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Organic Operators Australia is the unified voice for Australia's organic industry to negotiate policy
reforms with Governments and that helps the industry to capitalise on the growing global demand for
organic products.

The objectives of OIA Ltd are to:

facilitate an organic industry which has an authoritative voice that enhances the fortunes of all
Australian certified organic operators, through advocacy, education and transparent
representation

improve the competitiveness of certified organic operators through effective advocacy to
governments, with industry stakeholders, and in respect of research and development

promote the integrity of certified organic productions systems

promote industry development and educate producers and consumers in respect of certified
organic production

facilitate collaboration across supply chains and improve domestic and export market access
for certified organic operators

promote widespread uptake of sustainable farming systems and markets based on organic
principles and imbued with a culture of innovation, of progressive improvement towards best
practice, of transparent integrity, of inclusive collaboration, of holistic systems, and of true
value pricing

More information is available on our website at https://organicoperators.au

Note: This evaluation is based on published, peer-reviewed, and regulatory sources available as at March
2026. No claims are made beyond the evidence cited. Where data gaps are identified, they are flagged
as such.
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Mechanism of action and pharmacology

Atinvicitinib is a highly selective, second-generation JAK1 inhibitor. It blocks the JAK1-dependent
signalling of multiple pruritogenic and pro-inflammatory cytokines, including IL-4, IL-6, IL-13, and IL-
31, which are central drivers of itch and inflammation in canine allergic dermatitis. Critically, it exhibits
at least 10-fold greater selectivity for JAKT over JAK2, JAK3, and TYK2 in in vitro assays (Kowalski &
Schuette, Vet Dermatol, 2026).

This selectivity profile is documented in the EMA CVMP Assessment Report (EMEA/V/C/006480/0000)
and the peer-reviewed literature (Anti-Cytokine Drugs in the Treatment of Canine Atopic Dermatitis,
Wichtowska & Olejnik, Int J Mol Sci, 2025;26(22):10990).

The drug is metabolised in dogs to multiple metabolites, primarily cleared via hepatic metabolism with
faecal excretion as the main route. Renal elimination is a minor pathway. Protein binding in canine
plasma is moderate at approximately 82.3% (EMA CVMP Assessment Report,
EMEA/V/C/006480/0000).
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Potential for good (therapeutic benefit)

Efficacy

Canine atopic dermatitis affects 10-15% of dogs, making it one of the most common reasons for
veterinary visits. The condition causes chronic suffering through persistent itching, skin lesions,
secondary infections, and behavioural distress, significantly degrading quality of life for both dogs and
owners.

In a randomised, placebo-controlled clinical trial involving 289 client-owned dogs, atinvicitinib at
0.8-1.2 mg/kg once daily was well tolerated and achieved clinically meaningful improvement (>50%
reduction in pruritus or skin lesion severity) in 87.5% of treated dogs versus 23.1% for placebo over
28 days. Over 81% of dogs showed clinically significant itch reduction in a larger field study. Onset of
action is rapid, with pruritus reduction observed within 2—4 hours of dosing in an IL-31 challenge
model (MSD Animal Health, Merck & Co, conference paper presented at 35th European Veterinary
Dermatology Congress, September 2025).

Advantages over existing JAK inhibitors

Higher JAK1 selectivity: >10-fold selectivity over JAK2/JAK3/TYK2, theoretically limiting off-
target effects on haematopoiesis and broader immune function compared to oclacitinib
(JAK1/JAK3) or ilunocitinib (non-selective).

Younger age of use: Approved for puppies as young as 6 months, whereas oclacitinib is
restricted to dogs >12 months due to demodicosis risk in younger animals at high doses.

Once-daily dosing from initiation: Simpler dosing regimen than oclacitinib (which requires
twice-daily dosing for the first 14 days).

No impairment of vaccination response: At 3x the maximum recommended dose in
vaccine-naive 6-month-old puppies, adequate serological responses to core vaccines (canine
adenovirus, distemper, parvovirus, rabies) were maintained (EMA CVMP Assessment Report).

