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Why do we need dat

Regulatory Affairs Made Easy

Essentially because we need to know how
to best protect man and the environment
from hazardous chemicals!!
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Earth Summit, Rio de Janeiro in 1992 ; World Summit, Johannesburg in 2002
recognised this as an important global issue.

Tasked the United Nations to develop a ‘Globally Harmonised System’ (GHS) on
classification and labelling.

The GHS is a single worldwide system for classifying and communicating the
hazardous properties of industrial and consumer chemicals. Sits alongside the UN
‘Transport of Dangerous Goods’ system.

UN GHS is not a formal treaty, but instead is a non-legally binding international
agreement. Therefore countries (or trading blocks) must create local or national
legislation to implement the GHS.

GHS also aims to provide a structure for countries that do not yet have a
classification and labelling system.
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Countries have implemented ways and means of
determining chemical hazards and associated risks, usually
via some form of formal notification requirement.

Different requirements, based on whether a chemical is
“new” or “existing”. But.... general perception that prior/
existing regulations were not adequate,

Most hazard schemes now are based upon GHS in the
global areas where developed chemical industries are
present.

’ UKAS
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Just because they have a scheme does not mean
that the data requirements are always the same -

regardless of GHS!!!
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Current Schemes Upcoming Schemes.
m Europe — REACH m UK - “UKREACH’
m Japan - JCSCL and ISHL = Thailand
m Korea- K-REACH = Vietnam
m Canada - CEPA = Indonesia
m  Switzerland — Chem O = India
m  Australia — NICNAS (reforms?) = Myanmar , Cambodia, Laos
= New Zealand — ERMA = Argentina
m China—- SCC-MEP (reforms?) = Brazil
m  USA - TSCA notification (reforms?) = Colombia
m  Philippines — PICCS (reforms?) = Chile
m  Taiwan — TSCSA (reforms?) m  Kazakhstan
m  Turkey — KKDIK = Russia “REACH”
m Malaysia — CLASS (reforms?) There will be others.........

All of which (will) need data to support your application!
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Yes and No!

To file a chemical substance notification in any scheme, you will need
physicochemical, toxicological and eco-toxicological / environmental fate data.

Actual data requirement depends on your tonnage level.

In reality, the data requirements in different countries/regions are not the same.
However, the data requirements share many common similarities.

If a region has extra requirements, you will need to supplement with extra data.

Take into consideration alternative methods in different countries, requirements for
GLP studies as well as the registration requirements for polymers.

CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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First....

What are the
predicted markets?

And how much?

Most schemes
requirements are
tonnage dependent.

Be realistic — you
can always upgrade!

UKAS
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Then....

You going to want to
make a shopping
list.

SHOPPING LIST

SEE
o
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Your shopping list
is the “Data Gap
Analysis”.

Start by
identifying data
requirements by
region.

Identify any
“country specific”
requirements, e.g
Polymer vs
monomer
requirements

o
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Data Gap Analysis

A F G H | J K L M [
DATA GAP ASSESSMENT FOR > 1000 TPA
Substance name: Physical form at RTP White coloured powder
Substance X Geograp
e e Europe Switzerland UsA ||:{(:Er:2?-|) K;é:?: :_:; A{:\TE:’S: ({:g E;:;’ Taiwan

Physico - Chemical Data

Required at >1 & >10 tonnes

Appearance

i |Melting point

Boiling point

pH

Relative Density

. |Vapour pressure

Surface tension

. |Water solubility

Partition coefficient n-octanol/water

Flammability

| |Explosive properties

Self-ignition temp.

