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Credelio Credelio
Start the year on the right paw with fantastic (ltilaner) CAT (lotilaner)
savings on the Credelio family of brands with your
purchase of a qualifying amount of Credelio Quattro

How do I earn my rebate?

$6,700 of that must be Credelio Quattro.

Offer valid January 1 - March 31, 2026

Rebate Tiers
Buy at least $6,700 of Credelio Quattro to qualify

5 0 Purchase Thresholds
Credelio Quattro $29,999
Credelio
Credelio CAT $30,000+

Talk to your Elanco Sales Representative to learn more!

TERMS AND CONDITIONS:

NEW CLINIC PROMOTION
Offer valid for accepted orders January 1 - March 31, 2026 (“Promotional Period”).
A $6,700 Credelio Quattro minimum purchase is required to qualify for this offer.
Purchases of Credelio Quattro, Credelio, and Credelio CAT will accumulate during the Promotional Period and eligible clinics will
receive a rebate on such cumulative purchases.
- $7,500 - $29,999 of cumulative invoiced purchases will receive a 20% rebate.
- $30,000+ of cumulative invoiced purchases will receive a 30% rebate.
Multiple qualifying orders may be submitted during the Promotional Period.
1-dose/pack cartons exclusively for Credelio CAT are eligible for this offer.
The maximum rebate a clinic can earn for this offer is $40,000.
Home Delivery purchases are excluded from this offer.
Rebate is paid at the conclusion of the Promotional Period.
Rebate is applicable to all Credelio family of brands purchased.
This offer is open to veterinary clinics, practices, and hospitals in the US only.
Corporate account and GPO eligibility is at the discretion of Elanco. Please consult your Elanco Sales Representative for participation eligibility.
The following groups are not eligible to participate in this promotion 1) Paws for Purpose accounts, 2) University accounts,
3) MARS (Banfield, Blue Pearl, VCA).

This program is administered at the child account level.
Rebates will be issued in the form of a check mailed within 8-10 weeks of the end of the Promotional Period. @

Elanco, at its sole discretion, reserves the right to modify or terminate this offer at any time.




DVM NAME: DATE:

BUSINESS ADDRESS: CITY: STATE: ZIP:

BUSINESS PHONE #: PREFERRED DISTRIBUTOR:

SKU Description Packaging 2026 Price Carton Quantity
CAB825006AM Yellow - 56.25 mg (3.3 -6 Ibs.) 6 doses/pack, 10 packs/carton | $1,263.60
CA5826006AM Pink - 112.5 mg (6.1 - 12 Ibs.) 6 doses/pack, 10 packs/carton $1,281.60
CA5827006AM Orange - 225 mg (12.1 - 25 Ibs.) 6 doses/pack, 10 packs/carton $1,303.00
CA5828006AM Green - 450 mg (25.1 - 50 Ibs.) 6 doses/pack, 10 packs/carton $1,410.40
CA5829006AM Blue -900 mg (50.1 - 100 Ibs.) 6 doses/pack, 10 packs/carton $1,450.90
SKU Description Packaging 2026 Price Carton Quantity
CA5452048AM Yellow - 56.25 mg (3.3 -6 Ibs.) 3 doses/card, 16 cards/carton $811.84
CAB5452Y07AM Yellow - 56.25 mg (3.3 - 6 Ibs.) 6 doses/card, 10 cards/carton $957.40
CA5458048AM Pink - 112.5mg (6.1 - 12 Ibs.) 3 doses/card, 16 cards/carton $820.80
CA5458Y07AM Pink - 112.5mg (6.1 - 12 Ibs.) 6 doses/card, 10 cards/carton $968.00
CA5456048AM Orange - 225 mg (12.1 - 25 lbs.) 3 doses/card, 16 cards/carton $830.72
CAB456Y07AM Orange - 225 mg (12.1 - 25 Ibs.) 6 doses/card, 10 cards/carton $979.70
CA5454048AM Green - 450 mg (25.1 - 50 Ibs.) 3 doses/card, 16 cards/carton $851.36
CA5454Y07AM Green - 450 mg (25.1 - 50 Ibs.) 6 doses/card, 10 cards/carton $1,003.80
CA5451048AM Blue - 900 mg (50.1 - 100 Ibs.) 3 doses/card, 16 cards/carton $872.96
CA5451Y07AM Blue - 900 mg (50.1 - 100 Ibs.) 6 doses/card, 10 cards/carton $1,029.60

SKU Description Packaging 2026 Price Carton Quantity
CA5487016AM Purple - 12mg lotilaner 1 dose/card, 16 cards/carton $222.24
CA5488016AM Teal - 48mg lotilaner 1 dose/card, 16 cards/carton $245.44
CA54887048AM Teal - 48mg lotilaner 3 dose/card, 16 cards/carton $699.52
CAB488Y07AM Teal - 48mg lotilaner 6 dose/card, 10 cards/carton $830.00

Credelio Quattro, Credelio, Elanco and the diagonal bar logo are trademarks of Elanco or its affiliates.

©2026 Elanco or its affiliates. PM-US-25-2193(2)

veterinary supply To place your order: 800-643-9378 | www.midwestvetsupply.com

65 ‘ MIadwest Contactyour Midwest Veterinary Supply Representative for more information!
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Credelio Credelio

Quattro Quattro-CAl

(lotilaner, moxidectin, praziquantel,
and pyrantel chewable tablets)

Flavored Chewable Tablets

For oral use in dogs only

dc::x -:}uam»cm is cmdihanalrr wﬁ% hrmlim; 19
CAUTION

Fedaral law restncts this drug to use by or on the order of a licensed veterinarian.
DESCRIPTION

Cradalio Quattro/Credelio Quattro-CA1 (lotilaner, moxidectin, praziquantel, and

pyrantel chewable tablets) are flavored chewable tablets available in five sizes for

oral administration to dogs and puppies toﬂmrwml Each chewable is

formulated to provide minimum doses of 9 m mg/kig) lotilaner, 0.008 mab

10,02 mg/kg) moxidectin, 2.28 mgb (5 prazlq , and 228 mg/b {5 mgkg)

pyrantel (as pamoate salt).

