Don’t let allergic itch
disrupt your dog’s Zen.

Reach for Zenrelia
(itunocitinib tablets)

Just one daily dose of Zenrelia relieves
your dog’s allergic itch — fast.

INDICATIONS
Zenrelia is a prescription medication used to control itching and inflammation
associated with skin allergies for dogs over 12 months of age.

IMPORTANT SAFETY INFORMATION

See package insert including the Boxed Warning. For full prescribing
information speak with your veterinarian, call 1 888 545 5973 or
visit www.elancolabels.com/us/zenrelia.

WARNING: VACCINE-INDUCED DISEASE AND INADEQUATE IMMUNE
RESPONSE TO VACCINES. Based on results of the vuccme response study,
dogs receiving Zenrelia are at risk of fatal vacci from
modified live virus vacci and inadequate i P to any v
Discontinue Zenrelia for at least 28 days to 3 months prior to vaccination
and withhold Zenrelia for at least 28 days after vaccination. Dogs should
be up to date on vaccinations prior to starting Zenrelia. Do not use in dogs less
than 12 months old or dogs with a serious infection. Dogs should be monitored
for the development of infections because Zenrelia may increase the chances
of developing an infection. Neoplastic conditions (benign and malignant) were
observed during clinical studies. The most common side effects were vomiting,
diarrhea and tiredness. Zenrelia has not been tested in dogs used for breeding,
pregnant, or lactating dogs and has not been evaluated in combination with
glucocorticoids, cyclosporine, or other immune suppressive drugs.




Has your dog lost
their Zen because of
itchy, irritated skin?

It could be allergic itch

If you notice an increase in your dog’s licking,
chewing, rubbing and scratching, they
may be suffering from a skin allergy that's
causing itch and inflammation.?3

And it's not just your dog. Millions of dogs
suffer from flea, food or contact allergies and
atopic dermatitis (sensitivities to allergens

in their environment like pollen and mold).
These allergies can be ongoing or seasonal.??

If your dog’s symptoms continue or get
worse over time, they may need short-

or long-term medication. Even dogs on
medication for allergic itch may need
additional support when their allergies flare.??

Left untreated, not only is your dog
uncomfortable, but their licking, chewing,
rubbing and scratching could damage

their skin. Damaged skin is more at risk

of becoming infected, leading to ‘hot spots’
that make inflammation even worse, and
keep your dog from being their normal self.>*



Zenrelia™ (ilunocitinib
tablets) can help your
dog get back to normal

Zenrelia is an innovative,
once-daily treatment that

" offers relief from itchy,

irritated skin — fast?

Zenrelia blocks itch signals from reaching your
dog’s brain, reducing the sensation of itch.

The result? Red and inflamed skin is soothed,
and your dog’s itchiness goes back to just the
normal, occasional good scratch.

Itch signal
to brain

With Zenrelia
[

Zenrelia
(ilunocitinib tablets)



from the comfort
of home

With Zenrelia™ (ilunocitinib tablets),
it's easy to follow your veterinarian’s
recommendation. There's no need to
change dosing to achieve or maintain
results no matter how often you're
advised to start or restart Zenrelia. Once
a day means once a day - right from
the start, and for as long as your

dog needs.

Dogs should not take Zenrelia for at least 28 days to
3 months prior to vaccination and should not take
Zenrelia for at least 28 days after vaccination. Discuss
your dog’s vaccine schedule with your veterinarian.

Co

Given once

- without food




Rapidly
relieves itch?

Calming their skin,
calming your stress

We know how difficult it is to see
your dog suffer from allergic itch.
You want them back to their normal
selves — fast. That's why Zenrelia

is designed to relieve itch and
irritation quickly, with just one dose
a day.

Zenrelia
(ilunocitinib tablets|




Zenrelia™ (ilunocitinib
tablets) is highly rated by
vets and pet owners®

In a study, owners and vets highly
rated Zenrelia when asked how
well their dogs were responding to
treatment of atopic dermatitis.®




HIGHLY RATED J
BY VETS & OWNERS®
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Consumer Brief Summary for
Zenrelia™ (ilunocitinib tablets)

Information for Dog Owners - Ask your
veterinarian, call 1 888 545 5973, or visit
www.elancolabels.com/us/zenrelia to obtain the
full prescribing information including the boxed
warning.

