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Environmental Risk Assessment of
Human Medicinal Products

The new guideline from the European Medicines Agency (EMA)
on the environmental risk assessment (ERA) of medicinal
products for human use, accepted on 15th February 2024 and
set to come into force on 1st September 2024, stipulates that
an ERA report will be mandatory for all new marketing
authorization applications (MAA) of medicines for human use.

The new drug directive currently undergoing EU parliamentary
review confirms that an ERA is required for every single drug
on the market, including retroactive as well as generic drugs.

Environmental Assessment of the Fate and Effects
of Human Medicinal Products

Smithers partners with you by providing a well-defined risk
assessment and testing strategy, specific to the unique properties
of your product, targeted at the respective environmental
compartments of concern.

Our extensive experience in environmental safety testing and risk
assessment strategy design, coupled with a sound understanding

of regulatory requirements, facilitates the avoidance of potential
obstacles and saves you time and money.

For each new pharmaceutical, both a risk assessment and a
hazard assessment(PBT/vPvB) are required as part of the ERA.

Key changes to the prior guideline include the introduction of
the specific assessment for Endocrine Disrupting Substances
(ED), Antimicrobials (AM) and Antiparasitics (AP), and a
strengthening of the PBT (Persistent, Bioaccumulative, Toxic)
assessment.

Clients who place an ERA Program with Smithers experience:

e Trust in our track record of successful ERA submissions since the
adoption of the guideline in 2006.

e Streamlined communications during your project through a single
point of contact.

e Continued support post-submission of the MAA, and
for any extended use indications that may result in increased

environmental exposure.
ENVIRONMENTAL

TESTING


kmalekani
Highlight


Overview of the Risk and Hazard Assessment:

PHASE | DECISION TREE
Application status
Action limit
Specific toxicity profile
Is active substance natural?
Access to earlier assessment

Is there increase in exposure?

PECsurracewarer < 0.01 pg/L

No concerns below <0.01 ug/L

NO FURTHER
TESTING
NECESSARY

PHASE 11

log Kow > 4.5 or ED/AM/AP
substance

PBT Assessment (ECHA Guidance)
Persistence (OECD 308, 309, 307)
Bioaccumulation (OECD 305)
Toxicity (CMR; OECD 201, 211, 210)

Tailored Assessment (EAS/AMR)
Environmental Fate

PECsurracewarer 2 0.01 pg/L
and or
Reasons for concern below < 0.01 pg/L

Adapt aquatic Ecotoxicology testing
Sediment toxicity study

RISK?
LABELLING AND

NO YES RISK
MITIGATION

PHASE Il, TIER A TESTING
Physico-chemical properties, fate and ecotoxicity testing
Water solubility (OECD 105)
Dissociation in water (OECD 112)

KOW (OECD 107, 123)

KOC (OECD 106, OPPTS 835.110)
Biodegradation (OECD 301)
2Algal growth inhibition test (OECD 201)
Daphnia sp. reproduction test (OECD 211)
Fish early life stage test (OECD 210)
ASRIT (OECD 209)

Sediment toxicity (OECD 218/219, 225, 233)

Phase Il ERA
Surface water
Sediment

Sewage Treatment Plant

1Melting point, uv-vis spectra, Vapour pressure

2Blue green algae recommended for antimicrobials

Environmental Risk
Sciences Division
infoERS@smithers.com
www.smithers.com

Tel: +1 508 295 2550
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Tel: +81 (3) 6862 7082
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Trigger Values for Groundwater, Soil and Secondary Poisoning

Secondary Poisoning
Log Kow >3
Fish BCF (OECD 305)

Phase Il Soil Groundwater
N-Trans (OECD 216) PECsw
Terrestrial plants (OECD 208) Koc € 10000 L/kg
Earthworm (OECD 222)
Collembola (OECD 232)

RISK? LABELLING AND
RISK
NO  YES MITIGATION

PHASE 11 TIER B REFINEMENT IN
COMPARTMENT OF CONCERN
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