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IMODULE 1
PRODUCT SUMMARY
Name, strength and Scovella 15 mg/ml Oral Solution for Horses
pharmaceutical form
Applicant Boehringer Ingelheim Vetmedica GmbH
Active substance Velagliflozin
ATC Vetcode QA10BK90
Target species Horses
Indication for use For the treatment of hyperinsulinaemia in
insulin-dysregulated horses and ponies not
responsive to changes in husbandry and
exercise regimen.
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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 The application is for a National Exceptional
application (Limited) Marketing Authorisation (LMA) in
accordance with Article 8 of Veterinary
Medicine Regulations (VMRs) 2013 (Schedule
1, Para 26) as amended.

Date of conclusion of the 01/04/2026
procedure

I. SCIENTIFIC OVERVIEW

The applicant applied for an Exceptional (Limited) Marketing Authorisation in
Great Britain (GB) in accordance with Article 8 of Veterinary Medicine
Regulations (VMRs) 2013 (Schedule 1, Para 26) as amended.

Scovella Oral Solution for Horses contains 15 mg/ml velagliflozin. Quantitatively
and qualitatively the solution is the same as Senvelgo which is currently
authorised by Boehringer Ingelheim Vetmedica GmbH in GB. The product is
indicated for the treatment of hyperinsulinaemia in insulin-dysregulated horses
and ponies, not responsive to changes in husbandry and exercise regimen. The
recommended dose is 0.3 mg/kg bodyweight administered once daily.

The distribution category in GB is POM-V.

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

IILA. Composition
The product contains velagliflozin (equivalent to velagliflozin L-proline H,O) and

the excipients citric acid monohydrate, sodium hydroxide, propylene glycol,
ethanol, purified water and honey flavour.

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 a high-density polyethylene (HDPE)
bottle containing 170 ml with a low-density polyethylene (LDPE) plug-in and a child
resistant closure. Each bottle is packed in a cardboard box equipped with a 20 ml
dosing syringe. The particulars of the containers and controls performed are
provided and conform to the regulation.

The choice of the formulation and the absence of preservative are 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 in accordance with the European Pharmacopoeia
and relevant regulatory guidelines.

I.C. Control of Starting Materials

The active substance is velagliflozin, an active substance provided with an in-
house specification. 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.

1l.C.4. Substances of Biological Origin

There are no substances within the scope of the TSE Guideline present or used
in the manufacture of this product.

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

Not applicable.
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 site have been
provided demonstrating compliance with the specification. Control tests on the
finished product are those appropriate for this type of dosage form.
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ILLF. 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 product does not require any special storage conditions.

The shelf life of the product as packaged for sale is 3 years. The shelf life after
first opening the immediate packaging is 3 months.

M. SAFETY AND RESIDUES DOCUMENTATION (PHARMACO-
TOXICOLOGICAL)

llLA Safety Documentation
Pharmacological Studies

Studies have been conducted/bibliographical data has been provided primarily
for the already authorised product Senvelgo, which show that velagliflozin is a
highly selective inhibitor of the sodium-glucose co-transporter 2 (SGLT-2), which
is predominantly expressed in the kidney. Velagliflozin also has a minor
inhibitory effect on the sodium-glucose co-transporter 1 (SGLT-1), which is
predominantly expressed in the small intestine, but also expressed at a lower
level in the kidneys. SGLT-2 is the primary transporter for the reabsorption of
glucose from the urine, with around 90% of filtered glucose reabsorbed by
SGLT-2 in the proximal tubules and 10% reabsorbed by SGLT-1. The inhibition
of SGLT-2 leads to glucose elimination via the urine resulting in a rapid and
sustained glucosuria. The resulting glucosuria leads to a modulation of glucose
homeostasis, decreasing pancreatic [3-cell sensitivity towards glucose and a
reduction in pancreatic insulin secretion and circulating insulin concentrations.

A low level of glucose will continue to be resorbed due only to incomplete
inhibition of SGLT-1, which prevents clinical hypoglycaemia.

The physiologic consequence of the glucosuric effect of SGLT-2 inhibitors is
osmotic diuresis, which could lead to clinically apparent polyuria, and
subsequentially to compensatory polydipsia.