Dogs should not take Zenrelia for at least 28 days to
3 months prior to vaccination and should not take
Zenrelia for at least 28 days after vaccination. Discuss
your dog’s vaccine schedule with your veterinarian.
The risk information provided here is not comprehensive.

Always follow your veterinarian’s instructions for
giving your dog Zenrelia.

Not for use in humans. Keep this and all medications out
of reach of children and pets.

Wash hands immediately after handling tablets.

In case of accidental ingestion, seek medical attention
immediately.

What is Zenrelia?

Zenrelia is a prescription medication used to control
itching and skin inflammation associated with allergies
for dogs over 12 months of age.

What is the most important information
| should know about Zenrelia?

e Based on results of a vaccine response study,
dogs receiving Zenrelia are at risk of fatal
vaccine-induced disease from modified live virus
vaccines and inadequate immune response to any
vaccine.

e Dogs should be up to date on vaccinations prior
to starting treatment with Zenrelia.

e Dogs should be monitored for the development




of infections because Zenrelia may increase the
chances of developing an infection.

Dogs should be monitored for the risk of decreased
hematocrit, hemoglobin and/or red blood cell count.

What dogs should NOT take Zenrelia?

Zenrelia is not for use in dogs less than 12 months
of age.

Zenrelia is not for use in dogs with serious infections.

Zenrelia has not been tested in dogs used for
breeding, pregnant, or lactating dogs and has not
been evaluated in combination with glucocorticoids,
cyclosporine, or other immune suppressive drugs.

What are the possible side effects
of Zenrelia?

New neoplastic conditions (benign and malignant)
and infections were observed during clinical studies.

The most common side effects include:
- Vomiting

- Diarrhea

- Tiredness

Contact your veterinarian if your dog experiences
these or any other symptoms.

For technical assistance or to report suspected
adverse drug events, call 1-888-545-5973.

For additional information about adverse drug
experience reporting for animal drugs, contact
FDA at 1-888-FDA-VETS or online at
www.fda.gov/reportanimalae.

Zenrelia
(ilunocitinib tablets)




Reach for Zen.
Reach for

The once-daily treatment that
works fast! — so your

dog can get back to doing
whatever it is they love. |

rols itch!?

J Can help get your dog
back to normal
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Ask your vet if Zenrelia
is right for your dog.

Visit Zenrelia.com ©




Cost effective:” one dose a day
from the start
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*At label dose, the average price for a monthly supply of Zenrelia is less than
Apoquel. Cost may vary depending on how much your dog weighs. Ask your vet for
details. [2024 Zoetis Petcare Products Veterinary Price List vs. 2024 Elanco Zenrelia
Veterinary List Price]
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Track that itch.5”

Using the scale below, record how much your dog is itching.
Mark the box that best describes your dog each day and share
this record with your vet on your next visit. It can help to draw
a line between the marks to see your dog's progress.

My dog does not stop itching irrespective of surroundings
or commands, and needs to be physically restrained
from itching.

[tching disrupts my dog's sleep, eating, play, and exercise.
[tching continues even when my dog is distracted.

Moderate itching (frequent episodes).
My dog is itchy periodically through the day, but not
when eating, playing, exercising, or being distracted.
[tching occurs at night when observed.

Mild itching (semi-frequent episodes).
My dog does not itch when eating, playing, exercising,
or being distracted.

T
~N

Very mild itching (occasional episodes).

o= My dog is only slightly itchier than what | consider normal.

0-1 Normal dog.
[tching is not a problem for my dog.

ITCHING DAY
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Mild

Very Mild

Normal
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Zenrelia
(ilunocitinib tablets)

Imrmunamodulator
For oral use in dogs only

GAUTION: Federal law restricts this drug to use by or on the order of a licensed veterinarian,

WARNING: VACCINE-INDUCED DISEASE AND INADEQUATE IMMUNE RESPONSE TO VACCINES

Based on results of the vaccine response study, dogs receiving Zenrelia are at risk of
fatal vaccine-induced disease from modified live virus vaccines and inadeguate
immune response to any vaccine, Discontinue Zenrelia for at least 26 days to 3 months
prior to vaccination and withhold Zenrelia for at least 28 days after vaccination (see
Warnings and Target Animal Salaty).