Lotilaner is a member of the isoxazoline class of parasiticides and the chemical name

i 5-{(53)-4, 5-difydro-5-(3,4,5-trichlorophenyl)-5-(trifluoromathyl)-3-isoxazolyl]

-3-mathyl-N-[2-oxe-2-[(2,2,2-triflucroethyllamenolethyl]- 2-thiophenecarboxamide,

Moxidectin is ams:.rrrﬂmtlc macrocyclic lactone derived from the actinomycete

noncyanogenus. The chemical name for mooidectin

.255:5?“{; demithyl 23—!:!&:1:1%?5—11 3-dimettyl-1-butenyl)-
-23-(methoxyiming) milbemycin B,

szlql.lantel is an isoquinclone anthelmintic wﬂh Hmch«nu:ﬂ name

2-{cyclohaxylcarbomy)-1,2,3,8,7,-11b-hexahydro-4H -

afisoquinolin-4-one.

Pyrantel is a member of Imtalralnrdmp}nmmna

Its chemical name is (E)- 1,4,5.6-tetratyd

pyrimiding 4, 4' methylenebis Iﬂmdm#?-mphﬂ'mta

INDICATIONS

Credelio Quattro is indicated for the prevention of heartworm diseasae caused by

Dirofitana imvmilis and for the treatment and control u‘fmundnwm[irlmtur&amrtmd

mﬁ

iﬂ*[? thienyl) vinyl]

admrawmmardadmmmsbmm] {fourth stage larvae,
immature adult, and adult Ancylostoma caminum ardadmuwwias.rﬂmmpa‘nﬂﬁ,
mdtapm'u'm[ﬂpﬂdummmm Taenia pisiformis, and Echinococcus

infiections. Credalio Cuattro kills adult fleas and is indicated for the treatmant and
prevention of flea infestations felis) and the treatment and control
anwﬁ:ammﬂmslartlck_} Dermacentor variabilis

dllcklnlastatm

ixooes scapuiaris (biack-iegged fick], Fiipicephaius sanguineus
hﬂwndughdﬂand {longtmrmdtlck]-llmmmﬂan
dogs and ies 8 weeks of age and , and weighing 3.3 pounds or greater.

[ e P Ty T T T PP N . PR . T L O S Y et
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as a direct result of killing lxodes scapulans vector icks.

Credelio Quattro-CA1 is indicated for the treatment of infestations caused by New
World screwworm {Cochiomyia hominfvorax) larvas (myiasis) in dogs and puppies
8 weeks of age and older, and weighing 3.3 pounds or greater.

DOSAGE AND ADMINISTRATION

Cradalio Quattra/Credalio Quattro-CA1 isgrvm arally at the minimum
9 mg/lb (20 mg/kg) lotikaner, 0.008 102 mg/kg) moxidectin, 2.28
{5 mo/ka) praziquantel, and 2.28 (5 mg/kg) pyrantel (as pamoata

Credelio Quattra/Credelio Qual 1 must be administered with food [sa-a Clinical
Pharmacology). Care should be taken to ensure that the dog consumes the

of

complete
dose and that part of the dosa is not lost or refused. ﬂw;guowrsmmmanw

after administration, readminister a new dose of Credelic

Heartworm Fravention

Credelio Quattro should be administered year-round at monthly intervals or af least

within 1 month of the animal's first seasonal exposure to mosquitoes and continuing

Cradako Custry immechasfy S rasuma mordhy dosing, Whanreplacing & el
FEsUMe man ng.

heartwarm praventive product, Credelio Quattro should be given within 1 month of

the last dosa of the former medication.

Intestinal Nematode and Cestode Treatment and Control

Credelio Quattro should be administered as a single dosa for the treatmant of

roundworm, hookwarm, and tapeworm infections. Monthly use of Credelio Quatiro

mllcouﬂrdanysn.bseqummrdm Dogs may be exposed to and can become
nfected m%nmnlastmal worms thr‘augl'uﬂ the year, re%ardlas:s of season or

c:hmale C of appropriate maasures to prevent reinfection

of their dog with intestinal parasites.

Flea Treatment and Prevention

Treatment with Credalio Quattro should be administened year-round at manthby
intervals or started at least 1 month before fleas become active,

To minimize the likelihood of flea re-infastation, it is important to treat all dogs and
cats within a household with a flea control product.

Tick Treatment and Centrol

Treatment with Credalio Quattro can begin at any tima of the year. Credalio Quattro

should be administered year-round at monthly intervals or started at least 1 month
befora ticks become active.

Credelio Quattro-CA1:
New World Screwworm (NWS) Myiasis Treatment
A single dose of Cradelio 1 is reasonably a to treat C. hominivorax

present at the time of treatment. Re-infestation with C. INVOrax May oCeur Sooner
than one month. Treatment should be used in conjunction with the mechanical
remaoval of larvae (live and dead) remaining in the wound after treatrnent
(sea PRECAUTIONS).

CONTRAINDICATIONS
Thera are no known contraindications for the use of Credelio Quattro/Credelio
Cuattro-CA1.

WARNINGS

Mat for use in humans, Keep this and all drugs out of reach of children, Wash hands
after handling. If accidantally ingested, seak medical atlention immediataly.

Keep Cradebo Quattro/Credelio Quattro-CA1 in a sacura location out of reach of
dogs, cats, and other animals to prevent accidantal ingestion or overdose.

PRECAUTIONS

Letilaner, one of the ingredients in Credelic Quattro/Cradelic Quattro-CAl, isa
mamber of the iscxazoline class. This class has been associated with neurclogic
arverse reactions including tremors, ataxia, and seizures. Seizures have been
mmﬂadndngsmommlm:amhnachssdmgs even in dogs without a history of
seizures, Usa with caution in dogs with a history of seizures or neurclogic discrdars.

