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MANUAL FOR INVESTIGATION OF HPV CHEMICALS 

CHAPTER 1: PROCEDURES, INCLUDING THE USE OF THE ELECTRONIC 

DISCUSSION GROUPS AND THE OECD EXISTING CHEMICALS DATABASE 

ANNEX 2: SYNERGIES BETWEEN THE US HPV CHALLENGE PROGRAMME AND THE 

OECD HPV CHEMICALS PROGRAMME
1
 

SYNERGIES  

1. The US HPV Challenge Program is carried out in a manner consistent with the OECD HPV 

Chemicals Programme, to ensure that testing and assessments can be contributed to the international 

effort and, conversely, that testing and assessments performed for the OECD HPV Chemicals 

Programme can be used to fulfil the Challenge Program‟s requirements.  

2. The output of the OECD HPV Chemicals Programme contributes to the US HPV Challenge 

Program and vice versa at many stages, in particular in the following processes: 

 Data Collection; 

 Prioritisation and Hazard Characterisation; 

 Recommendations. 

3. Synergies between the OECD HPV Chemicals Programme and the US HPV Challenge 

Programme are outlined in more detail below. Further details of technical similarities or even identical 

technical solutions can be found in the Annex. 

Data Collection 

4. After a company or consortium of companies agrees to “sponsor” a chemical or category of 

chemicals under the US HPV Challenge Program, the Sponsor summarizes existing data and 

information in a “Test Plan” and sends it to the US-EPA. The HPV Challenge Submission consists of 

a cover letter, a Test Plan, and Robust Study Summaries.  

5. Many of the aspects required of manufacturers and importers in preparing a HPV Challenge 

Submission are similar or identical to the requirements of the OECD HPV Chemicals Programme: 

 The data requirements are based on the OECD SIDS test battery (see also section 2 of the 

Annex). 

 All substance related information will be entered in HPVIS, which utilises templates 

consistent with the OECD Harmonised Templates. Key study data is entered as OECD 

Robust Study Summaries (see also section 5 of the Annex). 

                                                      

1
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 Consistent guidance is applied when waiving information requirements using the 

chemical category approach or (Q)SARs (see also section 4 of Annex 2).  

 New information is generated using the OECD Test Guidelines. 

6. The integration between the two programmes is such that companies can meet the 

requirements of the HPV Challenge Program either directly through the Challenge Program or 

indirectly through the OECD HPV Chemicals Programme. U.S. companies deciding to sponsor 

chemicals under the HPV Challenge Program can also identify those chemicals as U.S. contributions 

to the OECD HPV Chemicals Programme. 

Prioritization and Hazard Characterisation 

7. The assessment by the US-EPA of a chemical for which a HPV Challenge Submission has 

been received is a stepwise procedure. A priority setting scheme is applied to the submissions to place 

substances into groups that determine the order in which Hazard Characterisation (HC) documents are 

elaborated (see also section 7 of the Annex). The format of the HC document broadly follows the 

format of the SIAR, but focuses more on the most critical effects (see also section 6 of the Annex).  

8. For substances where the SIDS Dossier and SIAR have been prepared for and agreed to at a 

SIAM, it is not anticipated that US-EPA would elaborate HC documents. 

Recommendations 

9. After having completed and published the HC document, the US EPA can then gather and 

assess national exposure information and make risk-based recommendations for possible further 

national activities (e.g. more in-depth exposure assessments and risk assessments). This is comparable 

to the outcome of the SIDS Initial Assessment Meeting (SIAM) in the OECD HPV Chemicals 

Programme, based on the SIDS Initial Assessment Report (SIAR) (see also section 7 of the Annex). 

The results of the US-EPA evaluation for substances that have not yet been assessed within the OECD 

Programme can help identify substances for which there is a need for an international assessment via 

the OECD Programme.  

10. In addition to the HC documents, US-EPA is using the completed SIDS Documents (for US 

HPV chemicals) along with national exposure information to make risk-based recommendations for 

further national activities.  This highlights that synergy is already being realized between the US HPV 

Challenge Program and the OECD HPV Chemicals Programme 

Conclusion 

11. In conclusion, in developing the technical details for the HPV Challenge Program, the US-

EPA has strived to ensure that the integration between the two programmes is such that companies can 

meet the requirements of the HPV Challenge Program through the OECD HPV Chemicals 

Programme. Furthermore the SIAR can be used in lieu of a Hazard Characterisation (HC) document. 

Similarly, a SIDS Dossier can be directly extracted from a HPV Challenge Submission and that a HC 

document can be easily augmented to prepare a SIAR. 
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FURTHER INTEGRATION OF THE TWO PROGRAMMES 

12. As demonstrated above as well as in the Annex, the similarities between the two 

programmes are very high. Regarding the use of SIDS Documents for the preparation of a US-EPA 

assessment, full integration has already been achieved. 

