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REACH deadlines 
Date Event 

1 December 2010 

Deadline for Registration of substances under the provision of 
Annex X:  ≥ 1000 t/y 
-  ≥ 100 t/y (substances which may cause long term adverse 
effects in the environment  and classified as H400 or H410 
-  ≥ 1 t/y (substances classified as CMRs Category 1a or 1b 

1 June 2013 
Deadline for Registration of substances under the provision of 
Annex IX: ≥ 100 t/y 

1 June 2018 
Deadline for Registration of substances under the provision of 
Annex VII and VIII: ≥ 1 t/y 

6/09/2012 



REACH requirements for reproductive toxicity evaluation 
Annex VIII; substances ≥ 10t/y 

8.7.1. Screening for reproductive/developmental toxicity, one species (OECD 421 or 422), if 
there is no evidence from available information on structurally related substances, from 
(Q)SAR estimates or from in vitro methods that the substance may be a developmental 
toxicant 

Annex IX; substances ≥ 100t/y 

8.7.2. Pre-natal developmental toxicity study, one species, most appropriate route of 
administration, having regard to the likely route of human exposure (B.31 of the Commission 
Regulation on test methods as specified in Article 13(3) or OECD 414). 
8.7.3. Two-generation reproductive toxicity study, one species, male and female, most 
appropriate route of administration, having regard to the likely route of human exposure, if 
the 28-day or 90-day study indicates adverse effects on reproductive organs or tissues 

Annex X; substances ≥ 1000t/y 

8.7.2. Developmental toxicity study, one species, most appropriate route of administration, 
having regard to the likely route of human exposure (OECD 414). 
8.7.3. Two-generation reproductive toxicity study, one species, male and female, most 
appropriate route of administration, having regard to the likely route of human exposure, 
unless already provided as part of Annex IX requirements 

Vorführender
Präsentationsnotizen
Column 2, adaptation:
The studies do not need to be conducted if:
— the substance is known to be a genotoxic carcinogen and appropriate risk management measures are implemented, or
— the substance is known to be a germ cell mutagen and appropriate risk management measures are implemented, or
— the substance is of low toxicological activity (no evidence of toxicity seen in any of the tests available), it can be proven from toxicokinetic data that no systemic absorption occurs via relevant routes of exposure (e.g. plasma/blood concentrations below detection limit using a sensitive method and absence of the substance and of metabolites of the substance in urine, bile or exhaled air) and there is no or no significant human exposure.




Missing information - Forecast in 2003 
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Foreseen number of expected full 
registration dossiers 

Scenario 
Chemical marketed in quantity: 

TOTAL 
≥ 1 t/y ≥ 10 t/y ≥ 100 t/y ≥ 1000 t/y 

1 Preregistered substances 29,550 59,599 54,686 143,835 

2 
Considering only Phase-in 
substances 

53,048 47,858 100,906 

3 
Considering market 
increase 1994 to 2008 

44,632 11,570 5,721 6,286 68,208 

4 
Pedersen et al. (2003) 
Estimation 

19,200 4977 2,461 2,704 29,342 

Rovida and Hartung, 2009 

> 3700 

Vorführender
Präsentationsnotizen
Reproductive Toxicity:
Estimated number of animals required for registration dossiers based on scenario 3: 48,648,236
Estimated costs required for registration dossiers based on scenario 3: 1,832,718 thousand €



ALTEX, 28/4, 2011 



ECHA Database 

http://echa.europa.eu 



Vorführender
Präsentationsnotizen
Limitation. No robust summary, no justification for classification



  7.8.1 Reproductive 
toxicity 

7.8.2 Developmental/ 

teratogenicity  
Existing 158 39.5% 169 42.3% 

Read Across 107 26.8% 112 28.0% 
QSAR/in vitro 3 0.8% 2 0.5% 

Waived 71 17.8% 53 13.3% 
Void 18 4.5% 20 5.0% 

Planned new 43 10.8% 44 11.0% 

Category of IUCLID entries  
for reproductive toxicity and developmental toxicity 

in the 400 analyzed dossiers 

Vorführender
Präsentationsnotizen
I don't show you the table for what CLP regards



ECHEM Portal 
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Vorführender
Präsentationsnotizen
All repro, all dev is not the sum of the previous data
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Vorführender
Präsentationsnotizen
Estimation of the number of animals used for the first registration deadline in the area of reproductive toxicity and developmental toxicity: 869,027 This is not including those derived from testing proposals



Testing Proposals 
• On September 2011, only 159 testing 

proposals were submitted in the area of 
reproductive Toxicity, which represents 4.4% 
of the REACH registration dossier. However, 
this will lead to the use of more than 500,000 
animals 

Vorführender
Präsentationsnotizen
219 for developmental toxicity. 6.0%
I would always add the picture of all rats that are used in a Study



Another important consideration concerns the  
strong differences between some registration dossiers.  
It seems unfair that diligent submitters admitted that their 
dossiers were lacking important information and asked for 
the permission to perform 
new tests, while others  
simply did the test without  
permissions or used data  
of limited scientific 
relevance just to fill a box.  

Vorführender
Präsentationsnotizen
Integrated testing strategy must be the ultimate solution. At least, EOGRTS should substitute the OECD 416



What will happen in the future? 
(2013 deadline) 

• Many more dossiers will contain data from 
OECD 422 study 

• Read-across and grouping will be applied in 
the same % or more 

• No in vitro approaches will be 
applied 

• EOGRTS (OECD TG 443) 
performed instead of OECD 
416? 

Vorführender
Präsentationsnotizen
Companies have discovered that it is possible and easier



What may change the scenario 
• CoRAP (Community Rolling Action Plan) 

• 91 dossiers are under evaluation. Among those 11 were 
selected because of reproductive concern and 18 as 
possible endocrine disruptors  

• Performing OECD 443 (Extended One 
Generation Reproductive Toxicity Study) 
instead of OECD 416 in testing proposals 

Vorführender
Präsentationsnotizen
I would have liked to add Peta action, but probably that's too optimistic
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