Animal welfare benefit

Effective pruritus control improves canine welfare by reducing self-trauma, secondary skin infections,
sleep disruption, and associated anxiety. Peer-reviewed literature consistently identifies targeted
cytokine modulation as a paradigm shift from older, non-specific immunosuppressants such as
systemic glucocorticoids, which carry well-documented adverse effects including polyuria, polydipsia,
hepatopathy, and iatrogenic Cushing's syndrome (Wichtowska & Olejnik, Int J Mol Sci, 2025).
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Potential for harm

Harm to treated animals (dogs)

Adverse effects observed in clinical trials
Mild and transient gastrointestinal effects (vomiting, diarrhoea) reported at low rates
Lethargy and anorexia reported infrequently

No treatment-related adverse effects identified in the pivotal 28-day randomised trial

Class-based concerns (JAK inhibitor class)

Immunosuppression and opportunistic infections: As with all JAK inhibitors, atinvicitinib
may increase susceptibility to opportunistic infections, including demodicosis and interdigital
furunculosis. This is an inherent pharmacological consequence of immune modulation.

Neoplasia: The FDA label notes that new neoplastic conditions (benign and malignant) have
been reported in dogs treated with other JAK inhibitors. No specific neoplasia signal has been
reported for atinvicitinib to date, but the drug is new with limited post-market exposure.
Long-term pharmacovigilance is essential.

Haematological effects: Elevated total cholesterol and high-density lipoprotein
concentrations were observed at oral doses of 30 mg/kg/day in toxicity studies, consistent
with the known role of JAK enzymes in lipid metabolism.

Limited long-term field data: The pivotal field study evaluated safety and efficacy only over
28 days. Long-term (>28 day) safety in client-owned dogs under real-world conditions has
not been published.

Contraindications and precautions

Not for dogs <6 months of age or those with serious infections
Not recommended for breeding animals, or during pregnancy and lactation

Should not be combined with glucocorticoids, ciclosporin, or other systemic
immunosuppressants (not evaluated)

Harm to humans (user safety)

The EMA's CVMP assessment concluded that human user risk is low and acceptable when the
product is used in accordance with the Summary of Product Characteristics:

Dermal exposure risk: Assessed as low based on a sub-chronic dermal toxicity LOEL of 12
mg/kg/day in rats.
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Using a LOEL of 5 mg/kg/day from a 13-week rat oral
repeat-dose toxicity study, the estimated margin of exposure (MOE) was calculated at 4,761—
well above the conventional safety threshold.

Ingestion of a single tablet by a child also yielded an acceptable
estimated margin of exposure (specific value not published, but described as acceptable by
CVMP).

Atinvicitinib tested negative in a bacterial reverse mutation assay, a mammalian
cell micronucleus test, and an in vivo mouse micronucleus test—i.e., no genotoxic potential
was identified.

Reproductive toxicity considerations for humans

Conventional reproductive toxicity studies were not conducted as standalone studies, but
reproductive effects were assessed within 4-week and 13-week repeat-dose studies in rats.

Developmental findings were noted in rabbits and rats.
Effects on sperm counts and sperm motility were observed in male rats.

These findings are relevant primarily to accidental high-dose occupational exposure and are
mitigated by the tablet formulation and veterinary supervision.

Oclacitinib (Apoquel) is classified as a hazardous drug for human handling, requiring gloves.
Equivalent precautions should be expected for atinvicitinib given the shared pharmacological class.

No specific data on toxicity to non-target animal species (wildlife, livestock, cats, etc.) from
environmental exposure to atinvicitinib has been published. However:

As an oral tablet administered to companion dogs on non-agricultural land, direct
environmental release pathways are limited compared to livestock pharmaceuticals (which
enter the environment via urine/faeces on agricultural land).

The primary excretion route is faecal after hepatic metabolism, meaning metabolites (rather
than parent compound) are the predominant excreted forms.

JAK-STAT signalling pathways are highly conserved across vertebrates, meaning that if
atinvicitinib or active metabolites entered the environment at biologically relevant
concentrations, effects on non-target vertebrates (fish, amphibians, reptiles, birds) are
possible, though the concentrations involved from companion animal use would be expected
to be extremely low.
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Harm to the environment, waterways and aquatic ecosystems

EMA Environmental Risk Assessment (ERA) outcome

The CVMP assessment report states: "An appropriate environmental risk assessment was provided.
Based on the data provided, the ERA can stop at Phase |, as none of the Phase Il criteria are met. The
product is not expected to pose a risk to the environment.”