Cixidising properties

Granulometry

.| Required at >100 tonnes

Stability in organic solvents degradation product

. |Dissociation constant

.| Viscosity

Required at >1000 tonnes

As required to further confirm chemical identity.

i | Toxicological Data

Required at >1 tonnes

Acute oral toxicity

Arita Narmal Carracnnhs Qi i uten Eniclan tact
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Substance name:

Substance X

Physi Chemical Data

Substance X

Required at >1 & >10 tonnes

1 |Melting point OECD 102 EUR 1,410 1 EUR 1,410|Conduct
Boiling point OECD 103 EUR 780 1 EUR 780|Conduct

' {pH NAA EUR 0 1 EUR 0|Non-GLP brief assessment is acceptable.
Relative Density OECD 109 EUR 1,045 1 EUR 1,045|Conduct

OECD 115 EUR 1,170 EUR 1,170(Dependant on outcome of water solubility; can be waived if < 1 mg/l

1 Explosive properties EU 14 EUR 385 1 EUR 385|Waiver On basis that no structures indicative of explosive properties available
Self-ignition temp. EU A15 EUR 3,210 1 EUR 3,210|Conduct

! |Oxidising properties EU AT EUR 385 1 EUR 385|Waiver On basis that no structures indicative of oxidising properties available.

| |Required at =100 tonnes

i | Stability in organic solvents degradation product None EUR 2,000 ] EUR 0|Waiver; stability is not considered to be critical

i |Dissociation constant OECD 112 EUR 5,500 1 EUR §,500|Potentially waiver if water solubility is < 1 mg/l

. |Viscosity OECD 114 EUR 2,500 ] EUR 0|Waiver; solid.

! |Required at >1000 tonnes Total EUR 38,025

) |As required to further confirm chemical identity. Vanable Variable 0 EUR 0|Not required.

1 | Toxicological Data
Required at =1 tonnes

' |Acute oral toxicity OECD 423 EUR 1,960 1 EUR 1,960|Conduct

i Amta Marmal Carrneivitie St in uitrn Enicldin taet NECT 424 F1ID 7 adn 1 FlIID 2 adnlin nrnarnee

Then add in what data you already have available in the organisation.

Useful for budgeting as well!
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Once “missing” data is identified, then you are ready to start gathering what
you need.

Sources of potential data fulfillment:

* Internet — search engines for published studies and literature.
« Study data.

 Read across and Grouping

« Quantitative Structure Activity Relationships — QSAR

« Waivers

Use of alternative methods and all other options are generally built into country
specific legislation.

All can be potentially be used, but certain types can be rejected, dependent on the
region.

=)
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There is a lot of historical data studies available out there and the advent
of the internet means that accessing this valuable resource is a lot easier
than it was 10 years ago. However, to find relevant data, you need to
know where to look.

You can search:

« Worldwide inventories

« Specific information sites

« Commercial organisations.

=)
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Worldwide inventories

Some inventories publish reports on their database, e.g from Existing
Substances investigations:

n ite Incorporated Administrative Agency
National Institute of Technology and Evaluation

Chemical Management Field
Collecting and transmitting information required for total risk assessment and management of chemical substance

NITE Chemical Risk Information Platform (MITE-GHRIP)

Enter Search Conditions

General Search BT I]R= TS
<Keyword>
Seach by Mamber

[ |[CAS o v |[Exact Match v |

Search by Name (Mult pk kevwords separated by a space)

|[[A " w|[Partial Match v |
Seach by Molecula Formula
| [Exact Match ¥
< Digply Setting™>
Interim Search Results
Display of Structures Search Results Dizplay
Display resifts © Theliding blark data. ® Excluding blark data Clear Al

<Search by Category>

| Glose Al || Open ail || Check Al | [ Uncheck All |

e.g Japan NITE database:
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Worldwide inventories

ECHA Disseminated Dossier Website

HMECHA o BN

EURDPEAM CHEMICALS AGEMNCY

LEGISLATION PUBLIC CONSULTATIONS INFORMATION ON CHEMICALS

Search for Chemicals

Eearcl‘ by Mame, EC or CAS NO.