PRECAUTIONS

Dogs should be up to date on vaccinations prior to starting Zenrelia (see Tanget Animal Safety).
The safe wse of Zenredia has not been evaluatad in breading, pregnant, or tactating dogs.
Decreased prostate gland weights in intact male dogs were observed in a laboratory safety study
(sea Target Animal Safety),

The safe use of Zenrelia has not been evaluated in combination with glucocorticoids,
cyclosporing, or ather systemic Immunosuppressive agents.

ADVERSE REACTIONS

C 1 Atopic D -

In & masked field study assessing effectivensss and salety of Zenrelia for the control of
atopic dermatitis in dogs, 181 Zenrelia-treated dogs and 87 placebo-treated dogs diagnosed
with atoplc dermatitis were evaluated for safety up to 112 days. By Day 112, 65.7% of
pacebo-treated dogs and 22.1% of Zenrelia-treated dogs exited the study, Adverse
reactions seen during the field study are summarized in Table 1 below.

Table 1. Adverse Reactions throwgh Day 112

DEBCRIPTION Adverse Reaction Zenrelia N = 181 Placebo N = 87
Numiber of Dogs (%) | Number of Dogs (%)
Zenrelia is a synthetic Janus kinase (JAK) inhibitor, Zenrelia is a member of the pyrimidines Vormiting o rases 0221 %) 141161 %)
class of JAK inhibitors and its chemical name is 2-[1-cyclopropylsulforyl-3-[4-{TH- g : -
pyrrok{2,3-d] pyrimidin-4-yfjpyrazol-1-yljazetidin-3-ylacetonitrile. Diarrhea 36 (19.9 %) 9{10.3 %)
Lethargy 22 (12.2 % 9(10.3 %)
INDICATIONS —
Zenrelia is indicated for control of pruritus associated with allergic dermatitis and control of Oty em‘:ma 19{10.5%) 20 23.0 %)
atopic dermatitis in dogs at least 12 months of age. Anorexia _ 17 9.4 %) 7180 %)
DOSAGE AND ADMINISTRATION Den‘mi_ growth (e.g., cyrst. papilloma) 16 (B.8 %) 4 (4.6 %)
The dosa of Zenrelia [unccitinib tablats) is 0,27 to 0.36 mo dunccitinibAb (0.6 to 0.8 mg Epiphore or ocular @ischarge 14.(7.7 %) 111,71 %)
ilunocitinib'kg) body weight, administered arally, once daily, with or without food, Coughing or wheezing,
o Inchuding respiratory infections 12 (6.6 %) 2(23%)
osing Chart - — -
Weight Range | Weight Range Number of Tablets fo be Administered E?“m::'l.““'" infection 13 ‘:; :] 92“':':5 ;’f’]
{in Ib) (inkg) | 48my tablets | 6.4 my tabies | 8.5 mg tablets| 15 my tabiets ke lver erizymals) 0 GE5%) 23%)
T TR T Urinary tract infection 10 (5.5 %) 2123 %)
B89-11.8 41-53 05 Upeet shomsich,
including flatulence and abdaminal pain 10 (5.5 %) ]
119~ 143 54 - 6.5 0.5 Leukopenia 948 %) (1.1 %)
144-17.7 6.6 - 8.0 1 Sneezing B (4.4 %) 101 %)
178-238 | 8.1-106 1 Lipoma 7(3.9%) 0.1 %)
237-311 | 107141 1 Weight gain TEE% z
32-354 | 142-160 1.5 Increased waler infake 4(2.2 %) 223 %)
35.5-43.1 16.1-195 1.5 Gingivitis (DCCUMENCE OF WORSENING) 4 (2.2 %) ]
£12-650 108240 1 Blead in stoal 4 (2.2 %) ]
J.1-825 | 25.0-283 2 Elevated total bilirubin 222 %) D
. s = Elevated triglyceride 4(2.2 %) 0
834 -110.0 375409 2 Hish & 307 % 0
1101 - 137.5 50.0 -62.4 2.5 Increased appetita T07 %) o
B78-1000 | 623-749 - . |3 Fungal skin infection 307 %) FFEED)
= 166.1 =75 Mmlnlmr;;mzumhﬂhun Weight loss 2011 %) RET
Metastatic neoplasia (i.2., hemangiosarcoma) 1 0.6 % ]
DS s ings Systemic fungal infection 106 %) 0
Mot for use in humans. Keep this drug out of the reach of children. Wash hands immediately Mast cell tumar 1{0.6 %) 0
after handling tablets. In case of accidental ingestion, seek medical atbention immediataly, N = number of dogs

Animal Safety Warnings

Due 1o the risk of fatal vaccine-induced disease from modified live vines vaccines and
inadequate immune respanse to any vaccinge, including rabies vactines, do not administer
vaccines to a dog receiving Zenredia. Discontinue Zenredia for at least 28 days to 3 months
prior to vaccination and withhold Zenrelia for at least 28 days after vaccination (see Target
Animal Safety).

