Renal effects (proteinuria and increased severity of glomerulonephrities)” stated in the 3 month feeding study by Larson et al.

      - ‘glomerulonephrities’ should be replaced by ‘glomerulosclerosis’ which is the term cited in the study summary tables cited by the ATSDR (1995) and IPCS (1984)

      “0.07 mg/kg bw/day (LOAEL)” in 21 month gavage study by Chu et al. 

      - should include ‘in males’ after the LOAEL since this effect was only noted to occur in males at this dose level 

      “1.2 mg/kg bw/day (LOAEL, rat)” in 80 weeks feeding study by NCI, 1976 

      - should include ‘2.6 mg/kg bw/day (LOAEL, mouse)’ since the mouse was included along with the rat in the species column of the study summary table

      “Increased ovulation persistent oestrus” and “2 mg/kg bw/day (LOAEL)” 

      - this should be updated based on any corrections made on page 17 with respect to the dose levels, duration, study authour, etc.
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Literature: 

The reference citations have been made in a non-standard manner.  On pg 6 or 24 a note was included which indicated that reference to literature covered in other documents such as the ATSDR review would not be shown in the reference list.  In the text of the document, individual citations to literature were made.  At the end of the paragraph a statement such as “(quoted from US ATSDR (1995))” was included.  It is somewhat unclear whether such a statement applies to all the citations in that paragraph or not.  If the US ATSDR is the source the information without verification to the original, it may be more clear to either just cite the ATSDR document or to use a reference format such as (Jensen, J, (2006) from ATSDR 1995).

