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The European Directorate for the Quality of Medicires & HealthCare (EDQM) has
completed the United Nations Economic Commission foEurope (UNECE) Globally
Harmonised System (GHS) hazard classification assesent of substances that the
EDQM supplies as reference standards. The proposethssifications are available at the
Quality, Safety & Environment webpage of the EDQM hternet website'. All
stakeholders are invited to review and, if necessgr comment on the proposed
classifications of the reference standards. Commestthat are justified, supported by
raw data and submitted either by e-mailQSEU@edgm.euor via the EDQM HelpDesk
will be taken into consideration. This consultationends on 30 April 2011, after which
the EDQM will finalise and publish the classificatons. This article also outlines the
EDQM’s basic principles of hazard management of sudiances.

1 Regulatory background

The United Nations Economic Commission for EuropNECE) Globally Harmonized
System (GHS) sub-committee develops recommendataynslassification and labelling of
chemicald. The recommendations have been enacted in Eurdpeian law/ and are in the
process of being introduced into national legisktglobally, for example in Switzerland,
Russia, China and the USA. The GHS addresses lsatardccupational health and the
environment based on the intrinsic properties oénaicals, irrespective of quantities.
Therefore, the GHS is applicable to Reference Stalsd The GHS also underpins the
recommendations or laws for substances of very lughcern, such as United Nations
Environmental Programme agreemérisd REACH. Biological preparations are outside the
scope of the GHS

! http:/iww.edgm.eu/en/Quality-Safety-amp-Enviromin@é. htmi

2 http://www.edgm.eu/hd, topic: 02-Quality, Safehde&Environment / 07. How can | comment on your MSDS
3 More information currently at http://www.unece.tirgns/danger/publi/ghs/ghs_welcome_e.html

4 Regulation (EC) No 1272/2008.

5 Rotterdam Convention, Stockholm Convention, Stratgigroach to International Chemicals Managenssnt
5 Regulation (EC) No 1907/2006 corr.

" Directive 2000/54/EC instead applies in the EU.
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2 EDQM implementation of hazard management

2.1 Objectives and responsibilities

The EDQM, together with the network of competenthatities of Council of Europe
member states, oversees public health through @moges ensuring the quality of medicines
and healthcare. Occupational health and envirormhésks are managed by avoiding the use
of substances of very high concern when alternsitaire available. For reasons of quality, the
guantities of reference standards in the contaimersisually limited to a single use. The total
guantity of any EDQM material, including refererstandards, is below one tonne per year.
The materials dispatched by the EDQM are intendedldboratory use under controlled
conditions. These materials are not released tenk#onment under normally or reasonably
foreseeable conditions of use.

This public consultation aims to improve the accyrand completeness of the hazard
classifications of the materials that the EDQM digspas Reference Standarfis the
European Pharmacopoeia or, on behalf of the WoddltH Organization (WHO), for the
International Pharmacopoeia. The EDQM proposedsifieations are only intended for
consultation at this stage and any other use isdleeresponsibility of the user. Suppliers and
downstream users are responsible for protectingpatonal health and the environment at
their site in accordance with applicable laws, hiytavhen handling pharmacologically
active substances in large quantities. The Orgaoisdor Economic Co-operation and
Development (OECD) and the European Chemicals AgéEC€HA) are endeavouring to
harmonise hazard classifications.

2.2 Source data

The secretariat of the EDQM classifies referencanddrds based on the OECD/EU
harmonised classifications, supplier Safety Datae®&h (SDS) and literature research. In
addition and when applicable, the EDQM assesses ritles with regard to the
pharmacological properties, as described in the rBames of Product Characteristics
(SmPC) published by the competent authorities ombes states and the Anatomical
Therapeutic Chemical (ATC) classification systemtled WHO Collaborating Centre for
Drug Statistics Methodology. The classificationdha# International Agency for Research on
Cancer (IARC), also part of the WHO are likewisketa into account. The EDQM does not
carry out toxicity or eco-toxicity studies of th&OD Test Guidelinds The information used
by the EDQM for classification may be incompletspecially for synthesis by-products,
degradation products and other impurities, as asBubstances for well-established use.

2.3 Hazard classification

The EDQM classifies all materials supplied as megfee standards according to the GHS or
Directive 2000/54/EC.

8 Enacted by Regulation (EC) No 440/2008, as amended
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2.4 Hazard communication on Safety Data Sheets (SDS)

Once the consultation has been finalised the EDQIMmneorporate these classifications into
the SDSs of all potentially hazardous Referencadétals for which GHS data is available.

Thus, the EDQM will maintain SDSs for:

— all pharmacologically-active substances,

impurities with EC EINECS/CAS numbessg. raw materials for synthesis,

— impurities with known or suspected genotoxicitydan

biological reference preparations (BRP) classif@dinfectious in accordance with
Directive 2000/54/EC.

Having regard to the article 31 (1) of Regulati&C}j No 1907/2006 as amended, the EDQM
will publish a list of reference standards withidentified hazards.

The EDQM considers substances for which no GHS dasitsts, in particular synthesis by-
products and degradation products, as being at dsdsazardous and the substance to which
they are related. The EDQM will refer to them ie 8BDS of the Reference Standard to which

they are related.
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