Dogs should be monitored for the development of infections because Zenrelia may increase
susceptibility to oppoertunistic infections, including demodicosis, interdigital furunculosis,
coccidiosis, and pneumonia, and exacarbation of subclinical or uncomplicated infections
(see Target Animal Safety and Adverse Reactions).

Zenrelia is not for wse in dogs with serious infections,

Zenrelia may cause a progressive or persisiently decreased hematocrit. hemoglobin,
andfor red blpad call count without a corresponding increase in absolute reticulocyte
count (see Target Animal Safety),

Mew neoplastic conditions (benign and malkgnant) were observed in dogs treated with
Zanrelia during clinical studies (see Adverse Reactions),

Consider the risks and benefits of treatment prior fo initiating Zenrelia in dogs with

a history of recurrent serlows infections or recurrent demodicosis or neoplasia

(see Adverse Reactions and Target Animal Safety).

Zenrelia modulates the immune system.

Zenrelia i not for wse in dogs less han 12 months of age (see Target Animal Safety).

Keap Zenrelia in a secura location out of reach of dogs, cats, and other animals to prevent
accidental ingestion or overdose.

PA104098%

Abmormal hematology results likaly related to Zenrelia traatmeant included thrombacytopenia,
leukopenia, nevtropenia, ymphopenia, eosinopenia, monocyiopenia, and decreased red
blood cell count.

Abnormal serum chemistry results likely related to Zenrelia treatment included increased
hepaiobiliary parameders (alanine transaminase, aspartate aminotransferase, alkaling
phosphatase, gamma-glutamyl fransferase, and tatal bilirubin), increased blood wea
nitrogen (concurrently with an increass in creatining for one dog], hypertrighyceridemia,
hypercholesteralemia, hypoalbuminemiz (without a concurrent hyperglobulinemnda),

and hypoglobulinamia (with or withaut & decreasa in latal protein),

Twelve Zenrelia-treated dogs withdrew from the study early due to an adverse reaction,

ning of which were considered likely related to Zenrelia treatment. These reactions

ncluded repeated apisodes of vomiting, leukopania, neutrogania, worsaning of pre-existing
lymphocytosis, entargement of a non-resalving histiocytoma, eyelid mass with bacterial
blepharitis, otitis interna with vestibular disease, urinary tract infection, and upper respiratory
infection. Five placebo dogs withdrew fram the study early due 1o an adverss reaction

{i.e., lethargy, worsening of pre-exasting lymphocytosis, occurrence of nystagmus, skin
infection, and teat infection).

One Zanrelia-treated dog was diagnosed with splenic and liver massas on Day 112,
Histopathologic diagnosis after euthanasia one month kater confirmed metastatic splenic
and hepatic hemangiosarcoma. Angther Zenrelia-treated dog experienced traumatic
tendonitis and a puncture waund four days prior (0 study completion, which progressed
to a serious infection. The owner elected amputation after study completion. A third
Zenrelia-treated dog experienced a moderate neutropenia on Day 28 associated with

a pre-existing subclinical urinary tract infection (UTI) that had progressed into a clinical
UTI. The neuirophil count normalized seven days later while still receiving Zenrelia,

prior to exiting the study to recelwe antibbotics.

Waa



HILL [
In a masksd field study asssssug affamnlenam znd sa‘fety of Zenredia for the control
of pruritus associated with allergic dermatitis in dogs, 206 Zenrelia-treated dogs and
100 placebo-treated dogs diagnosed with allergic dermatitis were evaluated for safety
up to 112 days. By Day 112, 84% of placebo-treated dogs and 48.5% of Zenrelia-treated
ma;il::ld the study, Adverse reactions seen during the field study are summarized in
oW,