13. Regarding the use of HPV Challenge Submission and HC document for the preparation of 

SIDS Documents, the following scenario can be envisaged. If a consortium of companies has 

submitted a HPV Challenge Submission to the US-EPA and the US-EPA has prepared and published a 

HC document for that chemical, it would also be possible to subsequently submit a SIAR and SIDS 

Dossier to the OECD HPV Chemicals Programme. Such a process could benefit the industry by 

obtaining an international assessment on their substance(s) prior to a possible evaluation in other 

countries or regions. Furthermore, if the SIDS Documents are prepared and submitted in collaboration 

with a Sponsor country, it could benefit that country by getting international recognition for their work 

(e.g. as a contribution to SAICM). In such a case, the following procedure can be envisaged: 

 The company or the consortium of companies having sponsored the chemical within the 

US HPV Challenge Program would develop the SIAR based on the HC document. The 

Robust Study Summaries from the HPV Challenge Submission is used as a SIDS 

Dossier. Alternatively this could be done also by a Sponsor country in collaboration with 

industry. 

 The SIDS Documents can be submitted at any time to the OECD HPV Chemicals 

Programme directly by industry or the Sponsor country.  

 After review of the SIDS Documents and endorsement of the conclusions and 

recommendations by the OECD member countries, the industry consortium or the 

Sponsor country in collaboration with industry, would prepare the final SIDS Documents 

for publication by UNEP Chemicals. 

14. It will be investigated in detail how much (or if at all) a HC document needs to be modified 

to comply with the objectives of a SIAR, to minimise the additional work.  

15. For chemicals for which no agreed SIDS Documents exist yet, for which a HPV Challenge 

Submission has been received by the US-EPA, the US-EPA could envisage to develop the SIDS 

Documents for submission to the OECD, to fulfil both the requirements of the US HPV Challenge 

Program and the OECD HPV Chemicals Programme. This would be up to the US-EPA and possible 

procedures are not further elaborated here. 
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ANNEX : TECHNICAL SIMILARITIES BETWEEN THE US HPV CHALLENGE 

PROGRAM AND THE OECD HPV CHEMICALS PROGRAMME 

1. Introduction 

The HPV Challenge Program, officially launched in late 1998, was created to ensure that a 

baseline set of data on approximately 2,800 high production volume chemicals would be made 

available to the public. The American Chemistry Council (ACC), Environmental Defense (ED), and 

the American Petroleum Institute (API) participated in the launch of the Program. HPV chemicals are 

manufactured or imported in amounts equal to or greater than one million pounds per year and were 

identified for this program through data reported under the Toxic Substances Control Act (TSCA) 

Inventory Update Rule (IUR) during 1990. 

According to the Federal Register Notice on Data Collection and Development on High 

Production Volume Chemicals [Federal Register, Vol. 65, No. 248, 26 Dec 2000, pp 81686-81698]: 

“The voluntary HPV Challenge Program and any associated rulemaking, will generally be carried 

out in a manner consistent with the OECD HPV SIDS Program to ensure that the data and information 

generated can be contributed to the international efforts and, conversely, that international SIDS 

testing and assessments can be used to fulfill the data gaps identified as part of the voluntary HPV 

Challenge Program or in related TSCA section 4 HPV SIDS rulemaking thus avoiding unnecessary or 

duplicative testing and its associated costs. The elements of this strategy and the overall approach that 

the EPA is using to address data collection needs for HPV chemicals are discussed in this document, 

along with the components of the voluntary HPV Challenge Program.“ 

There was therefore from the beginning the intention to make the two programmes coherent 

between themselves and complementary to each other. 

2. Scope, information requirements and responsibilities 

Both the OECD and US Programmes aim at obtaining initial hazard assessments for HPV 

Chemicals and making recommendations on the priority for further work. Although the definition for 

HPV are different in the two programmes (production and/or import of more than 1 million lbs/year in 

the US vs. production and/or import of more than 1000 tonnes/year in at least one OECD country), the 

overlap between the two lists is significant. Furthermore, as indicated in the Federal Register Notice 

on Data Collection and Development on High Production Volume Chemicals [Federal Register, Vol. 

65, No. 248, 26 Dec 2000, pp 81686-81698]: 

“Any HPV chemicals that are handled under the OECD HPV SIDS Program or the ICCA HPV 

Initiative are considered by EPA to be „„sponsored‟‟ and are not intended to be addressed in either the 

voluntary HPV Challenge Program or in any associated TSCA section 4 HPV SIDS rulemaking unless 

the international commitments are not met.” 

In conclusion: the scope of the two programmes is identical. Chemicals sponsored in the OECD 

Programme are generally excluded from sponsorship in the Challenge Program, demonstrating that 

synergy has already been realized in the form of avoiding duplication of effort. 