This means:

The predicted environmental concentration in surface water (PEC_SW), calculated using
standard conservative assumptions (including the product's maximum daily dose and
expected market penetration for a companion animal product), did not exceed the trigger
value of 0.01 pg/L that would require progression to Phase Il ecotoxicity testing.

No Phase Il aquatic ecotoxicity studies (fish, Daphnia, algae) were therefore required or
conducted.

No environmental fate studies (biodegradation, adsorption/desorption, bioaccumulation)
were required or conducted.

Critical assessment of the ERA finding

While the Phase | conclusion is procedurally valid under the EMA's tiered ERA framework (VICH
GL6/GL38), it means that:

There is no published ecotoxicity data for atinvicitinib or its metabolites on aquatic
organisms (algae, invertebrates, fish).

There is no data on environmental persistence, bioaccumulation potential, or
soil/sediment fate.

The ERA relies entirely on exposure estimates—the conclusion is that environmental
concentrations will be too low to warrant concern, not that the substance has been shown to
be non-toxic to environmental organisms.

This is a significant evidence gap. The broader pharmaceutical pollution literature demonstrates that
veterinary pharmaceuticals can enter waterways via multiple pathways, including excretion (urine and
faeces), household drainage (e.g., from bathing treated pets), and improper disposal of unused
medication. While companion animal products generally contribute lower environmental loads than
livestock pharmaceuticals, the growing awareness of pet pharmaceutical pollution in waterways
(documented for fipronil, imidacloprid, and other compounds) warrants caution.
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Harm to biodiversity, coastline, and ocean

No direct evidence exists to evaluate the impact of atinvicitinib on biodiversity, coastal ecosystems,
or marine environments. The following considerations apply:

The JAK-STAT signalling pathway is evolutionarily conserved in vertebrates and has analogues
in invertebrates. Any JAK inhibitor reaching aquatic environments at biologically active
concentrations could theoretically interfere with immune function, development, or cellular
signalling in non-target species.

The absence of Phase Il ecotoxicity data means the substance's effects on standard aquatic
test organisms (green algae, Daphnia magna, fish embryo) are unknown.

In the broader context, research on pharmaceutical pollution has shown that even low-
concentration chronic exposure can cause sub-lethal effects in aquatic organisms, including
oxidative stress, disruption of physiological processes, and altered community composition.

However, given the product's use profile (oral tablets for companion dogs, relatively low total
market volume compared to livestock or human pharmaceuticals), the predicted
environmental load is expected to be very low.

The product label includes environmental disposal instructions consistent with standard practice:
unused product should be disposed of through established pharmaceutical take-back or veterinary
waste systems, not via wastewater or household waste.
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Comparison with existing alternatives

Oclacitinib (Apoquel®—Zoetis)

Parameter

Atinvicitinib (Numelvi)

Oclacitinib (Apoquel)

JAK selectivity

Generation
Minimum age
Dosing

Vaccination impact

Neoplasia signal

Bone marrow effects

Long-term safety data

Environmental ERA

Assessment

JAK1 selective (>10-fold over JAK2/3/TYK?2)

Second
6 months
Once daily from day 1

None demonstrated at 3x dose

None specific yet (limited data)

Theoretically reduced (lower JAK2/3 activity)

Limited (28-day field study only)

Phase | only—no ecotoxicity data

JAK1 and JAK3

First

12 months

Twice daily for 14 days, then once daily
Effective, but less data on high doses
Label warning; retrospective cohort found

no increased malignancy risk vs. other
therapies

~1% incidence of bone marrow suppression;
regular bloodwork monitoring
recommended

Extensive (>10 years post-market
surveillance)

Not publicly available for comparison

Atinvicitinib may offer a theoretical safety advantage through greater JAK1 selectivity, but oclacitinib
has a substantially larger body of long-term real-world safety evidence. A 2020 retrospective cohort
study of 660 dogs found no additional malignancy risk from long-term oclacitinib use (Lancellotti et

al., JAVMA, 2020).