In horses, a decrease in blood insulin concentrations may trigger lipolysis by
reducing the inhibitory effect of insulin on the hormone-sensitive lipase.
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Depending on the nutrients available, horses have the ability to switch from a
glucose-based, to a fatty acid-based, metabolism and utilise the released free
fatty acids for energy. Unlike other species, they form ketone bodies at only a
limited rate and instead convert unused free fatty acids into triglycerides.

The applicant has also provided data which show that velagliflozin shows dose-
dependent absorption, with exposure increasing between 0.1 and 0.6 mg/kg, an
absolute bioavailability of about 30%, and peak levels reached within 1-4 hours.
Feeding status does not appear to affect absorption.

It is highly plasma protein bound in horses, averaging around 93%, with a mean
blood-to-plasma ratio of 0.704. Following intravenous administration, the mean
volume of distribution was 0.6 L/kg, indicating limited distribution outside
systemic circulation.

Metabolism is low to moderate, occurring mainly through oxidation,
dehydrogenation, and glucuronidation pathways. Elimination is characterised by
a dose-independent terminal half-life of approximately 7—8 hours and a low total
clearance of 56 mi/h/kg.

Toxicological Studies

The applicant has provided toxicological study data which show the toxicological
profile of the active ingredient, as summarised below:

Single Dose Toxicity

Two acute toxicity guideline studies were conducted, one in rats and one in mice.
In these studies, both rats and mice were dosed with differing concentrations. It
was seen that mice appeared more sensitive than rats and male mice appeared
more sensitive to the test substance administration than female mice. The lowest
LDso (median lethal dose) in mice was between 1000 mg/kg and 2000 mg/kg
velagliflozin. The LD50 in rats was greater than 2000 mg/kg bw.

Repeated Dose Toxicity

A four-week oral toxicity study was conducted in four groups of 3 male and 3
female Beagle dogs. After the 4-week study it was found that the no observable
adverse event level (NOAEL) was 30 mg/kg bw/day based on adverse effects at
60/100 mg/kg bw/day during the first two weeks of the study. 10 mg/kg/d should
be considered a Lowest Observable Adverse Event Level (LOAEL) from this
study.

Another study was conducted on rats across four dose groups over a 4-week
period. In this study it was found that 100 mg/kg/day was the No Observed
Adverse Effect Level (NOAEL) for male and female rats after 28-days oral
administration. 30 mg/kg/d should be considered to be a lowest observable event
level LOEL for this study.
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Reproductive Toxicity, including Teratogenicity

Three studies were carried out to assess the potential effects of velagliflozin on
fertility and embryo-foetal development in rats. In these studies, it was found that
the NOAEL is 100 mg/kg/day for FO generation systemic toxicity, fertility and early
embryonic development, and developmental toxicity.

Mutagenicity
A standard battery of in vitro and in vivo genotoxicity tests in accordance with

established VICH (2014) and ICH (2012) guidance was conducted. These tests
evaluated the potential for the test item to induce gene mutation, structural
chromosomal damage and/or aneuploidy. It was found that velagliflozin is not
genotoxic and was negative for mutagenicity.

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 Accidental exposure to the product may cause increased urination, and
symptoms of low blood pressure or low blood sugar, such as dizziness.

e Take care to avoid children accessing an unattended filled syringe. Do
not leave the syringe unattended.

¢ If skin contact occurs, avoid hand-to-mouth contact, and wash hands
immediately.

o |If symptoms occur, seek medical advice.

e The product may cause slight irritation to the eyes. Avoid contact with the
eyes.

e If contact with the eyes occurs, rinse immediately with water, and seek
medical advice if symptoms persist.

e The product contains propylene glycol, which may cause hypersensitivity
reactions. People with known hypersensitivity to this substance should
avoid contact with the product.

¢ As no data are available to conclude whether exposure to velagliflozin
presents a risk to pregnant and/or breastfeeding women, they should
consider wearing gloves in addition to standard hygiene practices.