Pricr to adminéstration of Credelio Quattro/Credalio Quattro-CA1, dogs should be
tested for existing heartworm infections. Al the discration of the vetennanan, infected
dogs should be treated with an adulticide to remaove adult heartworms. Cradelio
Quatiro/Credelioc Quattro-CA1 is not effective against adult D. immifis.

The safe use of Credelio Quatira/Credelio Quattro-CA1 in breeding, pregnant, or
lactating dogs has not been evaluated,

Effectiva treatment of NWS myiasis includes removal of the larvae, lesion cleaning

with an anlisaptic sclution and S-I.II?GH debridemant to remove necrolic tissusa.
Anporopriate wound care and pain management should ba implamented.

ADVERSE REACTIONS
Inaﬁddsarargalﬂaﬁmmmm Credelio Quattro was administered to

for the prevention of disease. The study included a total of 372 dogs
treated once monthly for up to 11 treatments (191 treated with Credelio Guattro and
181 treated with an active control). Over the ay study penod, all obsarvations of
potantial adversa reactions weare reconded.

Arverse reactions seen during the field study are summarized in the table below.
Dogs with Adverse Reactions in the Field Study

Quattro-CA1. Credelio Quattro Active Control
Crodelio Quat Clinical Sign N=191 N=181
Creda{m&mts given once a month, If a dosa is missed, give Credelio Qualiro . - - Number (Percentage) | Number (Parcentage)
immediatety and resume & monthly dosing schedule, Diarrhea, with or without blood" 21 (11%) 15 (8.3%)
Dosing Schedule: El'nrniihg 18 E.d‘lﬁ:l 8 E.d‘)ﬁ:l
BodyWeight | Tabletsto | Lotianer | Moxdectin | Praziquamtel | Pyrantel* Lathargy e {:ﬁ:i : gg:;
(ibs) Administer | per Tablet | per Tablet per Tablet | per Tablet —
{mg) (mg) (mg) {mg) SR 10 (5.2%) 8 [4.4%)
Weight Loss 6[3.1%) 3(1.7%)
33-6 1 56.25 0.056 14.25 14.25 Pruritus (tching) 3 (1.6%) T10.6%)
B1-12 1 1125 0113 5 25 Alopecia (hair loss) 2 (1.0%) 4 (2.2%)
121-25 1 225 0.25 57 57 Seizure 1(0.5%) 4(2.2%)
25.1-50 1 450 0.45 114 114 Ataxia 1 (0.59%) 1 §0.6%)
501 - 100 1 900 09 ] ) Nystagmues 1(0.5%) 0 10.0%)
> 100 Adminisizr the appeopriate combination of tabilets Anisocoria 1(0.5%) 1 (0.6%)
. *Four dogs administared Credalio Quattre and five dogs administered the active
PR control had bloody diarhea.
PA104428X Wia



us, 11 mmmmilmaﬂmﬂamummmw&smar

dog recovered within 24 hours after the first episade

ﬂ’lar mmdapmﬁnarﬂmplmdﬂmsnm One dog receiving Credelio
Cuattro was observed by the investi to have anisocona during scheduled
er the ninth dose and one month after the

ph'ym axaminations one monkh after
eleventh dose.

In a second LS. field safety and effectiveness study, Credelio Quattro was
adnimmmmmmthmmminmtmwm
redelio Quatiro included gastrointestinal signs (diarrhea, emesis) and lethargy.
haU&f-ald siu:gl 165 dogs received a combination of lotilaner, moxidectin,

and praziquanted, three of the active i at the same doses as in Credelio
mmmmﬂﬂ',rfnrupmﬂﬂ_nglmm mvdmmhis'twafm
expenienced seizures during developed cluster seizures
mmmmlmﬂmmm d&ummdnmuﬂwdngm
days after the first dose.
Inalls Mﬂmmmmnmmmam of Credelio
Quattro, was observed with intermittent haad tremors within 1.5 of administration
dmmmwmmmﬂmﬂbymam and its first dose of lotilaner,
The head tremors resolved within 24 hours without treatment. The owner elected to
withdraw the dog from the study.
In an Australian fisld study, one dog with a history of seizures expanenced seizure

and glazed 5K after recaiving

e e e m}mﬁmﬁaﬂmm In a U.S. fiskd study, two dogs
vﬁhahﬂogglmmmﬂhtl@mammawmwedmm

CONTACT INFORMATION
FwamulﬂmSalmDalanmliBDS]ortompnﬂsuapwtad adverse drug
evenls, contact Elanco US Inc. at 1-838-545-53873

For additional information about adversa drug a:periamerapmlrgformu]dngs.
contact FDA at 1-888-FDA- H'HSDIMpJMWTda.gm’rﬂpuﬂm

INFORMATION FOR ANIMAL OWNER
Ewmmmmmﬁammormfmndnmmmmdmmﬂm
E. granuiosus can infect humans and cause senious disease (hydatid diseasa).

Owniers of dogs in areas whese E£. is endemic should be instructed
on how to minimize risk of exposure to this parasite, as well as their dog's risk
a‘fa:ma Mmcwmmmmimmmmwghnjum
rﬂcvﬁa E. granulosus, no studies have been conducted to show that the use
prodﬂmlldmemhlmdmdh‘y‘daﬂddmmhm

Mew World Screwwarm i a parasitic fy larva that infests open wounds in

wam-blooded animals, including pets and people. These infestations can cause

sevare tissue damage and can be fatal i unfreated. Pet owners should regulary

inspect their animals for open wounds and signs of infestation, such as visible

maggets, an enlanging wound, or a foul odor. suspact your pet has an NWS

nfmlanm.wnbaﬁmwetanw 'mudlateﬁmEanr detection and treatment

ane ¢ .

CLINICAL PHARMACOLOGY

Maechanism of Action

Credelic Quattro contains four active pharmaceutical ingredients, lotilaner,

moxidectin, praziquantel, and pyrantel (as pamoate salt).