Lokivetmab (Cytopoint®—Zoetis)

Lokivetmab is a caninized monoclonal antibody that specifically neutralises canine IL-31. Key

comparative points:

Mechanism: Targets a single cytokine (IL-31), offering highly specific anti-pruritic action with
minimal systemic immunomodulation.

Safety profile: Excellent. Over 5 years of pharmacovigilance data covering an estimated
~11 million animals dosed; hypersensitivity reactions remain "rare" (1-10 per 10,000). No label
warning for neoplasia or immunosuppression.
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Environmental profile: As a biological protein (monoclonal antibody), lokivetmab is expected
to be biodegradable in the environment and would not persist in waterways or accumulate in
ecosystems. This represents a fundamentally lower environmental risk profile than any
small-molecule JAK inhibitor.

Limitations: Injectable only (requires veterinary administration every 4—-8 weeks); higher per-
dose cost; may not control inflammation/skin lesions as effectively as JAK inhibitors in some
patients; does not address the full spectrum of allergic cytokine signalling.

Ciclosporin (Atopica® and generics)
Calcineurin inhibitor with broader immunosuppressive action
Slower onset (4-6 weeks to full effect)

Well-characterised but more extensive side-effect profile (Gl upset, gingival hyperplasia,
hirsutism)

Long track record of use

Allergen-specific immunotherapy (ASIT)

The only treatment that modifies the underlying disease rather than managing symptoms
No systemic immunosuppression
Negligible environmental impact

Requires allergy testing, long treatment timelines, and variable response rates (60-75%
improvement)

[lunocitinib (Zenrelia®—Elanco)

Another newer JAK inhibitor approved in the EU simultaneously with atinvicitinib (June 2025)
Described as non-selective across JAK family members
May offer some advantages in maintaining clinical effect with once-daily dosing

Less selectivity may translate to a broader side-effect profile
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Key data gaps and concerns

No long-term field safety data beyond 28 days

This is the most significant gap for the treated animal. Canine atopic dermatitis is a lifelong condition
requiring chronic treatment. Long-term safety in client-owned dogs under real-world conditions is
essential and should be a condition of registration with mandatory pharmacovigilance reporting.

No environmental ecotoxicity data

The ERA stopped at Phase |. There are no published aquatic toxicity studies (algae, Daphnia, fish), no
environmental fate or persistence data, and no bioaccumulation assessment for atinvicitinib or its
metabolites. While the Phase | PEC calculation may justify this under current regulatory frameworks,
the absence of any empirical environmental data should be noted.

No data on combination use with other immunosuppressants

Given that many dogs with atopic dermatitis are managed multimodally, the absence of safety data on
concurrent use with glucocorticoids, ciclosporin, or other immunosuppressants is a clinical limitation.

No conventional standalone reproductive toxicity studies

Reproductive effects (sperm counts/motility in rats, developmental findings in rabbits) were identified
within repeat-dose toxicity studies but not explored in dedicated reproductive/developmental toxicity
studies.

Class-wide concerns about JAK inhibitors in human medicine

Class-wide concerns about JAK inhibitors in human medicine (cardiovascular events, malignancy,
thrombosis) documented for human JAK inhibitors such as tofacitinib have not been specifically
evaluated in the veterinary context for atinvicitinib.
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Overall assessment

Potential for good

Moderate to High. Atinvicitinib addresses a genuine and common animal welfare need. Its enhanced
JAK1 selectivity over oclacitinib represents a pharmacological advancement, and the ability to treat
dogs from 6 months of age with once-daily dosing and no vaccination interference fills a clinical gap.
It adds a valuable option to the therapeutic armamentarium for canine allergic dermatitis.

Potential for harm to animals

Low to Moderate (based on available data). Short-term safety appears favourable, but the class-wide
concerns about immunosuppression, opportunistic infections, and possible neoplasia remain. The lack
of long-term field data beyond 28 days is a significant limitation for a drug intended for chronic use.

Potential for harm to humans

Low. User safety margins are high, the product is a tablet formulation minimising handling exposure,
and it will be dispensed under veterinary prescription (Schedule 4).

