HOW CAN YOU TELL IF
YOUR DOG HAS EARLY SIGNS
OF OSTEOARTHRITIS?

Your dog can't tell you about aches and pains,

so it’s up to you to watch for the subtle warning
signs of osteoarthritis pain and inflammation.
No one knows your dog better than you do, so
your veterinarian relies on you to notice changes
in behavior.

1. Is your dog less interested in

A participating in usual activities?

2. Does your dog seem less alert?
Y N

3. Does your dog lag behind during walks?
¥ N

4. |s your dog overly cautious when
N navigating stairs, jumping up on the

couch, or getting in or out of the car?

5. Is your dog sleeping more?
L) N

6. Does your dog have difficulty getting up
e or lying down?

7. Has your dog gained any weight?
: N

8. Does your dog seem less interested in
¥ N

greeting you when you come home?

If you answered yes to any of these questions,
you should ask your veterinarian about possibly
screening your dog for canine osteoarthritis.

Controlling the pain and inflammation associated
with osteoarthritis is just part of what can help
your dog stay active. Your veterinarian may also
suggest other therapies to help manage your dog’
condition.

To learn more, please visit
galliprantfordogs.com/brochure
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NO NEED TO WAIT

Small changes in your dog's behavior could
actually be early signs of canine osteoarthritis.
Your dog may be more cautious and slowing
down because of achy joints.

Canine osteoarthritis is the most common cause

of chronic pain in dogs,’ and it doesn't just occurin
older, heavy dogs. It's a painful disease that causes
inflammation and swelling in a dog’s joints.

Although there's no cure for canine osteoarthritis,
recognizing the possible signs early is important.
Talk to your veterinarian today to learn more
about canine osteoarthritis and how Galliprant®
(grapiprant tablets) may help your canine friend
stay active.

KEEP THEM DOING THE
THINGS THEY LOVE

You want your dog to be able to run, jump and play.
Galliprant reduces pain and inflammation, which
can help dogs remain active. Your veterinarian
may start treatment from the earliest diagnosed
stages of osteoarthritis.

EARLY MANAGEMENT
AND ITS BENEFITS

Once pain sets in, your dog is less likely to move
and may put on a few extra pounds. That can put
more stress on joints and may lead to even more
inflammation and pain. It's a vicious cycle.

LESS INFLAMMATION AND LESS PAIN

Controlling osteoarthritis pain with Galliprant can
help your dog maintain a normal activity level. With
less pain and inflammation, your dog may be more
eager to go on walks and play fetch again. And it
might be easier for your canine friend to maintain

a healthy weight, so joints don't become stressed.
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Galliprant directly blocks the key receptor involved
in canine osteoarthritis pain and inflammation.?

GALLIPRANT

e Provides targeted control of your dog’s pain and
inflammation due to osteoarthritis

* Has been proven safe and effective

e Provides convenient, once-a-day dosing with whole
or half tablets*

*Dosage should be calculated in half-tablet increments. Dogs weighing
less than 8 Lbs (3.6 kg) cannot be accurately dosed.

Galliprant is indicated for the control of pain and
inflammation associated with osteoarthritis in dogs.

IMPORTANT SAFETY INFORMATION

Not for use in humans. For use in dogs only. Keep this
and all medications out of reach of children and pets.
Store out of reach of dogs and other pets in a secured
location in order to prevent accidental ingestion or
overdose. Do not use in dogs that have a hypersensitivity
to grapiprant. If Galliprant is used long term, appropriate
monitoring is recommended. Concomitant use of
Galliprant with other anti-inflammatory drugs, such

as COX-inhibiting NSAIDs or corticosteroids, should be
avoided. Concurrent use with other anti-inflammatory
drugs or protein-bound drugs has not been studied. The
safe use of Galliprant has not been evaluated in dogs
younger than 9 months of age and less than 8 Lbs (3.6
kgl, dogs used for breeding, pregnant or lactating dogs,
or dogs with cardiac disease. The most common adverse
reactions were vomiting, diarrhea, decreased appetite,
and lethargy. Please see product label on reverse side
or call 1-888-545-5973 for full prescribing information.