Laotilaner is an ectoparasiticide baim,glng fo the soxazoling group, Lotilaner inhibits

insact and acaring gamma-aminobutyric acid (GABA)-gated chioride channels.

This inhibition blocks the transfer of chloride ions across cell membranes, which

results in uncontrolled neuromuscular activity leading to death of insects and

acarines. The salective toxicity of lotilaner between insects and acarines and

mammaks may be infemed by the differential sensitivity of the insects and acarines’

GABA receplors versus mammalian GABA receplors.

Maoxidectin is an endectocide in the ic lactone class, Moxidectin acts by
with the chloride channel-mediated newrotransmission in the parasite.

This 15 in paralysis and death of the parasite.

Praziquantal’s mode of action is not precisely known, but treated tapeworms undergo

muscular paralysis accompanied by a rapid influx of calcium ions and the disruption

of the tegumsant.

ijmllsammﬂmdnbeln the tetrahydropyrimidine class. Pyrantel acts

as a depolarizing, neuromuscular- tin susceptible parasites, causing

paralyses and death or expulsion of the maqaﬂ

Pharmacokinetics

Due to reduced drug bicavailability of kotilaner in the fasted state, Credalio Quatiro

must be administered with a meal or within 30 minutes after feeding.

Following a single oral administration of Credelio Cuattro at the minimum labeled

nnsamhelaﬂstataaaslngammmmmmmnfsg?

0.005 mg moxidecting 1.25 mg praziquantel, and 1.25 m Ip«r

weaght to Beagle dogs (1.5 to 2.5 years old), the mean vailability for lotitaner,

Fraaquantd , and pyrantel was 03%, 41%, and 31%, respectively. Bicavailability
ummjdﬂcnmsrmmpmadmmlmfﬁcmdmalnaduq describe the

elimination phase following intravenous administration. For Credelio Cuattro, the area

mmMmumdmmmwammmume
AUCua) was 5870, 1.75, 1.54, and 0.857 mg h/L for lotilaner, moxidectin,

uanted, and pyrantel rn%wtmly
Fﬂq of 9070, 15.3, 390, and 122 ng/mL were reached (Tuw) 10,

4.5, 0.75, and 2.5 h after dosing for lotilaner, mecadectin, praziquantel, and pyrantal,
P Mﬂmmﬁmumrﬂ-llmmﬂmmam and 4.87 hfor

. maxidectin, praziquantel, and pyrantel, respectively,

PAI04428X

Followi muﬁladmmhhumufﬂmdaiﬂ%nah}{.ﬂ.mdﬂmmm

labealed of 40 mg/kg lotilaner, 0.04 mg/kg moxidectin, 10 mg/kg praziquantsl,

and 10 pyraniel, every 28 in B-week-cld mndacllna.ruj

mmﬂg ﬂ'mmmmmnldmlngmﬂm me

wharaas Ly kel AL i mwwm pmpcmu'laj'
inc in @ mone

marmarfmmi to 5X after most study doses, AC g increasad

ﬁmpurhmﬂmwmﬂmm SX observed after first, sixth,
andhstdnsas.\lﬁt in the 1X group, accumulation was obsarved between Days 0
Bnd2?4wﬂhgamﬂhnnmaccumﬁhmmlmfmﬁucuui&2md?9fwmw

Cmmmmnfmmmdaﬂwaﬁdmmmm
mmb&bﬂ

EFFECTIVEMESS
Heartwaorm Prevention

mmmmmmmmammmmmmmmm
100% effective in preventing the development of adult 0. immitis in dogs inoculated
with infective larvae 30 dﬂ'j'ﬂ- before administration,

In a well-controlled LS, field study consisting of 156 dogs administered Credalio
Qualiro and 149 administered an active control for 11 consecutive months, no dogs
treated with Credelio Quattro tested for heartworm disease. Nlmemted
with Credelio Quattro were negative for D. imvilis antigen and blood mi jae at
study completion on Day 330,

Intestinal Nematode and Cestode Treatment and Contral

In wedl-controlied laboratory studies, a single dose of Credelio Quattro was = 97.0%
effective against immature adult and adult Toxocara canis; adull Toxascans leoning,
bm.nhslngntmraﬂ |mmeadmmwmmmmmwwuﬁ
Uncinana sfenocephala infections,

tnai multi-center LS field study, 72 dogs administered a single dose of

ttro and 37 administered a single dose of an active control were
waluablal’walfactrmﬁsa; redelio Quattro reduced Ancylosfoma caninum fecal egg
counts 99.9% compared to pre-treatment.
In well-controlled laboratory studies, aslngladmﬂl’ﬁodallu Quattro was 100%

effective against Echinococcus well-controlled laboratory
studies, praziquantel alone was 100% uffmv&agaml&:*mwmm

Dipyidiesm caninum, and Taenia pisiformis,

Elrn

Trastrmant and Drasaeting
R ek b e R e ]

In a wall-contralled laboratary study, Credalio Quattro was 100% effective against
adult fleas 24 hours after administration or infestation for 36 days. In a separate
laboratory study, lotilaner alone began to kil fleas 4 hours after administration or
infestation, with greater than 99% of fleas killed within & hours after administration or
infestation for 35 days.

In a well-controlled laboratory
e0gs, thus preventing subsaquent
treatment of existing flea infestations.

infestations for 30 days after the start of

In a well-controlled U.5. field study conducted in households with existing flea
infestations of varying severity, lea reductions of 99.5% to 100% wera ad
over the course of three monthly treatments with lotilaner alone. Dogs with signs of

flea allargy dermatitis showed improvement in , papules, scaling, alopecia,
dematitis’pyodermatitis, and pruritus as a direct result of eliminating fleas.