Potential for harm to the environment, waterways,
biodiversity, coastline and ocean

Likely low but unquantified. The EMA ERA concluded no environmental risk at Phase | based on
predicted low environmental concentrations from companion animal use. However, there is no
empirical ecotoxicity or environmental fate data to support this conclusion beyond modelled
exposure estimates. The environmental risk is expected to be substantially lower than that posed by
livestock pharmaceuticals, but the complete absence of ecotoxicity testing represents an evidence gap
rather than evidence of safety.

Existence of lower-harm alternatives

Yes. Lokivetmab (Cytopoint) offers a comparable anti-pruritic effect with minimal systemic
immunomodulation, no label warnings for neoplasia or immunosuppression, an extensive post-market
safety record (~11 million animals), and a fundamentally lower environmental risk as a biodegradable
protein. Allergen-specific immunotherapy has the lowest harm profile of all options but is not
universally effective. However, no single treatment suits all patients, and a diverse therapeutic toolkit
benefits animal welfare.
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Broader regulatory context: organic
certification, sustainability disclosure, and
environmental externalities

The registration of atinvicitinib intersects with several concurrent developments in Australian
regulatory policy that, while not traditionally within the scope of veterinary chemical registration, are
increasingly relevant to the APVMA's mandate to protect animals, humans, and the environment. This
section identifies those intersections and the evidence gaps they expose.

Companion animals on certified organic properties

Canine atopic dermatitis is not confined to suburban pet dogs. Dogs commonly reside on certified
organic farms and properties across Australia as working animals (livestock guardian dogs, herding
dogs) and as companion animals of organic operators. The dogs are not "organic livestock" or
"products” within the meaning of either of Australia's two relevant organic standards:

The National Standard for Organic and Bio-Dynamic Produce (Edition 3.8, DAFF), which is
Australia's technical export standard and the basis for equivalence arrangements with trading
partners; and

AS 6000-2015 (Standards Australia), which is the voluntary domestic standard and is
recognised by the ACCC for assessing organic claims under Australian Consumer Law (ACCC,
Organic Claims, 2023).

Both standards address veterinary treatments in the context of production livestock. The use of
prohibited treatments or substances makes the product ineligible for sale under the standard; if
parasiticides or antibiotics are administered to organic livestock, treated stock must be quarantined
for a period equivalent to three times the legal withholding period or a minimum of three weeks, and
the meat or eggs of treated livestock can never be sold as certified organic (NSW DPI Primefact 760,
2008). The standards require soil and tissue sampling during audits for the testing of contamination
from veterinary and agricultural chemicals.

However, neither standard explicitly addresses the pharmacological management of companion
animals that reside on certified organic land but are not part of the organic production system. This
creates a regulatory ambiguity with practical consequences for atinvicitinib and other veterinary
pharmaceuticals:

Atinvicitinib is primarily excreted via the faecal route after hepatic metabolism (EMA CVMP
Assessment Report, EMEA/V/C/006480/0000). A treated dog defecating on certified organic
pasture or cropping or biodiversity set-aside land is depositing synthetic pharmaceutical
metabolites onto that land.
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The National Standard and AS 6000:2015 provide that inputs listed within the Standards are
permitted on certified organic land and that "the use of pesticides produced from synthetic
chemicals is prohibited" (National Standard, Edition 3.8, §3.1). While atinvicitinib is not a
pesticide, it is a synthetic pharmaceutical, and its metabolites are entering the soil
environment of the certified production unit.

The DAFF Guideline for Responding to Contamination by Prohibited Substances or Materials in
the Organic Export Supply Chain (Organic Notice 2018-01) distinguishes between unnecessary
intentional use, negligent introduction, accidental introduction, and necessary intentional use
of prohibited substances. It is unclear which category—if any—applies to the faecal
deposition of companion animal pharmaceutical metabolites on certified organic land or
other biodiversity set-aside areas.

It is equally unclear whether, after consultation with the relevant Standard owner or manager
(DAFF, Standards Australia) a certifying body would, or could, require an organic operator to
confine or restrict a treated companion animal from certified land, or whether doing so would
raise animal welfare concerns of its own.

