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Comfortis
(spinosad)

Your veterinarian
is the best source
for your pet’s health information

Ask your veterinarian about your pet's healthcare

and flea protection needs. They can provide the most
accurate information and recommend flea control based
on prevalence and seasonality in your area and the specific
needs of your pet.

Sign up for monthly
reminders to give
Comfortis:

Text COMFORTIS to 50280

for texts or register for emails
at comfortis.com.

Green Chemistry
The introduction of spinosad '
for use in agriculture CIG-]];RI\ESE%

resulted in the receipt of a

Presidential Green Chemistry Challenge Award* in
1999 from the U.S. Environmental Protection Agency.
The award was presented to Dow AgroSciences LLC

in the category of "Designing Safer Chemicals” for the
introduction of spinosad as an insect control product
for use an crops. This award demonstrates that
spinosad as a technology for insect control has a
favorable environmental profile. This award is not
relevant to the safety and efficacy of Comfortis, nor

does it confer any environmental benefit to Comfortis.

" The Presidential Green Chemistry Challenge Awards
Program, Summary of 1999 Award Entries and Recipients

Comfortis, Elanco, and the diagonal bar logo are trademarks of Eli Lilly and
Company or its affiliates,
©2018 Eli Lilly and Company or its affiliates. USCACCMFO0068(2)

Comfortis:
(spinosad)

Fast-acting

flea control
for your pet




Comfortis
(spinosad)

Proven protection
against the threat
of fleas

One tablet, once a month kills fleas and
prevents and treats flea infestations in
dogs and cats.*

e Trusted — the first monthly oral flea control
for dogs and cats

¢ Fast-acting for pets needing immediate
flea relief '

e Starts killing fleas within 30 minutes’

¢ In a controlled laboratory study:
Killed 100% of fleas in 4 hours in dogs
Killed 98% of fleas in 4 hours in cats

* Proven to improve signs of flea allergy
dermatitis (FAD) through its rapid
action on fleas!

* Long-lasting 30-day protection’
¢ Even if your pet swims, bathes or
grooms frequently

» Convenient flavored tablet avoids mess
e No need to isolate your pet from
children or other pets after treatment

» Safe — Approved by the FDA and available
by prescription only

Important
safety information

Cats: The most common adverse reaction
recorded in clinical trials was vomiting. Other
adverse reactions were lethargy, decreased
appetite, weight loss, and diarrhea. Use with
caution with concomitant extra-label use of
ivermectin. The safe use of Comfortis in breeding,
pregnant, or lactating cats has not been evaluated.
Dogs: The most common adverse reaction
reported is vomiting. Other adverse reactions
reported include lethargy, decreased appetite,
incoordination, diarrhea, and seizures. Serious
adverse reactions have been reported following
concomitant extra-label use of ivermectin with
Comfortis. Post-approval experience continues
to support the safety of Comfartis when used
concurrently with heartworm preventatives
according to label directions. Use with caution

in breeding females and dogs with pre-existing
epilepsy. The safe use of Comfortis in breeding
males has not been evaluated.

For product label, including complete safety
information see pages 6 through 11.

*Comfortis is approved for dogs and puppies 14 weeks and older and 5.0 lbs
and greater and cats and kittens 14 weeks and older and 4.1 lbs and greater.
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Comfortis
(spinosad)

Fleas: more than a
nuisance — a threat
to your pet’s health

Even the most conscientious pet owner can
be faced with a flea infestation. A pet could
be exposed in your home or backyard or
when out on walks.

A few fleas can turn into a major infestation if
not treated quickly. Female fleas can lay 40 to
50 eggs a day and up to 2,000 in her lifetime.?
That's why it's important to kill fleas quickly,
before they can start laying eggs.

¢ Fleas may cause extreme discomfort for your
pet: scratching, chewing, biting, fur loss and
restlessness.

e Severe infestations may cause anemia,
particularly in young or older pets.

* Fleas are the source of flea allergy
dermatitis (FAD), a common veterinary
skin condition.?

» Tapeworm infections may be transmitted
by fleas*

For best flea control results

Eliminate fleas on your pet with a fast-acting
product recommended by your veterinarian

Eliminate fleas in your home by vacuuming
areas where your pet sits and sleeps and
laundering bedding

Prevent future
infestations

Even if you don't see adult fleas, flea eggs, larvae
and pupae can exist in the pet's environment and
create a reinfestation.

¢ Monthly treatment should continue
year-round®

e Treat all pets in your home with
an approved flea control product

* Visit your veterinarian regularly

'Comfortis prescribing information.