Both programmes are voluntary programmes. Regarding the differences in responsibilities, a 

large part of the work under the OECD Programme which results in draft SIDS Dossiers and SIARs is 

carried out in partnerships between consortia of industry companies and OECD Member Countries. 

Furthermore direct submissions by industry to the programme are possible. Also, for some chemicals, 
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countries submit without industry input, or through other bilateral arrangements with their national 

industry. Within the HPV Challenge Program, the HPV Challenge Submission, consisting of the Test 

Plan and the Robust Study Summaries are prepared by a company or consortium of companies. The 

Submission is then commented on by the authorities (US-EPA) as well as other interested parties, 

followed by a revision by the company or consortium if necessary. The initial hazard assessment 

[Hazard Characterisation (HC) document], based on the Submission, is prepared by the authorities 

(US-EPA). 

In conclusion: the division of responsibilities between authorities and industry at the drafting stage 

is similar between the US HPV Challenge Program and the OECD HPV Chemicals Programme. 

The main difference is that within the HPV Challenge Program, the initial hazard assessment is not 

requested as part of the Submission and that it is always drafted by the authorities whereas in the 

OECD Programme, all SIDS Documents are usually drafted by industry and in some cases by 

authorities. 

The information requirements in both the OECD and US Programmes aim at providing sufficient 

information to carry out an initial hazard assessment of a the substance. Both programmes rely on the 

Screening Information Data Set [SIDS]. A detailed comparison of the information requirements is 

outlined in Appendix I. Apart from minor differences, they are identical.  

In both programmes, it is also recommended to provide existing information on endpoints which 

are not included in the SIDS (e.g. carcinogenicity). Furthermore, both programmes have the same 

limited information requirements for chemicals with limited exposure potential (e.g. closed system 

intermediates).  

In conclusion: the information requirements in both programmes are almost identical. 

3. OECD and HPV Challenge Procedures 

The current OECD programme, is constructed with the following main steps, when input from 

the International Council of Chemical Associations [ICCA] initiative is used: 

 Consortium of ICCA Member Companies is formed; 

 ICCA Member Companies develop a SIDS Dossier and a SIAR; 

 A sponsor country volunteers to be sponsor for the substance and reviews the SIDS 

Dossier and the SIAR, or the consortium submits the SIDS Dossier and the SIAR 

directly to the SIDS Initial Assessment Meeting [SIAM]; 

 After possible modifications, the SIDS Dossier and the SIAR is submitted to the SIAM 

by the sponsor country; 

 The SIAM discusses and agrees on the SIDS Dossier and SIAR, including the 

conclusions of the initial hazard assessment, recommendations on priority for further 

work and the rationale therefore. 

 OECD governments endorse this. 

The comparable steps in the HPV Challenge Program would be: 
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 Company or Consortium of Manufacturers and Importers is formed; 

 Consortium develops a Submission consisting of the Test Plan and the Robust Study 

Summaries ; 

 The US-EPA publishes the Submission and reviews it. Other stakeholders can submit 

comments on the Submission; 

 The US-EPA develops an opinion, which could conclude that there is or that there is not 

a need for further information, and publishes it; 

 Once the Submission is complete, the US-EPA submits it to a prioritisation scheme 

which „bins‟ the submission for final review and preparation of a Hazard 

Characterisation (HC) document, including a hazard assessment and identification of 

data gaps. The decision on priority for further work is not made in the Hazard 

Characterization (HC) document.  Rather, the US-EPA will use the HC in conjunction 

with national exposure information to decide whether further national activities are 

warranted. 

In conclusion: the OECD process and the HPV Challenge process are similar. 

4. Formation and use of Chemicals Categories 

One of the most efficient ways of reducing animal testing and costs involved in the assessment of 

chemicals is the grouping of substances into chemical categories. In this approach closely related 

chemicals are considered as a group, or category, rather than as individual chemicals.  In the category 

approach, not every chemical needs to be tested for every SIDS endpoint.  Rather, the overall data for 

that category must prove adequate to support a screening-level hazard assessment.  The overall data 

set must allow the estimation of the hazard for the untested endpoints. 

The OECD guidance document on the formation and use of chemical categories is based on a 

guidance document originally developed for the HPV Challenge Program. Although the OECD 

guidance document has been updated twice, the scientific background of the guidance remains 

consistent for both programmes. 

Conclusion: assessments elaborated within the HPV Challenge Program via the chemical category 

approach can be used for submission to the OECD programme and vice-versa. 