Y| 1 have read and I accept the legal notice ADVANCED SEARCH

CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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Specific information sites

National Chemical
CD Database Service EPSRC

There are specific information sites for endpoints, for example:

-~
ROYAL SOCIETY
OF CHEMISTRY

* Hazardous Substances Data Bank (HSDB)

« Toxicology Literature Online (TOXLINE)

 Chemical Carcinogenesis Research Information System (CCRIS)
+ Developmental and Reproductive Toxicology Database (DART)

* Genetic Toxicology Data Bank (GENE-TOX)

* International Agency for Research on Cancer (IARC)

* International Toxicity Estimates for Risk (ITER)

Free searching facilities here; but often contain limited information from original literature
sources and little information on test information quality.

Generally use these as an assessment of the amount of published information on a substance
and as alink to the cited original sources.

9
ukas
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Commercial organisations.

There are many organisations out there who offer search facilities, with
the ability to purchase literature papers and reports directly for download.

Sources of Health and Environmental Hazard Information

Databaszes Available from File Type Subjects Covered Years Included
Agricola Commesrcial database vendors Biblingraphic, Agricuiture, pesficides, human and 1970 - prezent
indexed environmental health
AMA Joumnalzs Commercial database vendors Full text Medicine, occupational medicine 1962 - present
Encompass Literaturs (previoushy APILIT - Subscribers only, Commercial databass Biblicgraphic, Toxicology, environmental health, sk 1963 - prezent
American Petroleumn [nstitute) vendors, web version extensive indexing,  assessment
CASRNs
Agquaculiurs Commercial database vendors Biblicgraphic, Environmental, aquatic toxicology 1970 - prezent
indexed
Annatic Srisacee £ Doheries Akoteart Mrmimnerrial datskhace vendoee Riklirwvr=inkic Frssrmmarntal amuatie trvieskse 1478 . mracant

Listed are available, ECHA Guidance “Chapter R.3: Information
gathering” provides lists like the above.

SEE
M
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Tips.

« Just because its available on-line doesn’t mean that you can use
It freely!

« Perform due diligence to ensure that you aren’t breaching IP or
copyright. Purchase rights if you wish to use it.

« Assess the quality —is it detailed enough to fulfil a certain
endpoint? It is possible to provide several “brief”’ sources that
coincide to support a specific endpoint (“Weight of Evidence”
approach)

 Record how you’ve searched — databases etc for reference.

’ws CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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All authorities accept actual study reports providing it meets with their
guality standards. You can use:

« Existing In house data

 New Data specifically generated.

« EXxisting data, (including that not generated in accordance with the
latest methods or to GLP or equivalent standards)

« Human specific data

Again, important to assess the quality of data. All can be potentially be
used, but certain types can be rejected, dependent on the region.

Good Laboratory Practise (GLP) is the internationally accepted laboratory
management system. All countries will accept data generated by GLP
Laboratories to appropriate methods, PROVIDING they recognise GLP
status.

ukas | CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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Physico-chemical Data

« Can be generated by both GLP and non-GLP accredited laboratories.

« If non-GLP, laboratory should have an equivalent standard that it works
to (e.g ISO 17025) and associated certificate.

« Exception is Partition Coefficient study — this should be conducted to
GLP in all cases, as some regions will not allow non-GLP methods (e.g
Korea). Considered to be critical for bioaccumulation potential.

« Main area where in-house data is likely to be suitable and accepted.

CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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Toxicology Data

 Should always be generated to GLP standards.

* In vitro assessment of endpoints such as skin and eye irritation and
sensitisation should be conducted first. Certain regions (e.g China) will
only accept positive results here, so in vivo assessments should be
considered in addition.

« Beware of country specific requirements!

« Existing non-GLP studies should be carefully assessed to ensure that
they meet the required standard.

<®
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Ecotoxicology and Environmental Fate Data

 Should again always be generated to GLP standards.

« Main Area where duplication will be required. For example, Chinese
notifications will require that certain studies (e.g. biodegradation, fish
and Daphnia studies) are carried out in China. However, some other
jurisdictions will not accept such studies conducted in China alone.

« Existing non-GLP studies should be carefully assessed to ensure that
they meet the required standard.

e
o
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Human specific data

« Really needs to be judged by an “expert” as to whether it can be used.