“Oryden, M. 1989, Host association, on-host longevity and eqgqg
production of Ctenocephalides felis felis, Vet Parasitol. 34:117-122,
*Sousa, C., OVM. 1997 "Fleas, flea allergy, and flea control, a review.”
Dermatology Online Journal 3.2:7. <http://dermatology.cdlib.org ».
“<https:/fwww. capevet.org/guidelines/fleas/s . Accessed 2/14/18.

S<https:/fwww.capcvet.org/guidelines/general-guidelines/>.
Accessed 2/14/18.




Comrtortis
(spinosad)

Chewable Tablets
COMFORTIS™-Cats

{spinosad)

Chiewable Tablets-

Fof informalion on dogs, ses reverse side:

“Gaation: Federal {USA) law resticts this drug to use by or on the order of a:
In::ensed veterinarian

Dasctiption:

COMFORTIS (spindsad) s available i \hreé sizes of chewable flavored

"Iablets for oral atiminfsiration to cats and kittens according to theii weight.
Each chewable flavored: tabletis formulated to prowde a minimurmn
spinosad dosage of 22,5 mghl(50mg/ky). Spinosad is a member of the '
-spinosyns. class of insecticides, which dra non-antibasteral tetracyclm
macrolides. Spinosad cantains two major-facters, spinosyn-A and

-spinosyn D,.defived from the-naturally ogcurring bacteriurm, .
Sacchampe.fyspera spiriosa. Spinosyn.A and spinosyn D have the
chemical compositions 2:[{8-cecxy-2,3 4- iri-O-methyl-a-L- mannopyranesy])
oyl 13«[[5—{d|methylam|n0]tetrahydro &-mathyl-2H:pyran-2-yljoxyl-g-ethyl-

-2,3,38,53,5b.6,9,10,11,12,13,14,16a,16b- tetradecahydro -14-methyl-1H-
as-indacenaf3,2- d]oxacyclododecm-? 15-dione and 2-[{B-deoxy-2,3.4-

- tri-O-miathyl-a-L-mannopyranosylosyl-13-{{5- damelh}dammo)letrehydre -G~
‘methy-2H-pyfan-2-ylloxy]-9-ethyl-2 3,35 8a 5b,6,9,10,11.12,13,14,163,16b-
tetradecahydio-4,14-dimethyl-1H- as—lndaceno[a 2- d]oxacyclododemn -7,
15-dione, respectivety.

indications: :
COMFORTIS kills fisas and is indicated forthe préventionand treatment of
ftea infestalians (Crendcephalides felis), for one monih, on cals and kittans
14 weeks of age and older and-4.1 pourids of body weight or greater.
Dosage and Administration:.

COMFORTIS is given orally once a month at ihe mirfimurn dosaga of-
22,5 mg/b {50 mg/kg).

Do 'not use the dosing schedute below when administering
COMFOHTIS to.dogs, es it can Tesult in-an overdosage,

Dosage Schedufs:

Body Weighit | Spinosad Per Tatlet{mg)] Tablets Administerad .

-4.31061bs 140 One

G.1t012bs 270 ] Ong
12:1'1024% bs 560 One

““Cats over 24 |bs should be administered the appropriate combination of
tablets. .

Administer COMFORTIS with food foi maximum effectivendss.
COMFORTIS {s a chewable tablet that ¢ b Sonsumed by cats when
offered by the owner just prior to or akter feeding. Altemanvely, COMFORTIS
may he offered in food or admiristerad like other tablet médications.
COMFORTIS should be adrinistered at monthly intervals. )

ifvorniting occurs within.an hour of administration, redose with another ful
dose. e dose istnissed, administer COMFORTIS with food and rasuméa
monthly-dosing schedule,

Treatment with COMFORTIS may begin arany time of the-year; preferably-
starting one rontf Before fleas bacome active and continuing manthly
through the end of flea season. In areds where ﬂeas arg-commeon.

J

yaar-found, monthly tréatment with COMFORTIS shouldcontinue the
entire yéar withoutintémuption,

To minimize e liketihood of flea reinfestalions, itis important to treal aft
arimals within a houssheld with ani- apprmrel:! fiea protection product
Contraindications:

Thera are no known' cqntralndieat_i_ons Iqr the _u__se-of_GOMF_OHTI_S.
Warnings:

Not for human use, Keep this dnd all drugs out of the reach'of ¢hifdren, |
Precautions:

Usz jiith caution with conconiltant extra-fabe! ise. of ivértriectin (see
ADVERSE REACTIONS).

The safe use of COMFORTIS in breeding, pregaant; or- Iaclatlng cats
has not been evaluated:.

Adverse Reactions:

Ina well-cantrdlied US field study, which inciuded a tofal of 211 cats.

