TRENDS IN VETERINARY NURSING

CBD UPDATE The evidence
for and use of cannabidiol
for medical conditions in
veterinary medicine are
growing, but is it effective,
safe, and legal?

CBD for Dogs
and Cats—
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However, that hasnt stopped eager pet owners from
turning to their veterinarians for information and
advice regarding the use of CBD. In many cases, the
owners have successfully used CBD to treat their own
medical conditions, and believe it would be equally
beneficial for their animals. This places veterinarians
and veterinary nurses in a difficult position because,
while the sale and use of CBD are legal in many states,
the regulatory landscape for veterinary professionals is
unclear and varies from state to state.

CBD is one of two major phytocannabinoids found in
cannabis—the other being tetrahydrocannabinol
(THC), which is the component that gets users high—
says Jeffrey Powers, DVM, chairman of the American
Veterinary Medical Association (AVMA) Council on
Biologic and Therapeutic Agents, and owner of
Veterinary Clinics North, which has clinics in East
Jordan and Beaver Island, Mich. “CBD has received
quite a bit of interest recently in veterinary medicine,”
Dr. Powers notes. “It has been shown to be an effective
analgesic, and a strong anti-inflammatory as well.”

To date, CBD research has focused primarily on seizure
control and pain reduction in companion animals. In
2018, researchers at Cornell University published a
study in Frontiers in Veterinary Science on the
pharmacokinetics, safety, and clinical efficacy of
cannabidiol in osteoarthritic dogs.! The results showed
no observable side effects and a significant decrease in
pain and increase in activity based on Canine Brief Pain
Inventory and Hudson activity scores.

More recently, Stephanie McGrath, MS, DVM,
DACVIM (Neurology), assistant professor in the
Department of Clinical Sciences at the James L. Voss
Veterinary Teaching Hospital at Colorado State
University in Fort Collins, investigated the potential
benefits of CBD in treating idiopathic seizures in dogs,
a study funded by Applied Basic Science Corporation.?
Though the study group was small—16 subjects—the
results found a significant 89% reduction in seizure
frequency in dogs receiving CBD at 2.5 mg/kg q12h
compared to a 43% reduction in the control group.
Both study groups were concurrently receiving
conventional anti-epileptic drug therapy.?

“The study had a small number of dogs, so we have to
be careful how much power we give it,” Dr. McGrath
notes. “We have started another larger study funded by
the AKC Canine Health Foundation. That allowed us
to enroll a larger group of dogs, and we are doing a
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other molecules, such as THC.

crossover study so every dog gets the placebo during
one arm of the study and CBD during the other. If this
were to show there is a significant difference when the
dogs were on CBD versus not, I think that would add a
lot more weight to CBD as an anticonvulsant.”

Additional studies are ongoing in a number of areas,
including the use of CBD in species other than cats and
dogs, but their findings won’t be available until they are
completed. “From my connections in the veterinary
world, I know there are studies out there that are
looking to further describe the pharmacokinetics of
CBD as well as look at varying doses of CBD for
different conditions,” says Gary Richter, DVM, owner
of Holistic Veterinary Care and Rehabilitation Center
in Oakland, Calif. “They are also looking at CBD for
other clinical indications beyond seizures and arthritis
pain,” including anxiety.

Though clinical research is just starting to rev up,
anecdotal evidence regarding the therapeutic use of
CBD abounds. Dr. Powers, for example, has used it on
his own pets, including a St. Bernard named Ella who
was afflicted with arthritis and experienced severe storm
anxiety. “I tried almost all of the products available for
the treatment of those conditions, but found them
ineffective,” he recalls. “I decided to try hemp CBD oil
and chews and Ella has done extremely well from
several standpoints. CBD may be a good alternative to
NSAIDs, which can cause problems in some pets.”

Casara Andre, DVM, cVMA, founder and director of
Veterinary Cannabis Education and Consulting in
Wheat Ridge, Colo., is another advocate who has used
CBD on her pets. Her cat Mattie was afflicted with
kidney problems, inflammatory bowel disease (IBD),
and arthritis. “I really didn’t have any good options for
her, so I tried a CBD-dominant tincture, which offered
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Enforcement Administration (DEA) has been that
cannabis has no medicinal value but does have a high
risk of addiction and abuse. There is a movement to
reclassify cannabis, and demands that the cannabis
grown at the government’s only grow facility at the
University of Mississippi be of the same potency as
cannabis strains now available in states where medical
and recreational use of cannabis is legal, such as
Colorado, Oregon, and California.