5. The OECD SIDS Dossier and the HPV Challenge Submission 

The SIDS Dossier includes all the relevant background information for understanding the SIDS 

Initial Assessment Report and as such is intended to provide a common OECD information package 

for any national or regional work to be carried out on the substance. The HPV Challenge Submission 

is based on the OECD SIDS Dossier and intended to provide the information basis on which the 

Hazard Characterisation (HC) document is carried out. The purposes of the SIDS Dossier and the HPV 

Challenge Submission are thereby identical. 

Appendix II compares the HPV Challenge Submission and the SIDS dossier. It follows that the 

two are consistent, with: 

 Both using the same definition for robust study summaries. 
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 Both applying the same rules for when to develop a robust study summary. 

 Both utilise similar data reporting templates; 

 Both use similar (although not entirely compatible) IT systems to for data entry and 

exchange. 

The only compatibility problems which can be encountered in using existing HPV Challenge 

Submissions for the purposes of the OECD Programme, are therefore only those inherent to the 

exchangeability of data between HPVIS and IUCLID 5.  

In conclusion: the SIDS Dossier and the HPV Challenge Submission are largely identical. 

6. The SIAR and the Hazard Characterisation document 

The SIAR is a SIDS Initial Assessment Report and as such is intended to provide an OECD-wide 

agreed initial hazard assessment and recommendation on the priority for further work. The latter is a 

common OECD starting point for decisions on national, regional or international work to be carried 

out on the substance. The Hazard Characterisation (HC) document is intended to provide a screening-

level hazard assessment and to enable the US-EPA to determine if there are any data gaps. 

Appendix III compares the formats of the HC document and the SIAR. It follows that:  

 the overall structure of both documents is similar; 

 the HC document is less structured and contains less details than the SIAR; 

 the HC document focuses for each assessment type (Environment / Health) on the critical 

studies, i.e. those studies having resulted in effects that are likely to drive the hazard 

assessment;. 

 the HC document does not contain any exposure information and does not make 

recommendations regarding further assessment activities. 

In conclusion :  

 The HPV Challenge Program and the OECD HPV Chemicals Programme both intend 

to elaborate hazard conclusions for HPV Chemicals. 

 A SIAR can be written using the HC document, with adding a number of details to the 

description of the study results and adding the exposure information, and a 

recommendation for further work. Furthermore, technically, the HC document could 

be easily extracted from a SIAR, focusing on the critical studies and the conclusions. 

This scenario does not exist though as the US-EPA is using the SIDS Documents 

without further changes, for their decision making process. 

7. Priority setting and Recommendations 

Within the HPV Challenge Program, the hazard assessment is not part of the HPV Challenge 

Submission. A prioritization scheme is being applied to Submissions, using a tiered approach 

described below, to organize and manage the development of HC documents. 
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Tier 1: The collected data are prioritized by applying the OECD Globally Harmonized System 

(GHS) screening criteria for labeling chemical substances, to submitted data for the repeated-dose 

toxicity, ecotoxicity, partition coefficient and biodegradation endpoints: the chemicals are placed into 

3 groups. Group 1 has the highest priority. These groupings can be further modified by submitted data 

for other endpoints.  The prioritization process has been automated using the High Production Volume 

Information System (HPVIS).  The criteria for prioritization are outlined in Appendix IV 

Tier 2: A Hazard Characterization (HC) document is prepared for all HPV Challenge chemicals.  

The order of preparing the HC documents is determined by the Tier I prioritization.  The HC 

document identifies the hazard of a chemical and if there are data gaps. 

Following the elaboration and publication of HC documents, the US-EPA will review national 

use and exposure information (e.g. from the results of the Inventory Update Reporting) and make risk-

based recommendations for further national activities (e.g. more in-depth exposure assessments or risk 

assessments). 

Within the OECD HPV Chemicals Programme, there is no priority setting for preparing a SIAR. 

The aim of the programme is currently to prepare the full set of SIDS Documents (SIDS Dossier, 

SIDS Initial Assessment Report, SIDS Initial Assessment Profile) for all OECD HPV Chemicals. The 

US-EPA programs shares this goal but utilizes a priority setting step to organize and manage the 

hazard characterization programme. 

The SIAR contains a recommendation regarding the priority for further work in 

national/regional/international programmes. Section 5 of Chapter 5 of the OECD Manual for 

Investigation of HPV Chemicals states that:  

“The „Recommendation‟ section of the SIAR proposes one of two possible statements regarding 

the need for further work on the chemical. The recommendation options, based on the conclusions and 

their context, are either that: 

the chemical is currently of low priority for further work ; or 

the chemical is a candidate for further work“ (in national/regional/international programmes) 

The criteria for making recommendations can be found in Appendix IV.  