Organic certification in Australia involves land-based assessment,
including soil sampling for contamination by veterinary chemicals. Whether metabolites of
atinvicitinib—or, for that matter, isoxazoline ectoparasiticides (fluralaner, afoxolaner, sarolaner) that
are far more widely used—would be detected at levels material to certification is unknown, precisely
because no environmental fate data exist for atinvicitinib (see Section 3.4 above) and because routine
testing panels may not include novel veterinary small molecules.

The broader evidence base on companion animal pharmaceutical externalities provides context for the
atinvicitinib registration. Research from the United Kingdom has demonstrated that:

Fipronil and imidacloprid—used in spot-on flea treatments for companion animals—have
been detected in 98% and 66% of English freshwater samples respectively, often exceeding
chronic toxicity limits (Perkins et al., Science of the Total Environment, 2021);

Owner handwashing alone accounts for an estimated 3-5% of applied fipronil and
imidacloprid entering wastewater within 28 days of pet treatment (Perkins et al., Science of the
Total Environment, 2024);

The UK Government published a formal Cross-Government Pharmaceuticals in the
Environment Group Roadmapin July 2025, acknowledging that current environmental risk
assessments for companion animal pharmaceuticals—which are limited to a Phase | exposure
assessment under VICH guidelines—are insufficient and that evidence gathering on
environmental impacts is required (UK VMD/DEFRA, 2025).

These findings relate to topical ectoparasiticides with very different pharmacological and
environmental profiles compared to atinvicitinib. They are cited here not to suggest equivalence, but
to illustrate the principle that the regulatory assumption of "limited environmental exposure" from
companion animal pharmaceuticals—an assumption shared by the APVMA's own VICH-aligned ERA
framework (APVMA, Environment Part 7 Data Guidelines)—is under active international scrutiny.
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The APVMA's environmental risk assessment framework provides that products applied as individual
treatments to companion animals are generally considered to have limited environmental exposure
and typically require only a Phase | assessment (APVMA, Environment Part 7). The EMA's Phase | ERA
for atinvicitinib concluded that Phase Il criteria were not met. This is procedurally valid. However, the
complete absence of empirical ecotoxicity data, environmental fate data, and soil persistence data for
atinvicitinib means that the interaction between this drug and Australian organic certification
requirements cannot currently be assessed.

From 1 January 2025, Australia's mandatory climate-related financial disclosure regime (AASB S2,
under the Australian Sustainability Reporting Standards) requires large entities to assess and disclose
climate-related risks and opportunities. While the current ASRS framework is climate-first, it is
explicitly designed to expand to additional sustainability topics including biodiversity and nature over
time (Treasury Laws Amendment (Financial Market Infrastructure and Other Measures) Bill 2024; AASB,
Overview of AASB ST and AASB S2, April 2025).

This trajectory has potential implications for companies in the Australian organic and pet-care supply
chains:

Companies that make organic claims in their products, or that rely on organic certification in
their supply chain, may face disclosure obligations in future if environmental contamination
from companion animal pharmaceuticals is found to affect the integrity of organic
certification systems or biodiversity areas.

The pending expansion of ASRS beyond climate to biodiversity and nature-related risks could
bring pharmaceutical contamination of waterways and soils within the scope of corporate
reporting, particularly for companies in the agricultural, pet-care, and pharmaceutical sectors.

None of the above considerations suggests that atinvicitinib should not be registered. The drug
addresses a genuine animal welfare need and appears to offer pharmacological advantages over
existing JAK inhibitors in terms of selectivity and dosing.

However, the intersection of these four regulatory domains—organic certification, environmental
externalities, sustainability risk disclosure, and companion animal pharmaceutical registration—
highlights a structural gap that the APVMA is uniquely positioned to acknowledge:

The VICH-aligned Phase | ERA framework was not designed to account for the interaction
between companion animal pharmaceuticals, organic land certification and biodiversity
managed land areas. The framework assesses environmental risk based on predicted
concentrations in surface water and soil. It does not assess regulatory risk to organic operators
whose land may receive pharmaceutical metabolites from non-production animals.