The iffy legal status of cannabis across the United
States can pose a significant challenge to CBD
researchers who, depending on where they live and who
they work for, could find their studies shut down or
dramatically diminished in scope. “I'm hoping the
passage of the 2018 Farm Bill [which legalized
industrial hemp production and sales nationwide] will

GRAY AREA

Hemp products were descheduled under the 2018 Farm Bill, but the
U.S. DEA lists cannabis and cannabinoid products—under which CBD
products fall—as Schedule | controlled substances. This iffy legal
status can pose a significant challenge for veterinary professionals.

help move along some of the research by descheduling
hemp, but on a state by state basis it might be a
challenge,” says Dr. McGrath.

more scalability,” Dr. Andre says. “I saw a difference,
but it took about 6 weeks. I noticed small
improvements in her appetite, willingness to interact,
and small play attempts. When I began to incorporate a
product with more even ratios of CBD to THC, I saw
dramatic improvement. Mattie started eating better,
playing, and no more IBD. It gave me my cat back, and
gave Mattie 4 more amazing years.”

Dr. Andre used a CBD-dominant product that also
contained a small amount of THC. While many
pet-specific products contain CBD only, some studies
have suggested that it works more effectively when
paired with other molecules, such as THC.

“The problem we're running into is that some research
shows that hemp extracts, which have, say, a 1:20 THC
to CBD ratio, along with other components such as
terpenes and other minor cannabinoids, actually may
be more effective at preventing seizures than purified
extracts,” notes Dr. Powers. “I believe as a nation we
need to develop more knowledge in the whole area of
cannabis medicine from a widespread standpoint.”

Unitil recently, cannabis research has been all but
impossible due to the plant’s status as a Schedule I
drug, which puts it in the same category as heroin and
LSD. For decades, the positions of the U.S. Drug
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As noted, the legal issues surrounding medical cannabis
also affect veterinarians, whose hands are tied by their
state veterinary boards regarding even the discussion of
CBD with their clients. This places veterinarians in a
difficult position when it comes to harm reduction
education, Dr. Richter says.

“I have people coming into my practice asking about
cannabis, sometimes bringing in cannabis products
they have purchased at dispensaries or online, and
asking, ‘How do I give them? How much do I give?””
he reports. “My question to the veterinary medical
board has been, do you honestly want me to turn those
people around and send them out the door to get
information from someone with no medical training,
like the guy who works at the dispensary or the kid
who works in the pet store? That’s a question the
veterinary medical board has never been able to answer
to anyone’s satisfaction. I believe that as a veterinarian I
have an enormous responsibility to safeguard my
patients and provide accurate information to my
clients. They have put us in a position where we're
damned if we do and damned if we don'.”

That may soon change in California thanks to
AB-2215, legislation passed in 2018 that, effective
January 1, 2020, allows veterinarians to legally discuss
the use of cannabis with clients. The law required the
state veterinary board to release guidelines confirming
what veterinarians can and cannot do in regard to
cannabis education (cvma.net/marijuana-and-pets).
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The AVMA has expressed support for stronger research
into the medical benefits of cannabis, and in July
responded to a Food and Drug Administration (FDA)
request for public comment on the topic with a lengthy
letter outlining issues and areas of research it would
like to see, including dosage, efficacy, and safety.

Former FDA Commissioner Scott Gottlieb has also
publicly endorsed sensible government regulation
of cannabis with the goal of better research. In
September it was announced that the National
Center for Complementary and Integrative Health
would be funding 9 grants totaling $3 million for
CBD research in humans. “The science is lagging
behind the public use and interest,” explained
deputy director Dr. David Shurtleff in a release.
“We're doing our best to catch up here.”

To help educate veterinary nurses about the medical
use of CBD and more, Veterinary Cannabis Education
and Consulting offers a veterinary cannabis counselor
certification course, notes Dr. Andre. She believes
strongly, however, that veterinary professionals still have
an ethical obligation to educate their clients when able.

“No matter in which state they live, the ability to
provide harm reduction education is implicit in
being a veterinarian or any member of the veterinary
profession,” she notes. “We are all in this industry

to help animals stay safe, and there is so much
happening in product development on the human
side that we need to be able to at least say, ‘Don’t do
these things. If you are going to use cannabis on your
own, do it safely and avoid these particular pitfalls.’
It’s important to realize that answering a clients
question has nothing to do with the substance itself.
It has to do with us keeping our oath and protecting
our patients and being their advocate. Telling clients
not to give their pets products containing xylitol or
to be sure it’s not contaminated with pesticides—
that absolutely is in the veterinarian’s domain.
Education is always what we're allowed to do.” TVN

References

1. Gamble LJ, Boesch JM, Frye CW, et al. Pharmacokinetics, safety, and
clinical efficacy of cannabidiol treatment in osteoarthritic dogs. Front
Vet Sci 2018;5:165.

2. McGrath S, Bartner LR, Rao S, et al. Randomized blinded controlled
clinical trial to assess the effect of oral cannabidiol administration in
addition to conventional antiepileptic treatment on seizure frequency in
dogs with intractable idiopathic epilepsy. JAVMA 2019;254(11):1301-1308.

Approved by FDA under NADA # 141-518

s
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BRIEF SUMMARY (For full Prescribing Information, see package insert)

Caution:
Federal (USA) law restricts this drug to use by or on the order of a licensed veterinarian.