« Most are historical, such as irritation studies. There are more recent
skin patch testing (for allergens etc) that are useful if you can
demonstrate suitability (patch testing your own staff as part of
Occupational Health exercises generally isn’t a broad enough
spectrum).

 Generally used as supporting data unless very recent and robust.

e
o
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Tips

« Check and see if someone else has already notified / registered — inquiry
process; there may be data already available.

« Data Generation is expensive, so shop around the various labs that can do this.
« Get the most from your data! Ensure that the test covers as many jurisdictions
as possible. E.g use Japan specific protocols for mutagenicity assessments, as

these will be accepted by all other regions regulators.

 Ensure you understand region-specific tests — e.g polymer testing in Pacific
regions is a requirement that is not covered under European REACH schemes.

« Test smart! Structure your approach to take advantage of waivers.

e
o
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This is a little more difficult to use, but GECHA
with sound scientific justification,

Guidance on

most authorities will accept the use of information requirements and
It chemical safety assessment
) Chapter R.6: QSARs and grouping of
chemicals

The ECHA Guidance is a good place
to start, as emphasises what is
required.

Also, the Read-Across Assessment
Framework (RAAF) published 2017 by
ECHA is a good information source,
as it details what experts are looking May 2008
for in their review processes.

Guidance for the implementation of REACH

CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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Read-across is the technique for predicting endpoint information
for one substance (target substance), by using data from the
same endpoint from (an)other substance(s) or group of
substances.

One-to-one — Analogue Approach.

One-to-many — Analogue / Category Approach.

Many-to-one - Analogue / Category Approach

Many-to-many - Category Approach

=)
g’g{s CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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To be effective and understood by regulators, you will need to:
 Present your hypothesis - why is it applicable?

* Present your justification - demonstrate that the hypothesis is
supported.

 Provide substance identity information on all substances
included in the read-across.

« Outline the structural similarity(ies) between the substances

Provide your conclusions

=)
g’g{s CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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HECHA

Present your findings in an easily
understood report. Read-Across Assessment
Framework (RAAF)
Would recommend to review the
RAAF document from ECHA, as
this provides excellent advice.

Templates for reporting are
available at

https://echa.europa.eu/support/gu
iIdance-on-reach-and-clp-
Implementation/formats

CS Regulatory Ltd. An ISO 9001:2015 Accredited Company

2

FS 53614 29



https://echa.europa.eu/support/guidance-on-reach-and-clp-implementation/formats

7LD

Regulatory Affairs Made Easy

Tips

« To use Read Across / Grouping you need a strong justification that is easily
understood. Regulators can reject these easily if it is not easily understood.

« Remember that data owners are ONLY OBLIGED to share data if they are
involved in that regions scheme. There is no obligation to share data for read
across purposes within any of the legal texts.

« Its worthwhile considering translation of your report for some regions, so that it
can be understood easily (most regions accept English language study reports).

 For China, read-across can only be applied for serial notifications (for a group of
substances). Such data generally needs to be "new" data; if it is from an
existing substance, then it is likely to be rejected.

e
o
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A SAR is a qualitative relationships Quant-ltatlve Structure Ach\”ty
that relates a (sub)structure to the ) .
presence or absence of a property Relationships

or activity of interest.

A QSAR is a mathematical model
(often a statistical correlation)
relating one or more quantitative
parameters derived from chemical
structure to a quantitative measure
of a property or activity (e.g. a
(eco)toxicological endpoint).
QSARs are quantitative models
yielding a continuous or categorical
result.

“In silico” techniques!

S
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QSARs can be used to replace test data, however in practice, it
Is foreseen that (Q)SAR information will most often be used to
supplement experimental test data within chemical categories
and endpoint-specific targets.

Its the future!
QSAR's are still in development, and there are a wide variety of
applications available. These will improve as data becomes

available, and models are developed.

As for the earlier “Internet” section, there are a variety of free
models as well as commercial organisations offering systems.

ukas | CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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“Free” Systems.