Tick Treatment and Control

In well-controlled studies, Credelio Quattro was = 97.1% effective

Rhipicephaluss sanguineus and Haerrﬂjmishigmmhchsﬁhﬂumaﬂu

administration or infestation for 32 days. In well-controlled laboratory studies,

MWMWbﬂ?%aﬁmmMmﬂmmmmm

vanabiliz, xodes sanguineus ticks 48 hours after

In wdlmmTh:;‘EEmm wlaaal study, lotilaner alona started killing lrodes
a v illi

mmmmammﬂarmw o

rnmaapmam,wdlmulhdlwmmm.wnmmwmm

at pravanting burgdorfer infections after dogs were infested with Ivodes

scapulans vector ticks.

REASONABLE EXPECTATION OF EFFECTIVENESS

MNew World Screwworm (NWS) Myiasis Treatment

A reasonable expectation of effectiveness may be demonstrated based on
evidence such as, but not imited to, pilot data in the target species or studies
rmmplﬂlsl'mditoram

Credelio Quattro-CA1 is conditionally approved pending a full demonstration

of affectivencss.

Additional information for Conditional Approvals can be found at www.fda gowanimalca,
Ammpmmbfaﬁmmmwommmbmmam
mmmwmmma'mmmmmmvmﬂcmmm

for the traatment of naturally MNWS miyiasis in dogs in eleven client-owned dogs
in Brazil, Al recaived a single oral administration of lotilaner at doses ranging from
239 to 40.9 mg'kg body weight, following tha dose bands for the approved flaa and
tick indications. The study did not inchude a control growp,

Dogs were observed at 2- and 6- hours post-treatment for larval expulsion, with
remaining dead karvae mechanscally removed at 24 hours.

Wia



The demonstrated 100% overall effectiveness (ex
Iyia horminivorax larvae at 24 hours,

ﬁaﬁu'.ds:!%alzandﬁhmnmpecl Themnlrdcmaﬂmﬂumm

41.1% at 24 hours, ing that the ov alfacl}msatﬂ‘#hmrsmpmnnhl

driven by larval rather than direct killing.

Tha ation of affectiveness data from Cradelio to Cradalio Quattro-CA i

supported by use of the same Icﬂm'udm{n'dnh'mm?ﬂ for both

products and non-interference from the onginal approval of ro.

Palatability: In the LS. field study, which included 552 doses administerad to 191

consumed 59.8% of Cradalio Quattro doses from an empty
buud on the floor, or when offared by hand, and an additional 28.4% of doses when
offared with food, The administration of 11.8% of doses required placement of the
chewable tablet in the back of the dog's mouth, Al doses were administered within
30 minutes of a meal.

TARGET ANIMAL SAFETY

Margin of Safety
Cmdeﬁoﬂummadrﬁriﬂmdmlhrawlmﬂ.mmﬂwMMM
dosas at 2B-day intervals for nine trealments to 32 healihy, 8-weak-old
in the control group received placabo. Credelio Quattro-related clink dnmw
included increased bile acids in two of tha 3X dogs. Minimal mononuclear
nﬁ!tr of the liver was noted microscopically in five control dogs, two 1X dogs,
three 3X dogs, mmmmommmmmm tws}(dugs.mm

larvicidal
et apnision Taiss of

afﬂ'nsxdagsalmhadmm“mndum topoiesis, Credelio Quattro-related
ical observations includaed a dose-depandant increase in discolored femdﬂm
an:lvamung Al dogs recovered without treatment. assockated with

vomiting on the day of dosing occurred in two of the 5X dogs.
Avermectin Sensitive Collie Safoty
Credulio Quattro was administered orally at 0X, 1X, 2X, and 5X the maximurm labeled dose
at 2B-day intervals Tor thres treatments to X2 , avermectin sansitive Collie dogs.
%hmmmmmnmm mmnmdmmrﬂ 2%,
5% groups had fransient mild depression. Salivation and vomiting was observed in

a dase-depandent manner in the 1, 2X, and 5X groups. Diarrhea, with or without blood,

was obsanved in all groups, including controls, and resolved without treatment,

PA104428)

Heartworm Positive Safety

Credelio Quattro was administered orally at 0X, 1X, and 3X the maximum labeled

dosa at 28-day intervals for thres treatments to 24 , Beagle dogs with patent

adult heartworm infections and circulating microfilariae. in the control group

recaived placebo. Diarrhea andfor vomiting occurred in all in the 3X group at

vanrious times up to 12 hours post-dose, occurred in dogs in the 1X

and control groups. All dogs expenencing post-dose gastrointestinal issues recoverad

without treatment. Hypersensitivity reactions (e.g., anaphylaxis, shock, collapsa,
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Field Safety
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Credelio

(lotilaner)

Chewable Tablets

For oral use in dogs

Caution:

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

CREDELIO (lotilaner) is a beef-flavored, chewable tablet for oral administration to dogs and
puppies according to their weight. Each chewable tablet is formulated to provide a minimum
lotilaner dosage of 9 mg/Ib (20 mg/kg).

Lotilaner has the chemical composition of 5-[(5S)-4,5-dihydro-5-(3,4,5-trichlorophenyl)-5-
(trifluoromethyl)-3-isoxazolyl]-3-methyl-N-[2-ox0-2-[(2,2,2-trifluoroethyl)amino]ethyl]-
2-thiophenecarboxamide.

Indications:

CREDELIO kills adult fleas and is indicated for the treatment and prevention of flea
infestations (Ctenocephalides felis) and the treatment and control of tick infestations
[Amblyomma americanum (lone star tick), Dermacentor variabilis (American dog tick),

Ixodes scapularis (black-legged tick) and Rhipicephalus sanguineus (brown dog tick)] for one
month in dogs and puppies 8 weeks of age and older, and weighing 4.4 pounds or greater.
Dosage and Administration:

CREDELIO is given orally once a month, at the minimum dosage of 9 mg/Ib (20 mg/kg).

