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1. Overall Results for Human Health Endpoints

All HH endpoints

compliant Toxicity to reproduction
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1. Overall results: What Includes the Category ‘Complex’?

120%
100% — 4% 6.7% 0.3%

80% —— I I

60% - I I

98.9% 93.3% 99.7% m Other reasons
40% —————— — A
Adaptation/waiver

20% - I I

0% : . |

Repeated dose Toxicity to Genetic toxicity
toxicity reproduction

Meaning of adaptation and waiver (ECHA Practical Guide 4)

« Adaptation: Use of non-standard methods for fulfilling information requirements

 Annex Xl 1.1 — 1.5 (Scientific reasons: Use of existing data, Weight of Evidence, (Q)SAR, in
vitro methods, grouping/read-across)

« Waiver: Submission of standard information is not considered necessary

« Annex VIl to X, Column 2
« Annex Xl, 2 and 3 (Technically, substance-tailored exposure-driven testing)
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2. Decisions on the Endpoints

Individual decision ‘profile’ for each endpoint

What endpoint- specific reasons caused the decisions?

~

\_

‘non-
compliant’

‘complex’

Non-compliant to REACH Annexes VII-X

Not (yet) decided due to waiving or adaptation according to REACH
Annexes VII-X, Column 2 or Annex Xl or other reasons not

assessable due to time limitations

~

/

‘compliant’

No further endpoint screening

Compliant to REACH Annexes VII-X

Including Column 2 criteria regarding a harmonised classification
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2. Repeated Dose Toxicity — REACH Standard Information
Requirements

Production volume = 1000 t/a

« 90-day study
« 28-day study (not required if 90-day study available)

Alternative: Adaptations / waiving according to Annex VIl to X, Column 2 or Annex Xl
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2. Repeated Dose Toxicity — Decision ‘Non-compliant’

compliant
24%

complex
56% A 7 ...

Percentage of all dossiers
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2. Repeated Dose Toxicity — Decision ‘Complex’

non-
compliant
14%

«/ Adaptation/waiver 90-day
® 90-day study
® 28-day study

A

48%
complex
56%
: « Adaptation/waiver 90-day

COI121£°/:ant . O 90-day study
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1%
_ \{ Other reason ]

Percentage of all dossiers
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2. Repeated Dose Toxicity — Single Case Analysis of ‘Complex’

Cases

12 analysed

/ 7 ‘non-compliant’

> 5 ‘complex’

Revised decision

Reason

Non-compliant

. @x IX, 8.6.2., Column 2}

Waiving insufficient with respect to conditions stated in one

e Annex X, paragraph 4 (corrosive substance)

-

28-day study shows no
or low toxicity,
additional properties

e Annex X, paragraph 5 (data waiving due to other reascl Not cons | d erEd

Non-compliant

No waiver for standard information requirements, waiver exists only for non-required studies

Complex

More detailed analysis required with respect to:

e AnnexlIX, 8.6.2., Column 2

e Annex Xl (1.2. weight of evidence; 3. exposure considerations)
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3. Toxicity to Reproduction — REACH Standard Information
Requirements

Production volume = 1000 t/a

« Prenatal developmental toxicity study (one or two species) (DevTox)
« Two-generation study (2-Gen)

Alternative: Adaptations / waiving according to Annex VIl to X, Column 2 or Annex Xl
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3. Toxicity to Reproduction — Decision ‘Non-compliant’

+/ Study or adaptation/waiver 2-Gen
© study and adaptation/waiver DevTox

X VNN @Study and adaptation/waiver 2-Gen
' Study or adaptation/waiver DevTox

complex
73%

Percentage of all dossiers
(1814)
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3. Toxicity to Reproduction — Decision ‘Complex’

«/ Adaptation/waiver 2-Gen and/or
DevTox

/ QStudy 2-Gen and/or DevTox

complex 68%

730/0 [ \
O Adaptation/waiver DevTox
(2. species)
| «~ Study 2-Gen and DevTox
1 .

o7 \ (1 species) ,

1%

/

Other reasons

Percentage of all dossiers
(1814)
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3. Toxicity to Reproduction — Standard Information not available
2-Gen study: ~85% of all dossiers

DevTox (2 species): ~70% of all dossiers
DevTox (second species): ~90% of all dossiers

0% — -

T A m testing proposal
50% -

0% — — ) non-compliant
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20% complex

10%
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* No cases - if DevTox in
second species was
missing the cases were
assigned to ‘complex’
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3. Toxicity to Reproduction — Single Case Analysis of ‘Complex’

Cases

26 analysed

> 3 ‘compliant’

/ 23 ‘non-compliant’