Table 2, Adverse Reactions through Day 112

Adverse Reaction Zenrelia N = 206 Placebo N = 100
Nurnber of Dogs (%) | Number of Dogs (%)
Womiting or nausea 32 (15.5%) 11 (11.0 %)
Diarrhea 261122 %) 3 (5.0 %)
Lethargy 25(12.1 %) 7 (7.0 %)
Urinary tract infaction 13 6.3 %) 22,0 %)
Anorezia 10 (4.9 %) 3 (3.0 %)
Coughing, wheezing, or difficulty breathing 944 %) 1]
Elevated liver anzymeals) B{3.9%) 0
(Mitis externa B{3.9%) 5 (5.0 %)
Increasad walar intake 7 3.4 %) 2 (2.0 %)
Upset stomach, including flatulence,
reiching, and abdominal pain 524 %) 4 (4.0 %)
Ocular discharge 5{2.4 %) 1(1.0%)
Elevated triglyceride 5{2.4 %) 0
Dermal or subcutaneous growth
(8.0.. cyst, nodule) 3(1.5 %) 2 (2.0 %)
Sneezing 301.5%) 0
Blood in stool 3{1.5%) 0
Increased urination 301.5%) 0
Bacterial skin infection 2 (1.0 %) 4 (4.0 %)
Weight gain 2(1.0 %) 0
Neurchogical disarder (2.9., tremors, ataxia) 2{1.0 %) 0
Increased appetite 1405 %) ]
Fungal skin infection 1{0.5 %) 0
Faver 1{0.5 %) 0
Hematuria (without urinary tract infection) 140.5 %) 0
N = number of dogs

Abnormal hematology results likely related 1o Zenrelia treatment included thromBbacytosis,
leukopenia, neutropenia, eosinopenia, and manocytopenia,
Abnormal serum chemistry results likely related to Zenrelia treatment included increased
hepatobiliary parameters (alaning transaminase, aspartate aminotransferase, alkaline

e, gamma-glutamyl transferase, and tofal bilirubin), increased blood urea

phosphatas
nitrogen, increazed creatining, hypertrighycendemia, hypercholesterclemia, hypoproteinemia,

and hypoglobulinemia {with or without a decraase in total protein).

Seven Zenrelia-treated dogs withdrew from the study early due to an adverse reaction,
faur of which were considered likely retatad 10 Zenrelia treatment. Thase reactions included
vomiting, lethargy, soft stool, neutropenia, increased liver enzymes, fever, abdominal
discomfort, coughing, and wheezing. Four placebo treated dogs also withdrew from the
study early due 1o an adverse reaction (Le,, splanic hemangsarcoma, restlessnass,
abdominal pain, lethargy, and vomiting),

COMTACT INFORMATION

To report suspected adverse avents, for technical assistance, or to obtain 8 copy of the
Safety Data Sheet (SDS), contact Elanco US Inc at 1-888-545-5973,

For additional information about reporting adverse drug experiences for animal drugs.
contact FOA at 1-BBB-FOA-VETS ar hitp./fwww.fda.gowirepartanimalae.

CLINICAL PHARMACOLOGY

Mechanism of Action

llunocitinib is & non-selective JAK inhibitor which inhibits the function of a variaty of
pruritogenic, pro-inflammatory and allergy related cytokines that are dependent upon JAK
enzymes. lmacitinib has a high potency for JAK1T, JAKZ, and tyrosine kinase 2 (TYK2)
inhibition, Munacitinib is not a corticosteroid or an antihistaming,

Pharmacokingtics

llunecitinib is rapidly and well absorbed and excreted via the biliary/fecal route after oral
administration in dogs. Follawing a single oral or intravenous administration of lenocitinib
at 0.8 mo'kg, the oral bioavaitability Based on area under the curve Trom the time of
dosing fo the last quantifiable plasma concentration (AUC..) was 80% in the fed siate
and 60% in the fasted state. The systemic clearance following intravenous aoministration
was 399 mbhourihlkg with & terminal half-life of 3.6 h. The volume of distribution was
1390 mL'kg (n=8). The maximum plasma concentration (Cee) and AUC. were 120% and
45% higher, respectively, in the fed state as compared to the fasted state (n=16).