In conclusion: from the analysis of the procedures and criteria used to set priorities and make 

recommendations it can be concluded: 

 a priority setting scheme is used for deciding which hazard characterisation 

documents are elaborated first within the HPV Challenge Program whereas no 

priority scheme is applied in preparing SIARs for OECD HPV Chemicals; 

 the SIAR includes recommendations regarding further work, whereas the HC 

document does not;  

 the SIAR will be used in the same way as the HC document, along with national 

exposure information, to make determinations regarding the need for further work in 

the U.S. 

 overall, the outcome of the processes in both programmes is similar. 
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APPENDIX I : INFORMATION REQUIREMENTS 

U.S. HPV Challenge Program OECD HPV Chemicals Programme 

Exposure information 

 Production volume 

Use Pattern 

Sources of exposure (qualitative) 

Physicochemical Endpoints 

Melting Point Melting Point 

Boiling Point Boiling Point 

Vapor pressure Vapor pressure 

Water solubility Water solubility 

Partition coefficient Partition coefficient 

 Relative Density, required, if applicable 

 Oxidising properties, required, if applicable 

 Dissociation Constants, required if applicable 

Environmental Fate Endpoints 

Biodegradation Biodegradation 

Stability in water Stability in water 

Photodegradation Photodegradation 

Distribution/transport (fugacity) Level III Distribution/transport (fugacity) Level I 

Ecotoxicity Endpoints 

Acute aquatic vertebrate Acute aquatic vertebrate 

Acute aquatic invertebrate Acute aquatic invertebrate 

Acute aquatic plant Acute aquatic plant 

Chronic aquatic (usually invertebrate), if indicated Chronic aquatic (usually invertebrate), if indicated 
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Mammalian Toxicity Endpoints 

Acute toxicity (oral or inhalation, as appropriate). 

New dermal only if appropriately justified 

Acute toxicity (oral, inhalation or dermal, as 

appropriate) 

Repeated-dose toxicity (28 day, 90 day or OECD 

TG 422) oral or inhalation, as appropriate. New 

dermal only if appropriately justified 

Repeated-dose toxicity (28 day, 90 day or OECD 

TG 422) oral, inhalation or dermal, as appropriate 

Gene mutations Gene mutations 

Chromosomal aberrations (in vitro) Chromosomal aberrations 

Reproductive toxicity Reproductive toxicity 

Developmental toxicity Developmental toxicity 
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APPENDIX II: TECHNICAL DOSSIER AND SIDS DOSSIER FORMATS 

HPV Challenge Submission OECD SIDS Dossier 

ROBUST STUDY SUMMARY 

1. Definition 

Robust study summaries are intended to 

provide sufficient information to allow a 

technically qualified person to make an 

independent assessment of a given study report 

without having to go back to the full study report, 

and to also allow evaluation of the proposed test 

plan. A robust study summary therefore reflects the 

objectives, methods, results, and conclusions of the 

full study report, which can either be an experiment 

or in some cases an estimation or prediction 

method.  

2. When to Use 

A complete robust study summary should be 

prepared for at least one key or critical study for 

each SIDS endpoint that has been considered 

adequate […]. Robust summaries may also be 

prepared for other adequate studies that are 

considered supportive of the key study. When you 

don't have an adequate study, but some information 

is available, it is suggested that robust summaries 

be prepared for each study. In addition, a single 

"best" study would contain a weight-of-the-

evidence analysis in its remarks section which 

refers to, and ties together, the other studies. 

ROBUST STUDY SUMMARY 

1. Definition 

Robust study summary should reflect the 

objectives, methods, results and conclusions of a 

full study report. Information within a Robust 

Study Summary must be provided in sufficient 

detail to allow a technically qualified person to 

make an independent assessment as its reliability 

and completeness minimising the need to go back 

to the full study report. (cf. Manual for 

Investigation of HPV Chemicals, Chapter 2, 

Section 2.4.3, p. 17). 

 

2. When to Use 

For the “key” studies used. In general, a key 

study is the study (or studies) that has been 

identified as most suitable to describe an endpoint 

from the perspective of quality, completeness and 

representativity of data. Should also be used for 

all more critical studies (cf. Manual for 

Investigation of HPV Chemicals, Chapter 2, 

Section 2.4.3, p. 20). 

TEMPLATE 

A series of templates for the different SIDS 

endpoints have been developed. They have been 

structured to allow for computerised data entry by 

describing the items in each robust study summary 

as "data fields" with allowance for free text. They 

were developed earlier than the OECD Harmonised 

Templates, but follow the same philosophy.  

TEMPLATE 

The OECD has developed Harmonised 

Templates for the use of data reporting in 

Pesticides, Biocides, Existing Substances and 

New Chemicals. 
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HPV Challenge Submission OECD SIDS Dossier 

IT SUPPORT TOOL 

In the HPV Challenge Program, Submissions 

are either in text format or in an IT format, using 

the High Production Volume Information System 

(HPVIS). HPVIS has implemented an early draft 

version of the OECD Harmonised Templates.  