Administration route
appropriate

Revised decision

Reason /

Compliant Most relevant administration route was choseﬁj
Compliant Waiving suftticient Wi spect to:

e Annex X, 8.7., Column 2
Compliant

Non-compliant

Substance is classified according to CLP as muta. cat. 1

t with respect to con -
Annex X, 8.7., Column 2 . Other StUC.“e.S ShOW no
At i or low toxicity,

Annex X: paragraph 5 (data waiving due
Annex Xl (1.1. use of existing data; 1.2. weigh ad d Itl on al p ro perti es not
considered

Non-compliant

Reference to another, inappropriate Annex
Study and adaptation/waiver for TG 414, second s;!eem,—mrumu..w.b

Non-compliant

Substance-related issues:

e Test was not conducted with registered substance
e Composition of the registered chemical is not sufficiently specified, but required for evaluation

Non-compliant

No waiver for standard information requirements, waiver exists only for non-required studies

Non-compliant

Required information is not available

e Required studies are incomplete (Annex X, , 8.7.2.), Column 1
e Required studies are not available (Annex X, 8.7.2., Column 1; Annex XI, 1.5 grouping/read-

across)
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4. Genetic Toxicity — REACH Standard Information Requirements

Production volume = 1000 t/a

* In vitro gene mutation in bacteria
* In vitro cytogenicity / micronucleus test in mammalian cells

negative results positive result(s)
In vitro gene mutation in In vivo gene mutation and / or
mammalian cells cytogenicity / micronucleus test

positive result(s)

/

Germ cell test

Alternatives: Adaptations / waiving according to Annex VIl to X, Column 2 or Annex Xl
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4. Genetic Toxicity — Decision ‘Non-compliant’

testing
proposal
1%

complex
47%

Percentage of all dossiers
(1814)
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4. Genetic Toxicity — Decision ‘Complex’

 Adaptation/waiver for all
required in vitro tests

complex 46%
47%

compliant
24%

«/ Adaptation/waiver for all ]

_ required in vivo studies

0.2%

ther reason

Percentage of all dossiers
(1814)
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4. Genetic Toxicity — Standard Information not available

Missing study types (% of all dossiers)

non-compliant

complex

* Counted if the other in
vitro tests were available

# Counted if required
based on the provided
results

Multiple studies might be
missing

In vitro In vivo
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4. Genetic Toxicity — Single Case Analysis of ‘Complex’ Cases

13 analysed

6 ‘non-compliant’
/ 5 ‘compliant’

\ 2 ‘complex,

Revised decision

Reason

IAnnex 1V

Compliant

All components are listed In

Waiving sufficient with respect to ditions stated in one of the following Annexes:

* Annex X, paragrap data waiving due to other reasons)

Annex IV

Compliant

Substance is classified according to CLP as muta. cat. 1 or carc. cat. 1

Non-compliant

Adaptation insufficient with respect to:

* Annex Xl (1.2. weight of evidence)

Non-compliant

Required information is not available

«___Required studies are incomplete (Annex VII, 8.4.1., Column1l) >

* Required studies are not availalﬂe (Annex VIII, 8.4.3., Column 1; Annex IX, 8.4., Column 2)

Complex

More detailemmﬂmma* nnnnn tio: :
. amex xil Data for the 5th bacterial

strain were not provided
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5. General Reasons for the Decision ‘Non-compliant’

Given as % of all dossiers with the decision ‘nhon-compliant’ for each endpoint

40% —

No guideline - no reference to
an appropriate guideline is
given for a study

30%
20%
10%

® Test material inconsistent -

0% the test material used in the
study did not correspond to
the registered substance or

information was inconsistent

Repeated
dose toxicity

Toxicity to -
reproduction Genetic
toxicity
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6. Adaptation / Waiver Categories in ‘Complex’ Cases

As selected by the registrants in IUCLID

Given as % of the total number of adaptations / waivers for each endpoint

60% Repeated dose toxicity
50%

40% m Toxicity to reproduction
30%

20%

10%

m Genetic toxicity
0%

Single or multiple categories
A selected for one endpoint entry

Dana Sittner, 2015-03-02, BfR-Workshop Data Availability in REACH Registrations

rage21 Er BFR



Summary

« Decision ‘profile’ different for each human health endpoint

« Less than 25% of the dossiers were ‘compliant’ for an endpoint

« For the majority of dossiers standard information were adapted / waived (‘complex’)

« Grouping / read-across most frequent adaptation

« A considerable number of cases was assigned ‘non-compliant’

« Major reasons for ‘non-compliance’

Registrants did not adapt standard information or
Registrants did not provide a justification for data waiving
Test material did not correspond to registered substance

No reference to an appropriate guideline
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