The absence of environmental fate data for atinvicitinib means that neither the APVMA,
organic certifying bodies, nor organic operators can currently assess whether the drug or its
metabolites persist in soil at levels relevant to organic certification testing panels.
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This gap will become more—not less—significant over time, as Australia's organic regulatory
framework matures, as sustainability disclosure expands beyond climate, and as additional
companion animal pharmaceuticals enter the market.
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Recommendations for APVMA
consideration

Require mandatory post-market pharmacovigilance with reporting intervals of 6 and 12
months, and annual reporting thereafter, with specific monitoring for neoplasia, serious infections,
and haematological abnormalities.

Require submission of long-term safety data from ongoing or planned studies exceeding 28
days to support chronic use claims.

Request Phase Il environmental data (aquatic ecotoxicity on algae, Daphnia, fish; environmental
fate) as a post-approval commitment, consistent with Australia's unique ecological sensitivity and
alignment with Australia's commitment to protecting waterways and biodiversity. While the EMA
Phase | trigger was not met, Australia's environmental context (proximity of urban waterways to
sensitive ecosystems, unique aquatic biodiversity) may warrant additional caution.

Ensure labelling includes: clear warnings about immunosuppression and infection risk;
recommendation for veterinary monitoring including regular blood work; notification of synthetic
chemical presence in the product which may be relevant where animals reside on certified
organic, biodiversity, or biosecurity-sensitive properties or areas; environmental disposal
instructions consistent with best practice; and precautionary language for handlers (gloves, hand
hygiene).

Approval should be conditional on the understanding that atinvicitinib does not replace, but
supplements, the existing therapeutic options. Label language should encourage multimodal
management of canine atopic dermatitis and veterinary oversight.

That the APVMA request, as a post-approval information requirement, basic environmental fate
data (soil persistence, biodegradation) for atinvicitinib and its primary faecal metabolites. This data
would serve a dual purpose: supporting the environmental safety conclusion and enabling organic
certifying bodies to make informed decisions about companion animal pharmaceutical use on
certified properties. This is consistent with the APVMA's statutory obligation to consider whether
the proposed use of a product may have unintended effects that are harmful to animals, plants,
things, or the environment (Agricultural and Veterinary Chemicals Code Act 1994, s. 5A).

Voice of Australia’s organic industry 15



Sources

ACCC, Organic Claims (2023), https://www.accc.gov.au/consumers/advertising-and-
promotions/organic-claims

APVMA, Environment (Part 7) Data Guidelines, https://www.apvma.gov.au/registrations-and-
permits/data-guidelines/veterinary-data-guidelines/environment-part-7

AASB, Overview of AASB S1 and AASB S2 (April 2025)
DAFF, National Standard for Organic and Bio-Dynamic Produce, Edition 3.8 (current)

DAFF, Guideline for Responding to Contamination by Prohibited Substances or Materials in the Organic
Export Supply Chain (Organic Notice 2018-01)

EC Product Annex — Numelvi (atinvicitinib) Summary of Product Characteristics, July 2025
EMA CVMP Assessment Report for Numelvi (EMEA/V/C/006480/0000), 2025

EMA CVMP Summary of Positive Opinion for Numelvi (EMA/CVMP/179581/2025), June 2025
EMA Guideline on Assessing Environmental and Human Health Risks of VMPs in Groundwater

Environmental Risks of Veterinary Drugs and Responsible Use. Imperial College London PREPP Group
(Producing Rational Evidence for Parasiticide Prescription)

Krautmann M, Walters RR, King VL, Esch K, Mahabir SP, Gonzales A, et al. Laboratory safety evaluation
of lokivetmab, a canine anti-interleukin-31 monoclonal antibody, in dogs. Vet Immunol Immunopathol.
2023;258:110574. doi:10.1016/j.vetimm.2023.110574

Lancellotti BA, Angus JC, Edginton HD, Rosenkrantz WS. Age- and breed-matched retrospective
cohort study of malignancies and benign skin masses in 660 dogs with allergic dermatitis treated
long-term with versus without oclacitinib. JAVMA. 2020;257(5):507-516. doi:10.2460/javma.257.5.507

Nederveld SM, Krautmann MJ, Mitchell J. Safety of the Selective JAK1 Inhibitor Oclacitinib in Dogs. J
Vet Pharmacol Ther. 2025 May;48(3):135-145. doi: 10.1111/jvp.13503

NSW DPI Primefact 760, Use of Vaccinations and Other Veterinary Treatments in Organic Livestock
Farming (February 2008)

Perkins R, Whitehead M, Civil W, Goulson D. Potential role of veterinary flea products in widespread
pesticide contamination of English rivers. Science of the Total Environment. 2021;755:143560.