Indications:

Bravecto Plus is indicated for the prevention of heartworm disease caused by Dirofilaria immitis and for
the treatment of infections with intestinal roundworm (Toxocara cati; 4th stage larvae, immature adults
and adults) and hookworm (Ancylostoma tubaeforme; 4th stage larvae, immature adults and adults).
Bravecto Plus kills adult fleas and is indicated for the treatment and prevention of flea infestations
(Ctenocephalides felis) and the treatment and control of tick infestations [Ixodes scapularis (black-legged
tick) and Dermacentor variabilis (American dog tick)] for 2 months in cats and kittens 6 months of age and
older and weighing 2.6 |b or greater.

Contraindications:
There are no known contraindications for the use of the product.

WARNINGS:

Human Warnings:
Not for human use. Keep this and all drugs out of the reach of children.

Do not contact or allow children to contact the application site until 2 hours post application.

Keep the product in the original packaging until use in order to prevent children from getting direct access
to the product. Do not eat, drink or smoke while handling the product. Avoid contact with skin and eyes.

If contact with eyes occurs, then flush eyes slowly and gently with water. If wearing contact lenses, eyes
should be rinsed first, then remove contact lenses and continue rinsing, then seek medical advice
immediately. Wash hands and contacted skin thoroughly with soap and water immediately after use
of the product. If the product accidentally contacts skin and a sticky residue persists after washing,
rubbing alcohol (70% isopropyl alcohol) can be applied to the area to remove the residue.

The product is highly flammable. Keep away from heat, sparks, open flame or other sources of ignition.

Precautions:
For topical use only. Avoid oral ingestion.

Fluralaner, one of the ingredients in Bravecto Plus, is a member of the isoxazoline class. This class has been
associated with neurologic adverse reactions including tremors, ataxia, and seizures. Neurologic adverse
reactions have been reported in cats receiving isoxazoline class drugs, even in cats without a history of
neurologic disorders. Use with caution in cats with a history of neurologic disorders.

Use with caution in cats that are heartworm positive.

Bravecto Plus has not been shown to be effective in kittens less than 6 months of age.

The safety of Bravecto Plus has not been established in breeding, pregnant, and lactating cats.

Adverse Reaction Bravecto Plus Group: Percent of Cats Active Control Group: Percent of Cats
with the AR During the 120-Day with the AR During the 120-Day
Study (n=135 cats) Study (n=41 cats)
Vomiting 5.9% 12.2%
Alopecia (not at application site) 5.2% 2.4%
Pruritus 4.4% 12.2%
Application site pruritus 4.4% 4.9%
Diarrhea 3.7% 7.3%
Lethargy 3.7% 9.8%
Dry Skin 3.0% 0.0%
Elevated alani?iLzaTr;inotransferase 3.0% 0.0%
Hypersalivation 1.5% 1.5%
Application site alopecia 0.7% 0.0%

The effectiveness of Bravecto Plus to prevent heartworm disease after bathing or water immersion has not
been evaluated.

Adverse Reactions:
In a well-controlled U.S. field study, which included a total of 176 treated cats (135 with Bravecto Plus and
41 with a monthly topical active control), there were no serious adverse reactions.

Percentage of Cats with Adverse Reactions (AR) in the Field Study

*ALT was greater than twice the upper reference range of 100 IU/L. These cats also had mild elevations of
aspartate aminotransferase (AST) ﬁess than twice the upper reference range of 100 IU/L). No clinical signs
associated with liver disease were noted in these cats.

In well-controlled laboratory effectiveness studies, the following adverse reactions were seen after
application of Bravecto Plus: pyrexia, tachypnea, mydriasis, pruritus, scabbing, and bloody stool.

Foreign Market Experience: The following adverse events were reported voluntarily durin% post-approval
use of the product in cats in foreign markets: polydipsia, swelling of chin and lips, periorbital swelling,
blepharospasm, pruritus, erythema, aggression, agitation, pyrexia, mydriasis, hypersalivation, hyperactivity,
alopecia, and excessive grooming. These adverse events occurred within 48 hours of administration.

In a European field study for fluralaner topical solution for cats, there were three reports of facial
dermatitis in humans after close contact with the apEIication site which occurred within 4 days of
application. In foreign market experience reports for Bravecto Plus, one veterinarian experienced tingling
and numbness of the fingers, hand, and arm, and swelling of the hand and arm after getting Bravecto
Plughqn her fingers. Additional signs, including blurred vision and disorientation, occurred after taking an
antihistamine.

To report suspected adverse events, for technical assistance or to obtain a copy of the Safety Data Sheet
(SDS), contact Merck Animal Health at 1-800-224-5318. Additional information can be found at www.
bravecto.com. For additional information about adverse drug experience reporting for animal drugs,
contact FDA at 1-888-FDA-VETS or online at http://www.fda.gov/reportanimalae:

How Supplied:
Bravecto Plus is available in three tube sizes to treat cats ranging in weight from 2.6 1b - 27.5 Ib (1.2 kg to
12.5 kg). Each tube is packaged individually in a pouch. Product may be supplied in 1 or 2 tubes per carton.
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