QSAR TOOLBOX ol Citping Chemicals

into Cateqgories

» Facilitates the practical application of grouping of chemicals and read-
across approaches for data gap filling.

» Serves as a platform that incorporates various modules and databases
from other sources.

» Is applicable to discrete organic chemicals.

» Is available free of charge

https://gqsartoolbox.orqg/

S
A
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Free Systems.

« Can assess a variety of
endpoints.
» Produces rapid pdf reports.

Import File

h [ )

https://www.vegahub.eu

VEGA QSAR

—u %

Delete All Delete

V. EG/N

<®
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Free Systems.
EPI Suite™-Estimation Program Interface

File Edit Functions  Batch Mode W A Dutput Fugacily
Draw
_ © Full
ADPWIN Input CAS # |
KOWWIN Input Smiles: I\
BIOWIN

EPI Suite - Welcome Screen
MPBPVP Input Chem Name:l

STP Help ]

Clear Input Fields

PhysProp Previous | Get User | Save User | Search CAS |

& Summary

WSKOW Mame Lookup |

* Can assess a variety of S i [ o vt [
—

) values are

1 bl Boiling Point: Celsius Log Kow: |
enapoints KICW
. River Lake
BCFBAF
Water Depth: 1 1 meters
HYDROWIN
‘Wind Velocity: I h 05 meters/sec
BioHCwin
Curmrent Velocily:l 1 0.05 meters/sec
DERMWIN
.
https://www.epa.gov/tsca-
EPI Links
S C re e n I n _to O | S/e I _S u Itet m - The Estimation Programs Inlerface (EPI) SuitsTM was developed by the US Envi 1P ion Agency's Dffice of Pollution Prevention
and Toxics and Syracuse Reseamh Corporation [SRC). Itis a tool, ded for use in such as to quickly screen
ical. fm release n ial and “bin" chemicals by priority for future wnlk Esllmaled values should not be used when experimental
i

eStI I I latlon_proq ral I l_ EPI SuiteTH cannot be used for all chemical sub . The i ded lication domain is organic chemicals. ic and
chemicals generally are outside the domain.
ion of EPl SuiteTM and the individual programs within it can be

M i on the i
interface#download
programs exceplt BioHCWIN and KI]AWIN

o,
7
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Use of QSAR’s.

In an ideal situation, QSAR results can be used on their own for regulatory purposes if they are
considered relevant, reliable and adequate for the purpose, and if they are validated in an appropriate
manner.

In reality, they tend to be favoured more in a “supporting” role.

In order for a (Q)SAR result to be adequate for a given regulatory purpose, the following conditions
must be fulfilled:

1. the estimate should be generated by a valid (relevant and reliable) model

2. the model should be applicable to the chemical of interest with the necessary level of reliability
3. the model endpoint should be relevant for the regulatory purpose

Document validity using the:

*  QSAR Model Reporting Format (QMRF)

*  QSAR Prediction Reporting Format (QPRF)

=)
uas | CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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Use of QSAR’s.

QMRF

This should involve an input from the
developer(s) and/or proponent of the
model, as well as information from any
evaluation studies performed with the
model. Such documents are available on
line.

o,
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et EURCPEAN COMMISSION
bl 1 DIRECTORATE GENERAL
- JOINT RESEARCH CENTRE
o Insiitute for Hoaith and Consumar Frotocsion
i Chemizal Unit

Ispra, 26/05/2008

QSAR Model Reporting Format (Version 1.2)

Please, try to fill in the ficlds of the QMRF for the model of interest. If the ficld is not pertinent with
the madel you are describing, or if you cannot provide the mquested information, please answer “no
information available™. The set of information that you provide will be used to facilitate
regulatory considerations of ((SARs. For this purpose, the structure of the QMRF is devised 1o
reflect as much as possible the OECD principles for the validation, for regulatory purposes, of
(Q)SAR models. You are invited to consult the OECD “Guidance Document on the Validation of
(Quantitative) Structure- Activity Relationship Models™ that can aid you in filling in a number of
fields of the QMRF.