IT SUPPORT TOOL 

It is currently recommended to use IUCLID 5 

when preparing the SIDS Dossier. IUCLID 5 has 

implemented the OECD Harmonised Templates. 
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APPENDIX III: HAZARD CHARACTERISATION DOCUMENT AND SIAR FORMATS 

Hazard Characterisation format SIDS Initial Assessment Report Format 

GENERAL STRUCTURE 

1. Assessment Type (Phys-Chem/ 

Environment/ Health) 

Summary of submitted SIDS-endpoint studies 

 

 

Endpoint 1 

Endpoint 2 

Endpoint 3 

 

Additional Information 

Summary of submitted non-SIDS endpoint 

studies 

Endpoint 1 (e.g. Carcinogenicity) 

Endpoint 2 

Endpoint 3 

 

Conclusion 

GENERAL STRUCTURE 

1. Assessment Type 

(Environment/Health) 

1.1. Sub-Assess Type 
(Hum/Aqu/Ter/Other/Init Ass.) 

1.1.1. Effect 

Endpoint 

1. Studies in Animals 

1.1 In vitro 

[Requested to use tables] 

1.2 In vivo 

1.2.X route of administration 

[Requested to use tables] 

2. Studies in Humans 

3. Conclusions: 

 

Note: The order of  “route of administration” and 

“studies in animals/humans” not consistent for all 

end-points 

Hazard Identification SIDS Initial Assessment Profile [SIAP] 

Screening Level Hazard Characterisation 

1. Physical - chemical properties and 

Environmental Fate 

OECD SIDS Initial Assessment Report 

1. Identification of the substance and 

physical and chemical properties 

1.1. Identification of the Substance 

1.2. Purity/Impurities/Additives 

1.3. Physical-Chemical properties 

1.4. Category Justification 

 2. General Information on Exposure 

2.1 Production volume and use pattern 

2.2.1. Sources of Environmental Exposure  

2.3. Human Exposure 
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Hazard Characterisation format SIDS Initial Assessment Report Format 

2. Environmental Effects – Aquatic 

Toxicity 

2.2 Environmental Exposure and Fate 

2.2.2. Photodegradation 

2.2.3. Stability in Water 

2.2.5. Biodegradation 

2.2.4. Transport Between Environmental 

Compartments  

2.2.6. Bioaccumulation 

3. Human Health Effects 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

4. Hazard Characterization 

3. Human Health Hazards 

3.1 Effects on Human Health 

3.1.1 Toxicokinetics metabolism and 

distribution 

3.1.2. Acute toxicity 

3.1.3. Irritation 

3.1.4. Sensitisation 

Respiratory system 

3.1.5. Repeated dose toxicity 

3.1.6. Mutagenicity 

3.1.7. Carcinogenicity 

3.1.8. Toxicity for reproduction 

Effects on fertility 

Developmental Toxicity 

 

3.2 Initial Assessment for Human Health 

 

 

 

 

4. Hazard Characterization 

4. Hazard to the Environment 

4.1. Aquatic Effects 

4.2. Terrestrial Effects 

4.3. Other Environmental Effects 

4.4. Initial Assessment for the Environment 

 5. Recommendations 

5. Data Gaps  
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APPENDIX IV : PRIORITY SETTING AND MAKING RECOMMENDATIONS 

Recommendations in the OECD HPV Chemicals Programme [extract from Chapter 5 of the 

Manual for Investigation of HPV Chemicals] 

[…] 

The „Recommendation‟ section of the SIAR proposes one of two possible statements regarding 

the need for further work on the chemical. The recommendation options, based on the conclusions and 

their context, are either that: 

 the chemical is currently of low priority for further work; or 

 the chemical is a candidate for further work. 

[…] 

The recommendation is usually based on two aspects of the substance: its hazard profile and its 

exposure potential. The criteria described in the Harmonized Integrated Hazard Classification System 

for Chemical Substances and Mixtures [GHS, see: http://www.oecd.org/env/classify] may be used as a 

general background reference for judging the hazard of a substance for the purpose of deriving 

consistent recommendations for substances assessed in the OECD HPV Chemicals Programme. It 

should be kept in mind that no classification is performed in the context of the OECD HPV Chemicals 

Programme. Guidance on how to derive recommendations can be proposed for different specific 

situations as outlined below. 

Non-hazardous substances 

For non-hazardous substances, the recommendation would normally be that the substance is of 

low priority for further work. However, depending on the exposure profile and information on the 

actual levels of exposure, a recommendation for further work may be warranted. 

