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Numelvi 4.8 mg Tablets for Dogs
MSD Animal Health UK Limited Application for National Procedure
Publicly Available Assessment Report

MODULE 1
PRODUCT SUMMARY
Name, strength and Numelvi 4.8 mg Tablets for Dogs
pharmaceutical form Numelvi 7.2 mg Tablets for Dogs

Numelvi 21.6 mg Tablets for Dogs
Numelvi 31.6 mg Tablets for Dogs

Applicant MSD Animal Health UK Limited, Walton Manor,
Walton, Milton Keynes, MK7 7AJ

Active substance Atinvicitinib

ATC Vetcode QD11AH93

Target species Dogs

Indication for use For the treatment of pruritus associated with

allergic dermatitis in dogs.

For the treatment of the clinical manifestations
associated with atopic dermatitis in dogs,
including pruritus.
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IMODULE 2

The Summary of Product Characteristics (SPC) for this product is available on the
Product Information Database of the Veterinary Medicines Directorate.

(www.gov.uk/check-animal-medicine-licensed)
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MODULE 3

PUBLIC ASSESSMENT REPORT

Legal basis of original Full application in accordance with Article 8 of

application Veterinary Medicine Regulations (VMRs) 2013
(Schedule 1, Part 1) as amended.

Date of conclusion of the 23/02/2026

procedure

I. SCIENTIFIC OVERVIEW

The products were submitted for full applications for authorisations in Great Britain
(GB), in accordance with Article 8 of Veterinary Medicine Regulations (VMRSs)
2013 (Schedule 1, Part 1) as amended.

Numelvi Tablets for Dogs contain either 4.8 mg, 7.2 mg, 21.6 mg or 31.6 mg of
atinvicitinib. The products are indicated for the treatment of pruritus associated
with allergic dermatitis in dogs and for the treatment of clinical manifestations
associated with atopic dermatitis in dogs, including pruritis. They should be
administered orally once daily at the recommended dose of 0.8 to 1.2 mg
atinvicitinib/kg bodyweight at or around the time of feeding.

The products are categorised as POM-V, veterinary prescription only medicines.

The product is produced and controlled using validated methods and tests which
ensure the consistency of the product released on the market. It has been shown
that the product can be safely used in the target species, any reactions observed
are indicated in the SPC". The product is safe for the user and for the environment,
when used as recommended. Suitable warnings and precautions are indicated in
the SPC. The efficacy? of the product was demonstrated according to the claims
made in the SPC. The overall benefit/risk analysis is in favour of granting a
marketing authorisation.

Il QUALITATIVE AND QUANTITATIVE PARTICULARS OF THE
CONSTITUENTS

II.LA. Composition
The product contains atinvicitinib and the excipients microcrystalline cellulose,

lactose monohydrate, sodium starch glycolate (type A), tocofersolan,
hydroxypropylcellulose, colloidal anhydrous silica and magnesium stearate.

1 SPC — Summary of Product Characteristics.
2 Efficacy — The production of a desired or intended result.
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The container/closure system consists of either high-density polyethylene bottles
or aluminium/PVC/Aclar blisters. The bottles contain 30 or 90 tablets and a
packaged in a cardboard box. The blister strips contain 30 tablets and contained
in a cardboard box containing either one or three blister strips equivalent to 30 or
90 tablets. The particulars of the containers and controls performed are provided
and conform to the regulation.

The choice of the formulation is justified.

The product is an established pharmaceutical form, and its development is
adequately described in accordance with the relevant regulatory guidelines.

I.B. Description of the Manufacturing Method

The product is manufactured fully in accordance with the principles of good
manufacturing practice from a licensed manufacturing site.

The product is manufactured using conventional manufacturing techniques.
Process validation for full-scale batches will be performed post-authorisation.

Il.C. Control of Starting Materials

The active substance is atinvicitinib, a novel active substance that is not
monographed in a pharmacopoeia but is supplied with an Active Substance
Master File (ASMF). The active substance is manufactured in accordance with the
principles of good manufacturing practice.

The active substance specification is considered adequate to control the quality
of the material. Batch analytical data demonstrating compliance with this
specification have been provided.

The excipients are well known pharmaceutical ingredients, and their quality is
compliant with European Pharmacopoeia (Eur. Ph.) or United States
Pharmacopeia (USP) monographs.

The containers are adequately described and controlled.

Il.C.4. Substances of Biological Origin

Scientific data and/or certificates of suitability issued by the EDQM have been
provided and compliance with the Note for Guidance on Minimising the Risk of
Transmitting Animal Spongiform Encephalopathy Agents via Human and
Veterinary Medicinal Products has been satisfactorily demonstrated.