1. QSAR identifier

L1 QSAR identifier (tithe): Provide a shorr and indicarive sitde for che model including relevans
keyword  Some possible keywords are: endpoinr modelled (as specified in fleld 3.2,
recommended). name of the model, name of the modeller, and name of the software coding
rhe model Examples: “BIOWIN 1 for Biodegradasion”; "TOPKAT Skin Frritation Acyclics
(No Acids, Amines, Fsters) MOD v SEV Model™.

1.2 Other related models: If appropriare, idenify any model thar is relaed ro the model
described in the presess OMRF. Frample: “TOPKAT Skin Irrisasion Acyclics (Acids,
Amines, Esrers) NEGMELD v MOIVSEV Model™ is relared ro the model menioned in 1.1:
“TOPKAT Skin Irritarion Acyclics (Acids, Amines, Esters) MOD v S3EV Model™.

1.3 Software coding the model: [f appropriare, specify the name and the version of the
saffware thar implements the model. Examples: "BIOWIN v. 4.2 (EPI Suite)”; “TOPEAT v.
[i Sl

1 General information

21 Date of QMRF: Reporr the dare of OMRF drafting (day'moniivear) Evample: ©5
November 2006

22 QMRF authoris) and contact details: Indicare the name and the contac derails of the
aurhor(z) of the OMEF (firs version of the OMREFL

23 Date of QMRF update(s): Indicare the dase (dayimonvear | of any updare of the QMREF.
The QMEF can be updared for @ number of reasons such as addirions of new informarion
(e g addiion of mew validadon sudies in secrion 7) and correqions of informarion

24 QMRF update(s): fadicare the aame and the conaa derails of the authar(s) of the updares
OMRF (see field 2.3) and liss which secrions and fields have been modified

25 Model developer(s) and contsct  details:  [adicare  the  aame  of  model
developerislfanthor(s) and the corresponding conracy details; povsibly repors the contaa
derails of the corresponding aurhor.

2.6 Datke of model andfor pub Report the year af release’publicarion af
rhe model described in the currens QMRF.
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Use of QSAR’s
QPRF

This should explain how an estimate has
been derived by applying a specific model
or method to a specific substance. It
should include information on the model
prediction(s), including the endpoint, a
precise identification of the substance
modelled, the relationship between the
modelled substance and the defined
applicability domain, and the identities of
close analogues.

Needs to be completed by the user.

CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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DSAR Prediction Reporting Format (QPRF)
(version 1.1, May 2008)

Plezse fill in the felds of the QPRF with information sbout the prediction and the substance
for which the prediction iz made. The information that you provide will be used to fcilitata
considerations on the adeguacy of the prediction (model result) in relstion to a defined
Tegulatary purpase.

The adequacy of 2 prediction depends on the following conditions: 2) the (Q)SAR model is
scientifically valid: the scisntific validity = establizhed according to the OECD principles for
{{DSAR.bnhdaﬂuﬂ,b}lhe(Q)SARmMumlﬂblemlhqnuym a{Q)5AFR. iz
applicable if the query chernical falls within the defined applicability domszin of the maodel; )
the (Q)SAR result is reliable: 2 valid (Q)SAF. that iz applied 10 a chemical falling within is
applicability domzin provides a relishle resuls; 4) the (Q)SAR model is relevant for the
regulatory purposze: the predicted endpoint can be used directly or following an
antrapolation, possibly in combination with gther informstion, for a perticoler regulatory
purpase.

A((Ds_mwedlmm(mndelmsuh)m} be considered adequate if it is reliable and relevant,
and depending on the totlity of information available in a weight-of-evidence assessment
{s2e Bection 4 of the QPRF).