Perkins R, Barron L, Glauser G, Whitehead M, Woodward G, Goulson D. Down-the-drain pathways for
fipronil and imidacloprid applied as spot-on parasiticides to dogs: Estimating aquatic pollution.
Science of the Total Environment. 2024;,917:170175.

Senate Rural and Regional Affairs and Transport Legislation Committee, National Organic Standard Bill
2024—Progress Report (2025)

Standards Australia, AS 6000-2015 Organic and Biodynamic Products

Voice of Australia’s organic industry 16


https://www.accc.gov.au/consumers/advertising-and-promotions/organic-claims
https://www.accc.gov.au/consumers/advertising-and-promotions/organic-claims
https://www.apvma.gov.au/registrations-and-permits/data-guidelines/veterinary-data-guidelines/environment-part-7
https://www.apvma.gov.au/registrations-and-permits/data-guidelines/veterinary-data-guidelines/environment-part-7

TGA Notice of Final Decisions — Delegates-Only and NCEs, October 2025
Treasury Laws Amendment (Financial Market Infrastructure and Other Measures) Bill 2024 (Cth)
UK VMD/DEFRA, Cross-Government Pharmaceuticals in the Environment Group Roadmap (July 2025)

Van Brussel L, Moyaert H, Escalada M, Mahabir SP, Stegemann MR. A masked, randomised clinical trial
evaluating the efficacy and safety of lokivetmab compared to saline control in client-owned dogs with
allergic dermatitis. Vet Dermatol. 2021;32(5):477-e131. doi:10.1111/vde.12984

VICH GL6/GL38 (Environmental Impact Assessment Guidelines for VMPs)

Wichtowska A, Olejnik M. Anti-Cytokine Drugs in the Treatment of Canine Atopic Dermatitis. Int J Mol
Sci. 2025; 26(22):10990. https://doi.org/10.3390/ijms262210990

Voice of Australia’s organic industry 17


https://doi.org/10.3390/ijms262210990

	Mechanism of action and pharmacology
	Potential for good (therapeutic benefit)
	Efficacy
	Advantages over existing JAK inhibitors
	Animal welfare benefit

	Potential for harm
	Harm to treated animals (dogs)
	Adverse effects observed in clinical trials
	Class-based concerns (JAK inhibitor class)
	Contraindications and precautions

	Harm to humans (user safety)
	Reproductive toxicity considerations for humans

	Harm to non-target animals
	Harm to the environment, waterways and aquatic ecosystems
	EMA Environmental Risk Assessment (ERA) outcome
	Critical assessment of the ERA finding

	Harm to biodiversity, coastline, and ocean

	Comparison with existing alternatives
	Oclacitinib (Apoquel®—Zoetis)
	Assessment

	Lokivetmab (Cytopoint®—Zoetis)
	Ciclosporin (Atopica® and generics)
	Allergen-specific immunotherapy (ASIT)
	Ilunocitinib (Zenrelia®—Elanco)


	Key data gaps and concerns
	No long-term field safety data beyond 28 days
	No environmental ecotoxicity data
	No data on combination use with other immunosuppressants
	No conventional standalone reproductive toxicity studies
	Class-wide concerns about JAK inhibitors in human medicine

	Overall assessment
	Potential for good
	Potential for harm to animals
	Potential for harm to humans
	Potential for harm to the environment, waterways, biodiversity, coastline and ocean
	Existence of lower-harm alternatives

	Broader regulatory context: organic certification, sustainability disclosure, and environmental externalities
	Companion animals on certified organic properties
	Relevance to environmental externalities
	Relevance to Sustainability Risk Disclosure
	Implications for the APVMA

	Recommendations for APVMA consideration
	Sources