Dosage Schedule:

Body Weight Lotilaner Per Chewable Tablet (mg) | Chewable Tablets Administered
4.4 10 6.0 Ibs 56.25 One
6.1t012.0 Ibs 112.5 One
12.1t0 25.0 Ibs 225 One
25.11050.0 Ibs 450 One
50.1 t0 100.0 Ibs 900 One
Over 100.0 Ibs Administer the appropriate combination of chewable tablets

CREDELIO must be administered with food (see Clinical Pharmacology).

Treatment with CREDELIO can begin at any time of the year and can continue year-round
without interruption.

Contraindications:

There are no known contraindications for the use of CREDELIO.

Warnings:

Not for human use. Keep this and all drugs out of the reach of children. Keep CREDELIO in a
secure location out of reach of dogs, cats, and other animals to prevent accidental ingestion
or overdose.

Precautions:

Lotilaner is a member of the isoxazoline class. This class has been associated with neurologic
adverse reactions including tremors, ataxia, and seizures. Seizures have been reported in
dogs receiving isoxazoline class drugs, even in dogs without a history of seizures. Use with
caution in dogs with a history of seizures or neurologic disorders.

The safe use of CREDELIO in breeding, pregnant or lactating dogs has not been evaluated.
Adverse Reactions:

In a well-controlled U.S. field study, which included 284 dogs (198 dogs treated with
CREDELIO and 86 dogs treated with an oral active control), there were no serious

adverse reactions.

Over the 90-day study period, all observations of potential adverse reactions were recorded.
Reactions that occurred at an incidence of 1% or greater are presented in the following table.

Dogs with Adverse Reactions in the Field Study

Adverse Reaction CREDELIO Group: Active Control Group:
(AR) Number (and Percent) of Number (and Percent) of
Dogs with the AR Dogs with the AR
(n=198) (n=86)
Weight Loss 3(1.5%) 2(2.3%)
Elevated Blood Urea

Nitrogen (BUN) 2(1.0%)* 0(0.0%)
Polyuria 2 (1.0%)" 0(0.0%)
Diarrhea 2(1.0%) 2(2.3%)

“Two geriatric dogs developed mildly elevated BUN (34 to 54 mg/dL; reference range: 6 to 31
mg/dL) during the study. One of these dogs also developed polyuria and a mildly elevated
potassium (6.5 mEqy/L; reference range: 3.6 to 5.5 mEq/L) and phosphorous (6.4 mg/dL;
reference range: 2.5 to 6.0 mg/dL). The other dog also developed a mildly elevated creatinine
(1.7 to 2.0 mg/dL; reference range: 0.5 to 1.6 mg/dL) and weight loss.

In addition, one dog experienced intermittent head tremors within 1.5 hours of administration
of vaccines, an ear cleaning performed by the owner, and its first dose of CREDELIO. The
head tremors resolved within 24 hours without treatment. The owner elected to withdraw the
dog from the study.

In an Australian field study, one dog with a history of seizures experienced seizure activity
(tremors and glazed eyes) six days after receiving CREDELIO. The dog recovered without
treatment and completed the study. In the U.S. field study, two dogs with a history of seizures
received CREDELIO and experienced no seizures throughout the study.

PA104186X

In three well-controlled European field studies and one U.S. laboratory study, seven dogs
experienced episodes of vomiting and four dogs experienced episodes of diarrhea between
6 hours and 3 days after receiving CREDELIO.

Post-Approval Experience (2023):

The following adverse events are based on post-approval adverse drug experience reporting for
CREDELIO. Not all adverse events are reported to FDA/CVM. It is not always possible to reliably
estimate the adverse event frequency or establish a causal relationship to product exposure using
these data.

The following adverse events reported in dogs are listed in decreasing order of

reporting frequency:

Vomiting, diarrhea (with and without blood), lethargy, anorexia, seizure, pruritus, ataxia,
urinary-related signs (polyuria, polydipsia, urinary incontinence, and inappropriate urination),
and muscle tremor.

Contact Information:

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

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

Clinical Pharmacology:

Following oral administration of 43 mg/kg (approximately 1X the maximum labeled dose),
peak lotilaner concentrations were achieved between 6 hours and 3 days in dogs 2 months of
age and between 1 and 7 days in dogs 10 months of age. Dogs 2 months of age had a
shorter elimination half-life (average of 9.6 days) than at 10 months of age (average of

28.4 days). Due to reduced drug bioavailability in the fasted state, CREDELIO must be
administered with a meal or within 30 minutes after feeding.

Mode of Action:

Lotilaner is an ectoparasiticide belonging to the isoxazoline group. Lotilaner inhibits insect
and acarine gamma-aminobutyric acid (GABA)-gated chloride channels. This inhibition blocks
the transfer of chloride ions across cell membranes, which results in uncontrolled
neuromuscular activity leading to death of insects and acarines. The selective toxicity of
lotilaner between insects and acarines and mammals may be inferred by the differential
sensitivity of the insects and acarines’ GABA receptors versus mammalian GABA receptors.
Effectiveness:

In well-controlled European laboratory studies, CREDELIO began to kill fleas four hours after
administration or infestation, with greater than 99% of fleas killed within eight hours after
administration or infestation for 35 days. In a well-controlled U.S. laboratory study,
CREDELIO demonstrated 100% effectiveness against adult fleas 12 hours after
administration or infestation for 35 days.

In a 90-day well-controlled U.S. field study conducted in households with existing flea
infestations of varying severity, the effectiveness of CREDELIO against fleas on Days 30, 60
and 90 compared to baseline was 99.5%,100% and 100%, respectively. Dogs with signs of
flea allergy dermatitis showed improvement in erythema, papules, scaling, alopecia,
dermatitis/pyodermatitis and pruritus as a direct result of eliminating fleas.

In a well-controlled laboratory study, CREDELIO killed fleas before they could lay eggs, thus
preventing subsequent flea infestations for 30 days after the start of treatment of existing flea
infestations.