I.D. Control Tests Carried Out at Intermediate Stages of the Manufacturing
Process

Not applicable.
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Il.LE. Control Tests on the Finished Product

The finished product specification controls the relevant parameters for the
pharmaceutical form. The tests in the specification, and their limits, have been
justified and are considered appropriate to adequately control the quality of the
product. Satisfactory validation data for the analytical methods have been
provided. Batch analytical data from the proposed production sites have been
provided demonstrating compliance with the specification. Control tests on the
finished product are appropriate for the pharmaceutical form.

I.F. Stability

Stability data on the active substance have been provided in accordance with
applicable regulatory guidelines, demonstrating the stability of the active
substance when stored under the approved conditions.

Stability data on the finished product have been provided in accordance with
applicable regulatory guidelines, demonstrating the stability of the product
throughout its shelf life when stored under the approved conditions.

G. Other Information

The shelf life of the product as packaged for sale is 3 years.

The product does not require any special storage conditions. Any remaining half
tablet should be placed back into the opened blister or into the bottle.

M. SAFETY AND RESIDUES DOCUMENTATION (PHARMACO-
TOXICOLOGICAL)

llLA  Safety Documentation
Pharmacological Studies

Studies have been conducted and bibliographical data provided to detail the
pharmacodynamic and pharmacokinetic features of atinvicitinib.

Atinvicitinib is a selective Janus kinase (JAK) inhibitor, highly selective for JAK1.
It inhibits the function of a variety of cytokines involved in pruritus and
inflammation, as well as cytokines involved in allergy, that are dependent on JAK1
enzyme activity.

Data shows that following oral administration, atinvicitinib is rapidly and well
absorbed. Bioavailability is higher in fed dogs. Atinvicitinib has moderate protein
binding, and its main clearance route is metabolism with excretion in the faeces.
Renal elimination, with excretion in the urine, is considered a minor route.

6/10



Numelvi 4.8 mg Tablets for Dogs
MSD Animal Health UK Limited Application for National Procedure
Publicly Available Assessment Report

Toxicological Studies

The applicant has conducted laboratory studies to evaluate the safety of
atinvicitinib. These include acute oral and dermal toxicity studies in rats, repeat-
dose oral and dermal toxicity studies in rats, developmental toxicity studies in rats
and rabbits, and in vitro and in vivo studies to evaluate genotoxic potential. All
main non-clinical toxicology studies were conducted in compliance with Good
Laboratory Practice (GLP):

e Single Dose Toxicity: oral and dermal LDs, (Lethal Dose, 50%) values are
estimated to be >2000 mg/kg in rats.

e Repeated Dose Toxicity: for general systemic toxicity, the dermal No
Observed Adverse Effect Level (NOAEL) is 12 mg/kg bw/day, concluded
from a 13-week ftrial in rats. The oral NOAEL is 5 mg/kg bw/day, derived
from a 13-week repeat-dose toxicity study in rats.

e Reproductive Toxicity, including Teratogenicity:

o Specific reproductive toxicity study data were not provided.
However, the effects of atinvicitinib on reproduction were evaluated
as part of 4-week and 13-week oral and dermal repeat-dose toxicity
studies in rats. An oral Lowest Observed Adverse Effect Level
(LOAEL) of 5 mg/kg bw/day and a dermal LOAEL of 12 mg/kg
bw/day were determined for male fertility in a 13-week trial in rats,
with the oestrous cycle, sperm analysis (motility, morphology, and
counts), organ weight, macropathology and histopathology
investigated. No effects on oestrus behaviour or female
reproductive tissue were detected but in males, effects on sperm
count and mobility were noted.

o The potential toxic effects on pregnant females and embryo-foetal
development were investigated in GLP-compliant oral studies in
both rats and rabbits. A NOAEL for foetal development of 10 mg/kg
bw/day in the rabbit was determined.

e Mutagenicity: GLP-compliant studies comprising of two in vitro studies and
one in vivo study determined that atinvicitinib is negative for mutagenic or
clastogenic potential.

¢ Carcinogenicity: no carcinogenicity data were provided on the basis that
there was no evidence of genotoxic potential in the standard genotoxicity
studies, and there was no evidence of treatment related pre-neoplastic
lesions in the repeat-dose toxicity studies.

Observations in Humans

Atinvicitinib is not used in human medicine and, therefore, no human data are
available. However, JAK inhibitors have a history of use in human medicine, e.g.
as treatment of inflammatory-related conditions.