GALLIPRANT® (grapiprant tablets)

For ofal use in dogs only
20 mg, 60-mg and 160 mg flavored tablets

A prostaglondin B, (PGE,) EP4 recaptor antagonist, a non-cyclogxygenase
inhibiling, noh-siercldal anfi-inflammatory drug '
Caoution:

Federal {USA] law restricts this deug to use by or on the érdef of 2 licensed veterinartan,
Description:

GAL_LIPRA!ST“ {grapiprant tablets) is-a-prostagandin £, [PGE,) EP4-receptor antagonist;
a'rion-cyclootygenase {COR} inhibiting, non-steroidal-anti-inflammatory drug ”
{NSAIDY in the-piprant clss. GALLPRANT is.a flavored, aval, biconvex, belgefo
brown in color, scored tablst debassed with a “G” that tentains grapiprant and
desiccated pork fver asthe favoring agent.

Thie molefisarwelght of grapiprant s 49261 Daltons. w_,l _

The-empiricat formuli§ €, M ,N.O,S. Grapiprant is A
N-'_[{{_2~[-H2'-'Ethy|'—4,6-di'rr_xetﬁy]~1H_-imid_'a_?._0§_¢,5j~c] “ _’f'@’\’ Y.,f
gyridin-1-yljphenyilethyllamina]earhonyli-4. BN \@

methyibenzenesulionamide: The structural formula is: R
Indication: }
‘GALLIPRANT {gragirant tablets} is jndicated for the control of pain ahit iflatnmation
assaciated with ostecarthyitis in dgs. ’

Dosage and Administration: . _

Always provide “Information for Dog Qiwners” Sheet with preseription. Use the fivwest:
effective-dose forthe shartest duration cansistent with individual response.

The deseof GALLIPRANT (grapiprant fablets} is 0.9 mg/ib.(2 me/kg) once daily.
GALLPRANT tablets are scored and disage shoufd be caltulated in half tablet increments.
Dogsiess than 8 Ibs (3.6 kgshcannot be accurately dased.

Dosing Cheit

| 51wy Study 1 Swdy 1! | -Study 2 Study2?
2mgle 1 2malke ‘Brglg | S0mgfke
PK Parameter {n=10} =10 tn=8} {n=258}
{Fasted) {Fed) {Fasted) {Fasied)
Trass® 10 ) 10 10 20
{hr). n5—-1.03) 05-807) {1n-=20) | (1.0~ 4.0}
Cmax 1210 278 5720 58500
{ng/mi) (341) 1179 32200 {13100)
g : 2790 1200 17800 . 4314000
|Aucierinf)(ng*he/mt) 983 | (523 | (ss20h | (73700}
T2 460 5,67 5.0% 531
{hri 14.15) [3.27) {1.95} 11.66]
Fed/Fasted Relative.
Binayzilahility Geometric . gy
IMéan Ratic of AUC 037{0.28-0:46) NA
{8694 Confidénce Lirmits).

10Gmg "}

. Weightin | Weightin 101ng’ il
’7 Pose. polngds kiograms | tabler 60 mgtablet tatlet
2-15. 3668 0.5
) 15.1-30 6.9-136 1
?-9 m?ilt; 30145 | 137204 G5
2 mgfkg: §
once daily 45'1'7_5_ 16534 _ 1
75.1-150° 34.1-68. 1
150.1-226 683100 2

To break the tablets (1 half, hold the tablef betweer the thumib and wdex Hriger of.
each hand on either. side of the score line, with the score fine faging downward.
Separateinio tvo haves by breaking the tablet down toveard the scare fing.

Contraindications: _
BALLIPRANT should et be ysed in dogsthat bave 2 hypersensitivity so.grapiprant.
Wamings: _ _ _

Mot for use in humans. Keep this and all medications, oui of reach of children and pets,
Consult 3 physician incase of accidental ingestion by hurnans. For use indogs only.
Stare GALLIPRANT out f reach of dops and.cther pets in-a secured Incagant in order
to prevent accidénts! ingestion o overdose;

Précautions:

The safe use of GALUPRANT Hag not baep evalusted in dogs younger than'g rhonths of
aggand less than 8 ts {3.6 kg, dogs Lised for tirseding, ofin pregnant ar lactating dogs.
Adicerse reactions n dogs feceivitiz GALLIPRANT may inciude vomiting, diarchea,
decreased appitie, mcoid, watery.of bloody stools, and:deceeases in sarum
atbmin and toral protein.

b eirwibcna i rarsenroeactad.

stimuation of acid seceetion in the stamach, inhibition iof smalt intestine muofifity and
inhikiitior 6 éytokine expressioriin the Jarge intestine.? ihile PGE; gastraprotective
action ismedizted by EPI, thé healing-promoting action of PGE, in‘the stomach

is madiated by the P4 receptor.? In shekidriey, the PGE, anti Katiuretic effect is
mediated fy the EP4 receptor.? )
£pa-receptars are abundantly expressed inthe heart of dogs ® the Clinical relevance
af which ls unknown. The EP&recepturis notiavolved irs generation of pyrexia.