In well-controlled laboratory studies, CREDELIO demonstrated > 97% effectiveness against
Amblyomma americanum, Dermacentor variabilis, Ixodes scapularis and Rhipicephalus
sanguineus ticks 48 hours after administration or infestation for 30 days. In a well-controlled
European laboratory study, CREDELIO started killing Ixodes ricinus ticks within four hours
after administration.

Palatability: In the U.S. field study, which included 567 doses administered to 198 dogs,
80.4% of dogs voluntarily consumed CREDELIO when offered by hand or in an empty bowl,
an additional 13.6% consumed CREDELIO when offered with food, and 6.0% required
placement of the chewable tablet in the back of the dog’s mouth.

Animal Safety:

In a margin of safety study, CREDELIO was administered orally to 24 (8 dogs/group)
8-week-old Beagle puppies at doses of 43 mg/kg, 129 mg/kg, and 215 mg/kg (approximately
1, 3, and 5X the maximum labeled dose, respectively) every 28 days for eight consecutive
doses. The 8 dogs in the control group (0X) were untreated. There were no clinically-relevant,
treatment-related effects on clinical observations, physical and neurological examinations,
body weights, food consumption, electrocardiograms, clinical pathology (hematology, clinical
chemistries, coagulation profiles and urinalysis), gross pathology, histopathology, or organ
weights. Blood concentrations of lotilaner confirmed systemic exposure of all treated dogs,
although the exposure was less than dose proportional at 5X.

In a well-controlled field study, CREDELIO was used concurrently with other medications,
such as vaccines, anthelmintics, antibiotics, steroids, NSAIDS, anesthetics, and
antihistamines. No adverse reactions were observed from the concomitant use of CREDELIO
with other medications.

Storage Information:

Store at 15-25°C (59 -77°F), excursions permitted between 5 to 40°C (41 to 104°F).

How Supplied:

CREDELIO is available in five chewable tablet sizes for use in dogs: 56.25, 112.5, 225, 450,
and 900 mg lotilaner.

Each chewable tablet size is available in color-coded packages of 1, 3 or 6 chewable tablets.
Approved by FDA under NADA # 141-494
Manufactured for:

Elanco US Inc

Greenfield, IN 46140 USA

Credelio.com

Rev. date 02/2024

Credelio, Elanco and the diagonal bar logo are
trademarks of Elanco or its affiliates.
© 2024 Elanco or its affiliates
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Credelio
CAT (lotilaner

Chewable Tablets

For oral use in cats

Caution:

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

Description:

CREDELIO CAT (lotilaner) is a chewable tablet for oral administration to cats and kittens according to their weight. Each chewable tablet is formulated
to provide a minimum lotilaner dosage of 2.7 mg/Ib (6 mg/kg).

Lotilaner has the chemical composition of 5-[(5S)-4,5-dihydro-5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-3-isoxazolyl]-3-methyl-N-
[2-ox0-2-[(2,2,2-trifluoroethyl)amino]ethyl]-2-thiophenecarboxamide.

Indications:

CREDELIO CAT kills adult fleas and is indicated for the treatment and prevention of flea infestations (Ctenocephalides felis) for one month in cats and kittens
8 weeks of age and older, and weighing 2.0 pounds or greater.

CREDELIO CAT is also indicated for the treatment and control of Ixodes scapularis (black-legged tick) infestations for one month in cats and kittens

6 months of age and older, and weighing 2.0 pounds or greater.

Dosage and Administration:

CREDELIO CAT is given orally once a month, at the minimum dosage of 2.7 mg/Ib (6 mg/kg).

Dosage Schedule:

Body Weight Lotilaner Per Chewable Tablet (mg) Chewable Tablets Administered
2.0t0 4.0 Ibs 12 One
41to17.0 Ibs 48 One
Administer the appropriate
Over 17.0 Ibs NA combination of chewable tablets

NA = not applicable.

CREDELIO CAT must be administered with food (see Clinical Pharmacology).

Treatment with CREDELIO CAT can begin at any time of the year and can continue year-round without interruption.

Contraindications:

There are no known contraindications for the use of CREDELIO CAT.

Warnings:

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

Keep CREDELIO CAT in a secure location out of reach of dogs, cats, and other animals to prevent accidental ingestion or overdose.

Precautions:

Lotilaner 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.

The safety of CREDELIO CAT has not been established in breeding, pregnant and lactating cats (see Foreign Market Experience).

The effectiveness of CREDELIO CAT against Ixodes scapularis in kittens less than 6 months of age has not been evaluated.

Adverse Reactions:

In a well-controlled U.S. field study, which included 341 cats (228 cats treated with CREDELIO CAT and 113 cats treated with a topical active control),
there were no serious adverse reactions.

Cats with Adverse Reactions in the Field Study

Adverse Reaction CREDELIO CAT Group: Active Control Group:

(AR) Number (and Percent) of Number (and Percent) of

Cats with the AR (n=228) Cats with the AR (n=113)
Weight Loss 5(2.2%) 2 (1.8%)
Tachypnea 3(1.3%) 0 (0.0%)
Vomiting 3(1.3%) 1(0.9%)
Diarrhea 2 (0.9%) 0 (0.0%)
Anorexia 2 (0.9%) 0 (0.0%)
Elevated blood urea nitrogen (BUN)* 2 (0.9%) 0 (0.0%)

*Two geriatric cats developed mildly elevated blood urea nitrogen (BUN) (42 to 58 mg/dL; reference range: 14 to 36 mg/dL) during the study. One of these
cats, which had suspected pre-existing kidney disease, also developed a mildly elevated serum creatinine (2.5 mg/dL; reference range: 0.6 to 2.4 mg/dL)
during the study.

Foreign Market Experience: The following adverse events were reported voluntarily during post-approval use of the product in cats in foreign markets:
hyperactivity, pruritus, tachypnea, dyspnea, lethargy, vomiting, anorexia, hyperthermia, hypersalivation, tachycardia, mydriasis, tremors, ataxia, seizures,
hepatopathy, anaphylactic reactions resulting in death, pancreatitis, immune mediated hemolytic anemia, and glomerulopathy.