Hazardous substances with a low exposure potential 

For hazardous substances, the identified environmental and human hazards need to be put into 

context using the available exposure information. If the exposure potential is low, e.g. for closed 

system intermediates, or because appropriate risk management measures are being applied, it can often 

be concluded that the chemical is of low priority for further work.  

http://www.oecd.org/env/classify


 16 

In the refocused SIDS programme, exposure information from the Sponsor country is sufficient 

to fulfil the SIDS elements. Therefore it can be difficult to decide on a recommendation due to the 

uncertainty of the exposure situation in other member countries. The uncertainty behind the 

recommendation can be highlighted. For example if based on the information available to the Sponsor 

country a hazardous substance is used solely as a chemical intermediate, the recommendation could be 

that the substance is currently of low priority for further work. The uncertainty behind the 

recommendation should be highlighted by stating that the recommendation is based on limited 

exposure information and that further work might be necessary in member countries with a different 

exposure situation or where no information is available. A prerequisite for basing the recommendation 

on anticipated low exposure is that the extent of the available exposure information is described in a 

very transparent manner in the SIAR as well as in the SIDS Profile. 

Hazardous substances with a high exposure potential 

A hazardous substance with a high exposure potential will normally be a candidate for further 

work (for exceptions, see “Other situations” below). For substances which are candidates for further 

work, the post-SIDS work expected should be clearly described and the reasons why such work is 

needed should be outlined. Examples of specific further work recommended could include additional 

exposure information gathering, in-depth risk assessment, exposure reduction measures or post-SIDS 

testing. 

Some hazards are specifically relevant in the context of recommending that a substance is a 

candidate for further work. For hazards to human health, these would be hazards related to severe 

irreversible effects or with no or very low thresholds:  

 acute toxicity (e.g. LD50 in rodents =< 300 mg/kg) 

 eye/skin corrosion  

 sensitisation (skin, respiratory) 

 mutagenicity 

 carcinogenicity 

 reproductive toxicity 

 specific target-organ toxicity after single exposure and/or repeated exposure. 

For hazards to the aquatic environment these would be hazards related to acute toxicity (e.g. 

L(E)C50 =< 100 mg/l) in conjunction with a high bioaccumulation potential or lack of rapid 

degradation as well as severe acute toxicity (e.g. L(E)C50 =< 1 mg/l) independent of biodegradation 

and bioaccumulation. 
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Some identified hazards are less relevant in the context of recommending that a substance is a 

candidate for further work. For hazards to human health, these would be hazards related to reversible, 

transient and non-lasting effects (e.g. dermal irritation: reversible effects in dermal tissue; eye 

irritation). The same would apply if the acute toxicity of the chemical is so low that it may become 

evident only at high exposure levels, which are not reached under normal conditions of manufacture or 

use (e.g. LD50 in rodents > 300 mg/kg). For hazards to the aquatic environment, these would be 

hazards related to acute toxicity which may become evident only at higher exposure levels (e.g. 

L(E)C50 > 1 mg/l), which are usually not reached under normal conditions of manufacture or use in 

conjunction with a low bioaccumulation potential and rapid degradation. 

Substances for which only these “lesser hazards” (paragraph 8) have been identified, a 

recommendation for further work might not be warranted. A brief narrative should explain the 

rationale that supports the recommendation for low priority for further work, according to the reasons 

outlined above. 

Independent of the recommendation-making process in the OECD HPV Chemicals Programme, 

there are exposure scenarios where hazards which are considered to be less relevant when 

recommending further work may be expressed e.g. use of aerosols in uncontrolled conditions, during 

sampling of enclosed systems. It is therefore indispensable that these “lesser hazards” are flagged so 

that they can be noted by chemical safety professionals and users. 

Other situations 

Internationally agreed classification criteria do not exist for some hazards, e.g. neurotoxicity, or 

immunotoxicity. There may therefore be cases when a recommendation for further work for human 

health is warranted, despite the fact that the substance does not pose a hazard according to the current 

classification criteria. In the same way, for the environment, the GHS only provides guidance on 

identifying hazards for the aquatic environment. Further work may also be recommended for 

substances which pose a hazard to the terrestrial or benthic environment or which have potential for 

adverse effects on the atmosphere such as ozone depletion or which have a potential for endocrine 

disruption. Also for substances which show severe chronic toxicity in long-term aquatic toxicity tests, 

further work could be recommended. Furthermore, there may be cases where further work would be 

recommended for very persistent and bioaccumulative substances for which available data do not 

show acute or chronic toxicity. In each of these cases, a scientific justification is to be given on a case-

by-case basis. 

There may be cases where high exposure suggests a need for post-SIDS testing in the absence of 

definite information regarding hazards. Further work could be recommended for example when the 

properties of a substance indicate a high potential for exposure to soil or sediment but there is no 

information available on its toxicity to soil or sediment dwelling organisms or if hazardous properties 

towards soil or sediment organisms can be estimated.   