Grapipeant is nat a poténtial inhibior of CYP1AZ, CYP2CS, CYP2C1Y, €YP206, and

CYP3A4 mediated setabolists patinways. Grapiprant.is a.substrate o P-glycopratein
transport. In vifrometabotism with dug liver microsomes identified two oxidative
metabalites, M3 {hydroxyly and M5 {N-dealkylation].

The pharmacokinetic characterjzation of gragiprant folowing oral a;;[m’inistraﬁon-o'f
GALUIPRANT tablets to heaithy Beagles is.provided in thetablebelow,

Table 2. Mean {250} Plasma Pharmacokinetic Parameters for Grapiprant in Béagles after
s‘lngie oral dose'sf GALLIPRANT tablet farmulation

2 Sy 2 was a PR bridging study.conducted using 60.mg GALLIPRANT tablets at
6 mg/kg dose and 5 X 300 mg GALLIPRANT tablets at S0 me/fkg dase.

iMedian {Rangs}

¥ Setidly. 3 was a food effect determination study.

Gragipeant is absarbed rapidiy following an orak dise of the GALLIPRANT; with Craai values
arheved within apprasimately 2 hr post-dose (Tmax). Intake of the taliletwith food
significantly reduces the aral biavailability, Wwith mean Crriax and AUG grapiprant values
pedused 4-foldand:2-fold, respeciively. The systeraic grapinfant Bxposure incredsesin a
geaater than.dose praportional manner, Themean terminal elimination half e {1372}
ranges between 46010367 hr. Fatlowing once daily dosing, negligible drug accumuiation
in the Blotd is ariicipated. Following an oral dase of ratiiofabeled grapiprant 15.dogs, ihe

~majarily of the dose wasexcreted withiy the first 72 hw-(84%) and approximately 88.7%

qf the dose was excreted in 1920 2 bl duct carmisated dogstiidy, approximately
55.6%, 15 4%.and 19.1% of the dose'was excreted in bile, urine and faces, resgectively,
suggesting the high.oral bigavaaiility of grepiprart.in dogs (> 709 Four metanofites
were identified; two bydioxylazed metabolites, ane N-deamination metabolite {major
ihistatiolité urine (3:4%] and feces (7.2%]) and one M-oxidation metabolite, Metaholite
activity is Aot known; Piasma protew binding of grapiprant was~95%.
Effectiveness:

Two hunidred snd eighty five (285) dient-owned dogs were enrifled in thizstudy and
cvalusted for field safety, GALLIPRANT-fredted dogs ranging ih age fifien 2 10:16.75 years
and weighing betweén 4.1 and 536 ¥gs {2~ 131 fshwith radiographie anig clinical
wans-of osteoarthritsyere enrolled in & placebo-controlied, masked field study. Cogs
had 3 7-day washout feoir NSAID or uthercu reent DA therapy, Twio hundred and sty

.two {262} of the 285 dogs wereincluded Ty thieeffectiveness evaluation. Bogs wéts
“assessed for iinproverents in pain and funetion by the owners wsing the Caring Brief
p4in Inventory (CBPI) scoring system.” Astatistieally significant differenca i the proportion
—§ resatmont surERsses in the GALLIPRANT group (63/131 or 48:1%) was observed

e s
Galliprant
(grapiprant ebiets]
For oral use in dogs only
Fiavored tablets

A prostaglaridin £, {PGE,) EP4 receptor antagonist;
a non-cyclooxygenase inhibiting, non-steroidal,
anti-inflammatory drug

Information for Dog Owners

GALLIPRANT is indicated for the control of pain and
inflammation due to osteoarthritis.