In & laboratory margin of safety study, healthy adult dogs (see Target Animal Safety) received
daily oral administration of Zenrelia at 0.8 mo/&g, 1.6 mg/kg, 2.4 mg/kg, or 4.0 mg/kg for
182 consacufive days. Dogs were dosad in the fed state, the prandial state of maximum
bioavailability. At 0.8 mgkg. the ilunocitinib mean (coefficient of variation %) Ce. was

310 ng/mL {20,6%) with a median time 1o Gy of 2 h (range 1 - 2 h), and the AU, and

PA104098X

half-life were 1360 h*ng/mL (25.1%) and 3.3 h {11.9%), respectively. Minimal accumulation
was observed between Days 1 and 182 with gearmetric mean accumulation ratios for G
and AUC. betwean 1.1 and 1.6, After the first dose, G increased in a Bnaar but less than
progortional manner where a S-fold increase in dose resulted in a 3.4-fold (30% confidence
limit: 2.9 = 4.0) increase In Gy There was a non-lnear relationship between dose and AU
whara a 5-fold increase in dose resulted in a 4.2-fold (0% confidence limit: 3.4 — 5.1)
increase in AUC,.. Pharmacokinetic parameters are presented as geometric means.

EFFECTIVENESS

Cantrol of Atopic Dermtitis;

A masked, placebo-controlled field study was conducted at 25 veterinary clinics in the US
and Canar, enralling 268 clienl-ownad dogs diagnosed with atopic dermatifis and having
at least moderate prorites and mild skin lesions. Dogs were randomized to once daily
treatment with Zenrelia at 0.6 — 0.8 mg'kg or placebo, at a ratio of 2.1 respectively.

Other medications that could affect the evaluation of efectivenass ware not allowed during
the study, such as corticosteroeds, antihistamines, and cyclosporine, Treatment success for
each dog was defined as a = 50% reduction from baseling in owner-assessed pruritus
seores on the Pruritus Visual Analog Scale (FYAS) or a = 50% reduction from basaline in
veterinarian-assessed skin lesion scores on the Canine Atopic Dermatitis Extent and Severity
Index version 4 (CADESI-4) on Day 28. The proportion of dogs in the Zenrelia group that were
treatment successes was areater than and significantly different from the placebo group on
Day 5 (Table 3, below].

Table 3. Estimated Proportion of Dogs Achieving Treatment Success

Treatment Group Estimated Proportion of Success*
Zenrelia (N = 172) 0.63
Placebo (N = 77) 0311

* Based on back-transformed least squares means.

" Placebo vs. Zenrelia p < 0.001

N = Number of dogs

The Zenrelia group had a higher proportion of dogs with a = 50% raduction from baseline in
both owner-assessed PYAS and veterinarian-assessed CADES|-4 scorez, compared to placebo,
al all time points, The mean owner-assessad PYAS and vaterinarian-assessed CADESI-4 stores
were also Iuwerforﬂw Ienmlia gmup mrnnarad to 111& placebo group at all time points,

A maskﬁd pla[:ehn cnmmlled ﬁeh:l stud:.l Was {:undu{:lm at 15 veterinary clinics in the US,
ennolling 306 cliant-owned dogs diagnosed with allergic dermatitis and having at bast
maderate proritus, The allergic dermatitis was attributed fo one or more of the following
conditions: atopic dermatitis, contact dermatitis, flea allergy dermatitis, food hypersensitivity,
or ather, Dogs were randomized to once daily treatment with Zenrelia at 0.6 — 0.8 mg/kg

or placebo, at a ratio of 2:1 respectively. Other medications that could affect the evaluation
of effectiveness were not allowed during the study, such as corticosteroids, antihistamines,
and cyclosporing. Treatment success for each dog was defined as a = 50% reduction from
baseding in owner-assassed pruritus scores on the Pruritus Visual Analog Scale (PVAS) on
at least 5 out of the first 7 days of treatment. The proportion of dogs in the Zenrelia group
theal wiare iraatmant subcassas was graater than and significantly different comparad 10 the
placebo growp on Day 7 (Table 4, below).

Tahle 4. Estimated Proportion of Dogs Achieving Treatment Success

Treatment Group Estimated Proportion of Success® |
Zenrelia (N = 193) 0.25
Placebo (N = 81) 0,08t |

* Based on back-transformed least squares means.

" Placebo vs. Zenrelia p = 0.006

N = number aof dogs

The Zenreia group had a higher propartion of dogs with a = 50% reduction from baseling in
owner-zssessed PVAS, compared to placebo, on Days 2 through 7.

After Day 1, mean owner-assessed PUAS scores were lower in the Zenrelia group

[Figure 1, below).