A recommendation of low priority for further work can also be appropriate for hazardous 

substances if it is thought that labelling or other types of regulatory controls or management options 

are in place in OECD member countries that adequately address the hazard concern. 

For any of these more specific situations, an explicit rationale for deriving the recommendation 

should be provided. 
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Criteria for priority setting in the US HPV Challenge Program 

In the computerized sorting process key elements of a submitted data set are screened against 

predetermined criteria (algorithm) to establish a logical order in which OPPT reviews the 

chemicals/categories. Tier 1 is an automated process performed on the data as submitted by the 

sponsor. It does not include evaluation of the quality or completeness of the data. In Tier 1, each 

chemical is assigned to a first, second, or third Review Group for further review by OPPT as follows:  

It is determined whether the chemical exceeds any of several human health and ecotoxicity 

criteria. Each chemical receives a separate Review Group assignment for human health 

and ecotoxicity.  

The higher of these two assignments is carried forward.  

Next, if the chemical exceeds criteria concerning potential persistence or bioaccumulation, 

its review group assignment can be adjusted upward, as described below.  

The data used for this screen are the hazard-level screening data provided by sponsors in the U.S. 

High Production Volume Challenge Program. Where sponsors have used ranges of values to report on 

an endpoint, both in single chemical submissions and for members of a category, the screen should 

employ the most conservative value within the stated range.  

HUMAN HEALTH CRITERIA  

Endpoints: Repeat Dose Toxicity (primary), genetic toxicity (both gene mutation and 

chromosomal aberration), reproductive toxicity, and developmental toxicity.  

Step 1.  

Use Globally Harmonized System (GHS) for the Classification and Labeling of Chemical 

Substances2 to determine GHS Category based on repeat dose toxicity LOAEL (Lowest Observed 

Adverse Effects Level) for the relevant route of exposure.  

   Group 1: GHS Category 1  

   Group 2: GHS Category 2  

   Group 3: Does not meet GHS Category 2 criteria  

GHS Repeat Dose “Guidance Doses/Concentrations” for 90-day Studies.  

Criteria values should be tripled for chemicals evaluated with 28-day studies.  
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   Route of exposure     Units    Group1  Group 2  

   Oral (rat)        mg/kg bw/d   < 10   10-100  

   Dermal(rat or rabbit)     mg/kg bw/d   < 20   20-200  

   Inhalation (rat) gas     ppm/6h/d    < 50   50-250  

   Inhalation (rat) vapor    mg/litre/6h/d   < 0.2   0.2-1.0  

   Inhalation (rat) dust/mist/fume  mg/litre/6h/d   < 0.02   0.02-0.2  

(Chemicals that exceed Group 2 criteria are placed in Group 3.)  

Step 2. 

Modifying Factor 1. Reproductive and Developmental Toxicity: When the reproductive or 

developmental effect is observed at much lower doses relative to the repeat dose effect for a chemical 

that is placed in review Group 3 in Step 1, if either the reproductive or developmental LOAEL is 

within the range of the GHS Category 1 criteria, the chemical is upgraded into the review Group 1 for 

human health. Otherwise, go to step 3.  

Step 3.  

Modifying Factor 2. For chemicals placed in Group 2 or Group 3 in Steps 1 and 2, if one or more 

endpoints among genetic, reproductive, or developmental toxicity are positive, the chemical is 

upgraded into the next highest review group. Otherwise, the result from applying the repeat-dose 

criteria in Step 1 remains unchanged. For this purpose, equivocal results are considered positive.  

ECOTOXICITY CRITERIA 

Endpoints: Acute fish, acute daphnia, and algal toxicity (three different endpoints).  

Follow GHS criteria for LC50 or EC50 (median lethal concentration or effective concentration 

for 50% of the test population) as follows:  

 Group 1: < 1 mg/L  

 Group 2: 1 – 10 mg/L  

 Group 3: > 10 mg/L  
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ENVIRONMENTAL FATE CRITERIA  

Endpoints: Log Kow (octanol/water partition coefficient) and OECD ready biodegradation test.  

Log Kow : >4 (based on GHS)  

Ready Biodegradation: Pass (greater than 60% mineralization to CO2 in 28 days) or Fail (less 

than 60% mineralization to CO2 in 28 days). This criterion is based on the Organization for Economic 

Cooperation and Development‟s (OECD) criterion for the ready biodegradability test.  

Environmental fate can modify the placement of a chemical in Group 2 or 3 that resulted from 

applying the human health or ecotoxicity criteria as follows:  

 If the chemical exceeds either of the environmental fate endpoint criteria, it is moved one 

group “higher”.  

 If a chemical preliminarily placed in Group 3exceeds the criteria for both of the 

environmental fate endpoints, EPA will consider the final group assignment for the 

chemical on a case-by-case basis.  

 