This sheet containsimportant information about
GALLIPRANT. You shouid read this information before
starting your dog on GALLIPRANT and review it each time,
the prescription is refifled. This information provides
summary and does not take the place of the instructions
from-your veterinarian, Talk to yourveterinarian if you do
not understand ary of this information or you want more.

information about GALLIPRANT,

GALLIPRANT is a prostaglandin E, (PGE,) EP4 receptor
antagonist; a _noh—cyciooxygenase_(C_OX-) mntibiting,
non-steroidal, anti-inflammatoty drug (NSAID). As an
anti-inflammatory, GALLIPRANT is indicated for the
control of pain and:inflammation associated with
ostegarthritis in dogs.

Control of pain and inflammation may vary from dog to
dog. Consult your veterinarian if your dog appears to be
uncomfortable; GALLIPRANT miay need to be given for
an extended period of time: Use the lowest dose'to
provide adequate pain control. Always consult with
your vetarinarian before altering the dose,

it‘is"-imp‘o‘rtant.to:-per_iodfcal_ly__di_scuss your dog’s respense
to GALLIPRANT with your veterinarian. Your veterinarian
will discuss appropriate mohitoring while-your dogison
GALLIPRANT, The most common sidée effécts assotiated
with GALLIPRANT include vomiting, soft, m_uco'id_' stools;
diarrhea and decreased appetite: You should contact
yourveterinarian if your dog’s appetite decreases of
stools become dbnormal,

Dogs.should not take GALLIPRANT if:




or corticosteraids, should be avoided. If additional piain medication Is needed after
a daily dose of GALLIPRANT, a nan-NSAID/non-corticosteroid class of analgesic may
be necessary,

The concomitant use of protein-bound drugs with GALLIPRANT has not been
studied, Commaonly used protein-bound drugs include cardiac, anticonvulsant

and behavioral medications.

Drug compatibility should be maonitored in patients reguiring adjunctive therapy. Consider
appropriate washout times when switching from one anti-inflammatory to another or
when switching from corticosteroids or COX-inhibiting NSAIDs to GALLIPRANT use.
The use of GALLIPRANT in dogs with cardiac disease has not been studied.

It is not known whether dogs with a history of hypersensitivity to sulfonamide drugs will
aexhibit hypersensitivity to GALLIPRANT. GALLIPRANT is a methylbenzenesulfonamide.

Adverse Reactions:

In a controlled field study, 285 dogs were evaluated for safety when given either
GALLIPRANT ar a vehicle control {tablet minus grapiprant) at 2 dose of 2 mg/kg (0.9 mg/lb)
once daily for 28 days. GALLIPRANT-treated dogs ranged in age from 2 yrs to 16,75
years, The following adverse reactions were observed:

Table 1, Adverse reactions reported in the field study.

GALLIPRANT Vehicle control
Adverse reaction® (grapiprant tablets) (tablets minus grapiprant}
M =141 =144
Vomiting 24 g
Diarrhea, soft stool 17 13
Anorexia, inappetence 9 7
Lethargy & 2
Buccal ulcer 1 0
Immune mediated

hemolytic anemia 1 0

*Dogs may have experienced more than one type or occurrence during the study.

GALLIPRANT was used safely during the field studies with other concurrent therapies,
including antibiotics, parasiticides and vaccinations.

To report suspected adverse drug events and/or obtain a copy of the Safety Data
Sheet (SDS) or for technical assistance, 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
http://www fda.gov/AnimalVeterinary/SafetyHealth

Information for Dog Owners:

Owners should be advised of the potential for adverse reactions and be informed
of the clinical signs associated with drug intolerance. Adverse reactions may include
vomiting, diarrhea, decreased appetite, and decreasing albumin and total protein.
Appetite and stools should be monitored and owners should be advised to consult
with their veterinarian if appetite decreases or stools become abnormal.

Clinical Pharmacology:

Grapiprant is a prostaglandin €, (PGE,) EP4 receptor antagonist; a non-cyclooxygenase
inhibiting, non-steroidal, anti-inflammatory drug. Grapiprant has a canine EP4 receptor
binding affinity {Ki) of 24 nh.

Prostaglandins have a wide variety of physiologic effects. Prostaglandin E, (PGE,)

is a prostznoid that exerts its effects via four receptors, EP1, EP2, EP3, and EP4.
PGE, is involved in mediating inflammatary pain, vasodilation, increasing vascular
permeability; as well as gastrointestinal homeostasis, renal function and reproductive
functions. The EP4 receptor is important in mediating pain and inflammation as it

is the primary mediator of the PGE,-elicited sensitization of sensory neurons* and
PGE,-elicited inflammation.? Grapiprant blocks PGE -elicited pain and inflammation
by antagonizing the EP4 receptor.