1. Substance
This section iz aimed ar difining the substawice for which the (O)34R prediction is made.
11 CAS number: Repors the C45 mummber,
12 EC number: Report the EC number.
13 Chemical name: Repors the chamical nmnes (TUPAC and CAS naewes).
14 Structural formmla: Report the strucrural farmula
15 Structure codes: Report available strucheal & tha substance, ncludig
the sructure code wed to run the modkl [ vou wred a SMILES or JnChl code, report
the code i the corvesponding fleld below. If you have wsed oy another formar (8.8
mol fils), plagme clude the corresp ng sruciural reg 0RO SURpOTLREE
igformarion
a. SMILES: Report the SMILES of the substomce (indicare [f this iz the ore wsed
Jbr the model prediction).
b. Inhl; Reporr the JoCh] cods qf the substaice (tndicas [ this is the ome wsed
Jor the model prediciion).
c. Other structural represemfation: Jfudicare §° oother  Sruciueal
represemion was wed to gensrare the prediction Indicare whethar this

irformmion & mcluded o nupporting formarion. Exenple: “mol file wed
e i Tudad in the supporting ppformaion .

d. Sterenchemical features: Mndicars whether the substaice i g sferes-isomar
and conzeguently mgqy have properties that depend on the orfentarion gf iz
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Regulatory Affairs Made Easy

Tips

If the model doesn’t give good results, then don’t use it!

Prediction for compound Molecule 0

Frediction: 0 Reliability: _'\r -‘k *

Prediction is NON-Toxicant, but the result may be not reliable. /
" check of the information given in the following section should k

Include the QMRF and QPRF with your submission as
justification.

Take alook at any available Guidance

Some regions don’t like QSAR (e.g China, Australia
for some endpoints)

UKAS
M

FS 53614

CS Regulatory Ltd. An ISO 9001:2015 Accredited Company

MECHA

Practical guide
How to use and report (Q)SARs
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Regulatory Affairs Made Easy

Don’t
underestimate the

COLUMN 1

STANDARD INFORMATION REQUIRED

COLUMN 2

SPECTFIC RULES FOR. ADAPTATION FROM COLUMN 1

use of data
waivers!

T35

WVapour pressure

73, The study does not need to be conducted if the melting point is abowve 300°C.

If the melting point is between 200°C and 300°C, a linut value based on measurement or a
recogmsed calculation method 15 sufficient.

All schemes have
some allowance
for waiver of
endpoints.

T

Surface tension

T.6.  The study need only be conducted if:
- based on structure, surface activity is expected or can be predicted; or
- surface activity is a desired property of the material.

If the water solubility is below 1 mg/1 at 20°C the test does not need to be conducted.

These are usually
dependent on
other endpoints,
particularly phys-
chem.

7.0

Water solubility

7.7.  The study does not need to be conducted 1f:
- the substance 1s hydrolytically unstable at pH 4. 7 and 9 (half-life less than 12 hours); or
- the substance is readily oxidisable in water.

If the substance appears “"insoluble” in water, a limit test up to the detection linnit of the analytical
method shall be performed.

T8

Partition coefficient n-octanol'water

7.8, The study does not need to be conducted if the substance is inorganic. If the test cannot be

0003

FS 53614

=)
ggs CS Regulatory Ltd. An ISO 9001:2015 Accredited Company
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Regulatory Affairs Made Easy

Tips

 Check region specific waiver criteria; a lot of these are very similar
across the schemes.

 Check and see if you need to pay for waivers (e.g Australia may
charge as data variation); in many cases this is still cheaper than the
test itself.

« Test smart. For example:
Melting Point results can waive boiling point and vapour pressure.
Water solubility results can waive surface tension, hydrolysis etc.

=)
g’-g,(s CS Regulatory Ltd. An ISO 9001:2015 Accredited Company

FS 53614
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Regulatory Affairs Made Easy

Most Authorities have Pre-Notification Consultation facilities available.
So use it!!

Check and see in advance if your data strategy is likely to be accepted.
Most Authorities are very helpful in this respect.

In all cases, ensure that your data set is appropriate. You don’t want
rejection when sales are reliant on approval.

=)
g’-g,{s CS Regulatory Ltd. An ISO 9001:2015 Accredited Company

0003

FS 53614 42



THANKS FOR LISTENING.
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