Four in vitro GLP-compliant, studies have been conducted to investigate the skin
and eye corrosion/irritation potential of the active substance. The results indicate
atinvicitinib is non-corrosive and non-irritant to the skin and to the eye. The
applicant also provided a GLP-compliant a local lymph node assay in mice and
atinvicitinib did not show any skin sensitisation potential. Regarding the final
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formulation, from the available data on the excipients, it is not expected that the
final formulation is likely to cause eye or skin irritation, or hypersensitivity-type
reactions.

User Safety
A user risk assessment was provided in compliance with the relevant guideline.

Warnings and precautions as listed on the product literature are adequate to
ensure safety to users of the product. Therefore, the following applicant’s user
recommendations are appropriate:

e Wash hands thoroughly with soap and water immediately after use of the
veterinary medicinal product.

Environmental Safety

The Environmental Risk Assessment (ERA) was carried out in accordance with
VICH and CVMP guidelines.

The product will only be used in non-food animals and as a result environmental
exposure will be low. A Phase Il ERA was not required. The product is not
expected to pose a risk for the environment when used according to the SPC.

V. CLINICAL DOCUMENTATION
IV.I. Pre-Clinical Studies
Pharmacology

The applicant conducted studies describing the pharmacodynamic and
pharmacokinetic properties of the active substance. The properties have been
summarised in section IIl.A.

Tolerance in the Target Species

The pivotal target animal safety study was negatively controlled and GLP-
compliant, in which doses of up to 6 mg/kg daily were tested. The safety at 1X the
maximum recommended treatment dose (1.2 mg/kg once daily), as well as 3X or
5X this dose, were evaluated in 6-month-old dogs over a 6-month period and
compared with a control group of dogs (sham-dosed with tap-water). The product
was generally well tolerated, however, the administration of significant overdoses
may lead to a higher susceptibility to infection; for example, the development of
bacterial, fungal and/or parasitic skin disease in treated dogs. In case of adverse
clinical effects following an overdose, the dog should be treated symptomatically.

The product literature accurately reflects the type and incidence of adverse effects
which might be expected.

8/10



Numelvi 4.8 mg Tablets for Dogs
MSD Animal Health UK Limited Application for National Procedure
Publicly Available Assessment Report

IV.Il. Clinical Documentation

The applicant has conducted dose determination and confirmation studies with
the pivotal dose confirmation studies performed under field conditions.

The pivotal field study was performed in the US, to support the indication for the
treatment of pruritus associated with allergic dermatitis. The study was GCP-
compliant (Good Clinical Practice) and evaluated the safety and efficacy of the
product in client-owned dogs administered 0.8—1.2 mg atinvicitinib/kg once daily
compared with a placebo. 289 dogs were enrolled in the clinical trial at 26 sites
across 17 different US states. Dogs were required to have a diagnosis of allergic
dermatitis and at least moderate pruritus on the owner's assessment using the
Pruritus Visual Analog Scale (PVAS).

The study was conducted in two phases with the first study phase running up until
day 7 (+3) during which efficacy against pruritus was evaluated on the PVAS. The
second phase was an optional continuation from day 7 until day 28 (+ 3) where an
examiner evaluated dermatitis using a dermatitis visual analogue scale (DVAS).
Safety was evaluated throughout the study until day 28.

At day 7, 8.7% of control dogs were graded as successful, compared with 24.2%
of treated dogs. This difference in success rate between groups was found to be
statistically significant. The mean change in DVAS scores compared with baseline
was higher in the treated group on day 7 and day 28 when compared with the
control group at these timepoints. The safety profile of the proposed product was
acceptable at the recommended treatment dose of 0.8-1.2 mg/kg daily over the
study period.

In conclusion, the product was shown to be effective for the treatment of pruritus
in dogs with allergic dermatitis in dogs.

V OVERALL CONCLUSION AND BENEFIT- RISK ASSESSMENT

The data submitted in the dossier demonstrate that when the product is used in
accordance with the Summary of Product Characteristics the benefit/risk profile of
the products is favourable.
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MODULE 4

POST- AUTHORISATION ASSESSMENTS

The SPC and package leaflet may be updated to include new information on the
quality, safety and efficacy of the veterinary medicinal product. The current SPC
is available on the Product Information Database of the Veterinary Medicines
Directorate website.

(www.gov.uk/check-animal-medicine-licensed)

The post-authorisation assessment (PAA) contains information on significant
changes which have been made after the original procedure which are important
for the quality, safety or efficacy of the product.

The PAA for this product is available on the Product Information Database of the
Veterinary Medicines Directorate website.

(www.gov.uk/check-animal-medicine-licensed)

10/10


https://www.gov.uk/check-animal-medicine-licensed
https://www.gov.uk/check-animal-medicine-licensed