The EP4 receptor, along with the EP1, EP2 and EP3 receptors, is involved in PGE, mediated
effects on gastrointestinal homeostasis and renal function. PGE, effects mediated solely
by the EP4 receptor are stimulation of mucus secretion in the stomach and large intestine,

the field study demonstrate that GALLIPRANT, administered at 2 mg/kg (0.9 mg/pound)
once daily for 28 days, was effective for the control of pain and inflammation associated
with osteoarthritis.

Animal Safety:

In @ 9-manth towxicity study, grapiprant in a methylcellulose suspension was administered
by oral gavage once daily to healthy Beagles at doses of 1, 6, and 50 mg/kg/day. Based
on a relative bioavailability study comparing grapiprant in methylcellulose suspension
to GALLIPRANT tahlets, the corresponding equivalent doses were 0.75 mgfkg (0.12X—0.25%),
4.44 mg/kg (0.72X - 1.48X) and 30.47 mg/kg (4.88X ~ 10.16X) of the GALLIPRANT tablets.
Four animals/sex were used in each dose group and 2 additional animals/sex were
used in the 50 mg/kg dose group to evaluate recovery after drug cessation. Vomiting
and soft-formed or mucus stool were observed in all groups, including controls,

with higher incidence in grapiprant-treated dogs. Decreases in serum albumin and
total protein were seen with increasing doses of grapiprant. Hypoalbuminemia and
hypoproteinemia were reversible when treatment was discontinued. Three treated
dogs and one control dog had elevated alkaline phosphatase values. One animal

in the 50 mg/kg group (equivalent to 30,47 mg/kg of tablet formulation) had mild
regeneration of the mucosal epithelium of the ileum.

In a field study conducted in 366 client-owned dogs to evaluate GALLIPRANT at doses of

2 mg/ke once daily, 5 mg/ke once daily, 4 ma/kg twice daily, or placebo twice daily, the most
common adverse reactions related to treatment were diarrhea, vomiting and inappetence,
Changes in clinical pathology included concurrent elevations of alkaline phosphatase and
alanine aminctransferase values on Day 28, and dose-dependent decreases in total protein
values. There was no clinical impact related to these clinical pathology changes.

Storage Conditions:
Store at or below 86° F {30° C)

How Supplied:
20 mg, 60 mg and 100 mg flavored tablets in 7, 30 and 90 count bottles

NADA 141-455, Approved by FDA
US Patent: 6,710,054

US Patent: 7,960,407

US Patent: 9,265,756

Made in New Zealand

RYARATANA

THERAPEUT|CS®

Manufactured for:
Aratana Therapeutics, Inc.
Leawoad, KS 66211
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corticosteroids (unless directed by your veterinarian).

e Your dog has had an allergic reaction (such as hives,
facial swelling, or itchy skin) to GALLIPRANT. Inform
your veterinarian if your dog has had an allergic
reaction to other anti-inflammatory drugs.

* Your dog is under 8 pounds in body weight.

GALLIPRANT should only be given o dogs.
Do not use in cats. GALLIPRANT should not be
given with other non-steroidal anti-inflammatory
drugs (NSAIDs) or corticosteroids (for example, aspirin,
carprofen, meloxicam and prednisone).

Not for use in humans. Keep this and all medications out
of reach of children and pets. Consult a physician in case
of accidental ingestion by humans. Store GALLIPRANT
out of reach of dogs and other pets in a secured location
in order to prevent accidental ingestion or overdose.

Tell your veterinarian about:

¢ Any side effects your dog has experienced from
GALLIPRANT or other NSAIDs.

e Any digestive issues (bloody, mucoid stool, vomiting
or diarrhea, or decreased appetite) your dog has.

e Any other medical problems or allergies that your
dog has had.

¢ ' All medications that you are giving your dog or
plan to give your dog, including those you can get
without a prescription and any dietary supplements.

¢ |fyou plan to breed your dog, or if your dog is
pregnant or nursing.

If you have additional questions about possible side
effects while your dog is an GALLIPRANT, talk with
your veterinarian or call 1-888-545-5973.

Aratana Therapeutics, Inc., Leawood, KS 66211
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