Five 3- to 4-week-old nursing kittens (one litter of 2 kittens and one litter of 3) died within three days of the queens receiving CREDELIO CAT.

Two pregnant cats spontaneously aborted or had fetal and perinatal deaths within a few days of receiving CREDELIO CAT.
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Post-Approval Experience (2024)

The following adverse events are based on post-approval adverse drug experience reporting for CREDELIO CAT. Not all adverse events are reported to
FDA/CVM. It is not always possible to reliably estimate the adverse event frequency or establish a causal relationship to product exposure using these data.
The following adverse events reported in cats are listed in decreasing order of reporting frequency:

Pruritus, vomiting, lethargy, behavioral changes (including hyperactivity, vocalization, and hiding), tachypnea, anorexia, muscle tremor, dyspnea,
hyperthermia, and ataxia.

Contact Information

To report suspected adverse events, for technical assistance or to obtain a copy of the Safety Data Sheet (SDS), contact Elanco US Inc. at 1-888-545-5973.
For additional information about adverse drug experience reporting for animal drugs, contact FDA at 1-888-FDA-VETS or http://www.fda.gov/reportanimalae.
Clinical Pharmacology:

Following oral administration of 26 mg/kg (the maximum labeled dose), peak lotilaner concentrations were achieved in most cats at the 24-hour

sampling point. Cats 3 months of age had a shorter elimination half-life (average of 7.5 days) than at 7 months of age (average of 32 days).

Due to reduced drug bioavailability in the fasted state, CREDELIO CAT must be administered with a meal or within 30 minutes after feeding.

Mode of Action:

Lotilaner is an ectoparasiticide belonging to the isoxazoline group. Lotilaner inhibits insect and acarine gamma-aminobutyric acid (GABA)-gated chloride
channels. This inhibition blocks the transfer of chloride ions across cell membranes, which results in uncontrolled neuromuscular activity leading to death of
insects and acarines. The selective toxicity of lotilaner between insects and acarines and mammals may be inferred by the differential sensitivity of the
insects and acarines’ GABA receptors versus mammalian GABA receptors.

Effectiveness:

In a well-controlled laboratory study, CREDELIO CAT began to kill fleas six hours after administration, with greater than 98% of fleas killed within 12 hours
after administration. In another well-controlled laboratory study, CREDELIO CAT demonstrated 100% effectiveness against adult fleas 24 hours after
administration or infestation for 35 days.

In a 90-day well-controlled U.S. field study conducted in cats with existing flea infestations of varying severity, the effectiveness of CREDELIO CAT against
fleas on Days 30, 60 and 90 compared to baseline was 98.5%,100% and 100%, respectively. Cats with signs of flea allergy dermatitis showed
improvement in erythema, papules, scaling, alopecia, dermatitis/pyodermatitis, and pruritus as a direct result of eliminating fleas.

In a well-controlled laboratory study, CREDELIO CAT killed fleas before they could lay eggs, thus preventing subsequent flea infestations after the start of
treatment of existing flea infestations for 30 days.

In well-controlled laboratory studies, CREDELIO CAT demonstrated >97% effectiveness against Ixodes scapularis ticks 72 hours after administration or
infestation for 31 days.

Palatability: In the U.S. field study, which included 648 doses administered to 225 cats, 21.1% of the doses were voluntarily consumed when

CREDELIO CAT was offered by hand, on the floor, or in an empty bowl, an additional 25.8% of doses were voluntarily consumed when CREDELIO CAT
was offered with food, and 52.6% of doses required placement of the chewable tablet in the back of the cat’s mouth.

Owners were unable to administer CREDELIO CAT for 0.5% of doses.

Animal Safety:

In a margin of safety study, CREDELIO CAT was administered orally to 24 (8 cats/group) 8-week-old cats at 1, 3 and 5X the maximum labeled dose of

26 mg/kg every 28 days for eight consecutive doses. The 8 cats in the control group (0X) were untreated.

There were no clinically-relevant, treatment-related effects on physical and neurologic examinations or gross pathology. Dry food consumption was reduced
in male cats in all treated groups compared to control cats. Body weights of male cats in the 3X group were less than the control male cats.

Vomiting occurred post-dosing in cats in all groups, including the control group, but was increased in the 5X group. At multiple time points, neutrophil
counts were decreased (750-2710/uL; low end of normal: approximately 2800/uL) in cats in all treated groups compared to control cats, including in a cat
in the 3X group that died during anesthesia to obtain the electrocardiogram (ECG). From Days 28 to 92, two and three female cats in the 3X and 5X group,
respectively, had elevations in blood urea nitrogen (BUN) at least at one time point (37-43 mg/dL; high end of normal: 36 mg/dL). Three cats each in the
control, 1X and 5X groups and six cats in the 3X group had minimal, usually unilateral, tubular regeneration of the kidneys. One cat each in the control, 1X
and 5X groups and four cats in the 3X group had minimal generalized lymphoid depletion of the thymus. Four of the five cats in the two high-dose groups
(8X and 5X) with the thymus changes also had neutropenia at 25% or more of the time points.

Blood concentrations of lotilaner confirmed systemic exposure in all cats administered lotilaner, although the exposure was less than dose proportional.
Storage Information:

Store at 15-25°C (59 -77°F), excursions permitted between 5 to 40°C (41 to 104°F).

How Supplied:

CREDELIO CAT is available in two chewable tablet sizes for use in cats: 12 and 48 mg lotilaner. Each chewable tablet size is available in color-coded
packages containing 1 chewable tablet. The 48 mg chewable tablet size is also available in color-coded packages containing 3 or 6 chewable tablets.
Approved by FDA under NADA # 141-528

Manufactured for:

Elanco US Inc

Greenfield, IN 46140 USA

CredelioCAT.com

Credelio, Elanco and the diagonal bar logo are trademarks of Elanco or its affiliates. © 2024 Elanco or its affiliates

Rev. date November 2024
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