Figure 1. Maan owner-assessed PUAS Scores by Treatment for Days 0-7
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Veterinarians used a dermatitis visual analog scale (DVAS) to assess each dog's dermatitis,
Veterinarian-assessed DVAS scores were lower for the Zenrelia group compared to the
placabio graup at all ime paints through Day 28,
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TARGET ANIMAL SAFETY
Margin of Safety Study:

Zenrelia was administered to 40 (8 dogs per group) healthy, 11 0 12-manth-old, fed Beagle
dogs, once daily at 0X, 1%, 2X, 3X and 5X the maximum exposwe dose of (.8 mg/kg for
& months, Control dogs were sham-dosed. Zenrelia-related clinical observations included
a dose-dependent incraasa in the frequency and severity of interdigital furunculosis
(cysis), with or without discharge on one or more paws, swollen and/or scabbing paws,
and paw gkin thickening and'or discolaration. Zenrella-related hermogram findings Included
4 dose-depandant minimal to moderate decrease in hematoerit (HCT), hemoglobin (HGE),
and red blood cell {RBC) count without a corresponding increase in absolute reticulocyte
count, Other Zenrelia-related findings included a minimal to mild decrease in mean
carpuseular hamoglobin (MCH), mean corpuscular hemoglobin concentrations {MCHC),
and eosinophil counts, Abnormal clinical pathoogy observations considered secondary
to thee interdigital furunculosss, included minimal to moderate increases in fibrinogen
cancantrations, total protein, C-reactive protein, and globuling, and decreasas in albumin,
albwmin/globulin ratio and calcium levels. There were no Zenrelia-related effects on
Ilymphocytes, monocytes, and basophils, Two dogs In the 5% group had minimally kewer
myeboid:arythraid ratios consistent with a physiological bane marrow raspanss 1o the lower
red blood cell mass despite no apparent effect on absaolute reticubocytes. Zenrelia-related
pathology changes included decreased prostate gland weights in the 5X group males
and interdigital papillomas and/or dermatitisTurunculosis, predominantly in the 3X group,
One dog in the 5% group had enlarged and mildly reactive draining lymph nodes associated
with interdigital furunculosis. One dog in the 3% group had a papilloma on each paw with
fragments of Denmexcams. and a follicular cyst within the markedly inflamead dermis,

ing A
Zenrellamsaﬂmlmstered to 16 (B dogs per group) healthy, 10-month-old, vaccine naive
Beagle dogs, once daily at 0 and 3% the maximum exposure dose of 0.8 mg'kg for 89 days,
Contral dogs were placebo dosed, An B4-day recovery period followed in which no drug
was administered. Dogs were administered a multivalent modified live vires (ML) vaccing,
Including caning adenovirus type-2 (CAV-2), canine parvowires (CPV), and canine distemper
virug (COV), on Days 28 and 60 and & killed rabies virug (RY) vaccine an Day 60, The primary
endpaint was achievement on Day &8 of predefined serum titer thresholds considered adequate
for protective iImmunity. Serem titers were akso evaluated 27 days (R only) and 83 days after
discantinuing drug administration (Days 116 and 172, raspectively),
Om Day 52, one dog administered Zenrelia was euthanized due to kthargy, depressian,
poar body condition, and weakness, Necropsy revealed findings consistent with a colonic
Intussusception, potentially retated ta a clinical Cystoisospors canis infection secondary to
Zanrefia-induced immunasuppression. On Day 54, another dog administered Zenrelia was
euthanized due to lethargy, depression, poor body condition, and weakness. Histopathology
evaluation reveabed marked necrofizing hepatitis and pancreatitis and evidence of systemic
endofoxemia, Promiment intranuclear inclusion bodies were found in the liver and pancreas,
consistent with adenoviral infection. The adenoviral hepatitis and pancreatitis were concluded
to be vaccine-induced, secondary to Zenrelia-induced immiunasuppression.
Clinical signs observed In Zenrelia-treated dogs Included poar body condition, pale mucous
membranes, kthargy, diarthea, vomiting, weight loss, decreasad appetite, and depression
likely due to & clinical £, camis infection secondary to Zenrelia-induced immunosupgression in
seven of the eight dogs. Mo dogs in the control group were dizgnosed with a €. cam's infection.
O dhog in the contral group had diarrhea. Zenreliz-related clinical chservations alse included
interdigital cysts, lameness, and thickening and crusting of the ear margins, Clinical pathology
findings In 2enrelia-treated dogs Included decreases in hematocrit, hemaglobin, and red blood
cell counts with a carrasponding increase in absolute reticulocyte th.lnl and dacreases in total
serm protein, albumin, and ghobulins. likely due to the C. camis infection.
On Day B8, all eight control dogs demonstrated an adequate immune response to CAV-2,
CPV, COV, and RV vaccination and all six remaining dogs receiving Zenrelia demonsirated an
adequate immune response to CAV-2 and CPV vaccination. Four (of six) Zenrelia-treated
dogs failed to demonstrate an adequate immune response to RV vaccination, and one (of six)
Zenrelia-treated dogs failed to demonstrate an adequate iImmune respense to COV
vaccination on Day BE,