Environmental Safety

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

Phase I:

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.
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Residue Studies

No residue depletion studies were conducted because this product is not intended
for horses producing meat and offal or milk for human consumption.

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

The applicant has provided data describing the pharmacodynamic and
pharmacokinetic properties of the active substance. Collectively, the data support
that orally administered velagliflozin exhibits linear pharmacokinetics, an oral
bioavailability of approximately 30%, and no evidence of accumulation following
daily dosing for up to 16 weeks. Pharmacokinetics were not affected by sex,
feeding status, or based on available evidence, concurrent administration of
pergolide.

Tolerance in the Target Species

The applicant conducted a controlled target animal tolerance study using the
recommended dose and multiples thereof in the target species. A reference
product without the active substance was used as a control. All doses were
administered by orally and the target animals were observed over a period of time.
Blood samples were taken to assess , amongst others, glucose, creatinine, total
protein, sodium and potassium. Urine samples were also taken and assessed for
parameters such as glucose, total protein, sodium and potassium.

The most commonly reported effects across several studies were elevated
triglyceride levels (hypertriglyceridaemia), weight loss, glucosuria, polydipsia, and
polyuria.

Higher-dose studies, up to 2.2 mg/kg (7.4 times the recommended dose), did not
reveal significant clinical safety issues and supported an acceptable safety
margin.

IV.II. Clinical Documentation

Laboratory Trials

The applicant submitted a total of 66 published references in support of the clinical
properties of the product, as well as five proprietary clinical studies. These showed
that, when administered orally at 0.3 mg/kg once daily, the product offers a

treatment of hyperinsulinemia in horses and ponies suffering from insulin
dysregulation, not responsive to changes in husbandry and exercise regimen.
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Dose confirmation studies:

The applicant submitted data from five studies to support the recommended dose
of 0.3 mg/kg once daily.

Two of these studies were clinical field trials in client-owned animals. All five
studies confirmed efficacy of velagliflozin at the recommended dose of 0.3 mg/kg
once daily in reducing insulin concentrations in insulin-dysregulated horses
employing different study designs representing various clinical field scenarios.

One of these studies, a dose confirmation and pilot field efficacy study was
conducted in horses experiencing naturally occurring acute laminitis under field
conditions, including animals with concurrent PPID and breeds representative of
those at high risk of endocrinopathic laminitis in Great Britain. The objective was
to confirm the proposed dose of velagliflozin and evaluate its efficacy in improving
clinical recovery from acute laminitis. The parameters assessed included
lameness scores, hoof tester responses, blood insulin concentrations, blood
glucose concentrations, and safety variables, including triglyceride levels. The
results showed that the dose of 0.3 mg/kg of the product produced clear effects
on blood insulin and glucose concentrations, confirming pharmacological activity.
Treatment was generally well tolerated, although hypertriglyceridaemia was
observed more frequently in the velagliflozin-treated group. Overall, the study
supported the safety and biological activity of velagliflozin.

Field Trial

A pivotal field efficacy and safety study was conducted in 80 client-owned horses
with insulin dysregulation in the United States. The objective was to investigate
the long-term efficacy and safety of velagliflozin administered orally at a dose of
0.3 mg/kg once daily for reducing hyperinsulinaemia and preventing laminitis
under field conditions. The parameters measured included resting plasma insulin
concentrations, incidence of laminitis, serum triglyceride concentrations, clinical
safety observations, and treatment response in horses with concurrent PPID
receiving pergolide. The results demonstrated that velagliflozin significantly
reduced resting insulin concentrations compared with placebo, with effects
evident within two weeks of treatment initiation and maintained throughout the
treatment period, including up to 40 weeks in some horses. The incidence of
laminitis was lower in treated horses than in placebo-treated controls, particularly
in animals with moderate to severe insulin dysregulation. The treatment effect was
observed regardless of disease severity, concurrent PPID, or concomitant
pergolide administration.

The main safety finding was transient hypertriglyceridaemia, which occurred most
commonly during the first 2—4 weeks of treatment and was generally not
associated with clinical signs. Long-term treatment was considered safe and
effective for managing hyperinsulinaemia in horses with insulin dysregulation.
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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)
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