PA104098X

Dwring the recovery period, on Day 116 (27 days after disconfinuing freatment), one {of eight)
control dogs and one (of six) Zenrelia-treated dogs falled fo demonstrate an adequate
immune response ko BV vaccnation. On Day 172 (83 days after discontinuing treatment),
all eight control dogs demonstrated an adequate immune response to CAV-2, CP. and GOV
vaccinations, all six remaining Zenreka-treated dogs demonstrated an adequate immune
response o GAV-2 and CPV vaccination, one (of six) Zenrelia-treated dogs failed to
demonstrate an adeguate immune responsa to GOV vaccination, and one (of eight] control
dogs and three (of six) Zenrellz-treated dogs falled to demonstrate an adequate iImmune
respanse o RV vaccination.

Potential recovery from drug-induced immunosuppression 27 days after discontinuing
fenrelia is evidenced by the observed adeguate immune response to RV vaccination on
Day 116 in three of the four dogs in the Zenrelia group that falled to achieve an adequate
RV titer whila receiving Zennglia on Day BB, However, ane of these lour dogs did not achieve
adequate RV titers after Zenrelia was discontinued for 83 days. A 3-month washout period
prior to vaccination is supported by the 2024 World Small Animal Veterinary Association and
2023 Center for Disease Contral and Prevention vaccination quidelines, The 28-day time
period to withhold Zenrelia after vaccination is based on published and unpublished data
evaluating the duration of MLY vaccine virus shedding.

Pilat Margin of St

A nan-final formulation of |Iunumlln|h {oral suspension) was administerad via gavage to

32 (8 dogs per group) healthy, 9-month-old, Beagle dogs, once daily at 03, 1X, 3X, and

4 5% the maximum exposure dose of 0.8 mg/kg through Day 64. Due to serous adverse
reactions in the 3X and 4.5 groups, on Day 65, the 4,55 group was decreased bo 2X through
Day 185. Control dogs were sham dosed. One dog in the 4.5X group and two dogs in the

3X group were pramaturely euthanized jon Days 52, 57, and 134, respectively) due to an
aeute onsel of lethargy, labored braathing, fever, tremors, and pala gums, starting within
four hours of dosing via oral gavage. Microscopic pathology findings in the three dogs
Included necratizing hemorrhagic pneumania, considered secondary to llunecitinib-intuced
immunosuppression and gavage administration. Teo of these three dogs developed severe
leukopenia and neufropenia and one dog had severe weight boss in the two weeks prior to
euthanasia. Twelve dogs administered llunecitinib, including the three dogs prematurely
euthanized, had & decrease in &t least ane RBC nalamatar [HCT, HGE, or ABC count], withaut
a cormesponding increase in absolute reticulocyte count, at one or more timepoints during the
study. Additional Hunocitinib-related microscopsc pathology changes included minimal to mild
increased arythropoiesis and pigmant in the spleen, minimal to mild pigmented macrophages
in the lver, and minimal adipocyte accumulation in the bone marrow.

STORAGE CONDITIONS

Store at room temperature between 15 to 25°C (59 o 77°F), excursions permitied between
5 1o 40°C (41 10 104°F).

HOW SUPPLIED

Zenredia (ilunocitinib tablets) i available In scored tablets in four strengths: 4.8 mg, 6.4 mg,
8.5 mg, and 15 mg. Each fablet strength is available in 10 and 30 cownt blister packages
and 90 count bottles.

Manufactured for Ekanco US In. Greenfield, IN 46140

Approved by FOA under NADA # 141-585

Zenrefia, Elanco and the diagonal bar bogo are trademarks of Elanco or its affiliates.

£ 2024 Elanco or itz affiliates

July 2024
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