(139 treated wilh COMFOHTIS and 72 treated with an active topical
control onice-a month for 3 treatmems) no sarious adverse reactions
were attributed to the administrafion of COMFORTS.

Over the 90-day study period. all observations of potential adverse,
reactions were fecorded. Reactions that sécurred at anincidénce = 1%
within any of the. 3 moriths of observations are. presented inthe fellewmg
1able. The: mosl frequen!!y repor‘led ‘adverse reaction in cats was vomiting.

Percentage of Cats [_.%) wi't_h Adverse Reactions

Manlh { Manth 2 Marth-3
COMFDRTIS | Activa | COMFORTIS | Active | COMPORTIS| Actve
(=139} | Topiedr (n=125} | Topical (012133 Tepical
Control | Conal -Gemtml
[3=72) . (ri=B%) (n=57]
Womiting 4.4 1.4 14.8 1.4 126 4.5
Lthangy- a8 0.0 a7 0.0 1.5 1.5-
Anoresia 22 0.0 1%} 0.i” 23 15
Weight Loss 14 a.0 o0 0.0 3.0 GX:)
Dianhea 1.4 1.4 a4y 249 23 15,

Over the 3-month (3-dose) study. vomltlng occurred on the day of orthe
day aiter at [east one.dose in 28, 1% (397139} of thia-cats treated with
COMFORTIS and'in 2.8% (2/72) of the cats treaied with ihe active
topital control. Three of the 139 cats freated with COMFORTIS vomited
ori the day of or the' day after all thred doses.

Two cats that received extra-label topical ofic ivermactin on Day -1 of the
field study. devaloped lethargy on Day 4 after COMFORTIS
administration on Day Q.

For technical assistance orte report suspected adverse drug events,
contact Elanco-US inc. at 1-868-545-5073, For additional mformatmn
about adversé drug experierice reporting for animal drugs, contact FBIA

.at 1-888-FDA ETS or http:/fwww.ida, gnw’An|malVetennary:'Safeh,rHeaIlh

Mode of Action:

The primiary target-of adtion:of GOMFORTIS in insacts i an activation
of nicotinic adetylsholine receptors (nAGhRs). Spinosad does not

‘interact with known binding sités of other nicotinic or GABA&rgic

insectlicides such ds neonicotinides, fiproles, milbemysins, avermecting,
and gyclodieries. insecis treated Wlth splnosad show involuntary muscle

contractions and trémars resulfing from activation of moter nedrons.

Prolonged: spmosad -indued hyperexcwatlon results in prostration, .
pardlysrs, and fiea death. THe selective toxicity of spindsad betweendnsects
and vertebrates may be conferred by ihe differentiaf sensmvﬂy oftheinsect
versus vertebrate nAGhRs. -

Effectiveness:

In a well-controlled Iaboratory study, COMFORTIS. began to kill{leas
30.minltes after administration and demonstrated 98% eh‘ectweness
within 4 hours. COMFORTIS-Kills fleas before they can Jayeggs:ina
separate well-controlled laboratory study, COMFORTIS dérmonstrated



100% effectiVensss on the first day following treatment and =90%
effectivencss on Day.30. o
If-a severe environmental infestation exists, fieas may pérsistfor &
period-of time aftér dose administration.Hue to thé emergence of adult
{leas o pupéae already iy'the environmant.
In afield study conducted in househdlds with existing flea infestations;
llea count reductions-of 97.5% were observed one monih after the first,
treatment and 99,3% after ihree monthly ireatments with COMFORTIS.
Cats with pre-existing signs of flea allergy-dermatitis showed improvement
inerythema, papules, scaling, alopecia, dermatitis/pyodermatitis, and
prurltus as a direct result of eliminating the fleas. -
Animal Safety:
fn.a margin of safety study, COMFORTIS was adntinistered orally Yo
14-week-old kittens at 1X, 3X, and 5X the upper Half {75 — 100-mg/kg)
of the therapeutic dose band for six monthly dosing intetvals 28 days
apart. Vomiting was observed across all groups, but'was seen with
greater frequéncy in cats in1he treated groups; it dig not increase with
.incréasing doses. Loose stool was observed in all But the 3X tréatmgnt
grolip, Food consumption was decréased in the 5X female cats.
COMFORTIS was riot associated with clinicafly significant changés Ir
hematelogy, clinical chemistey, coaguiaticn, ar trinalysis parameters.
Cats-administered COMFORTIS once monthly tor 8 months in the 3X.
and 5X dose groups demonstrated cytoplasmic vacuolation, consistent-
with phosphalipidosis, inthediver, lung, and adrenal gland. The tong
term effects of phosphclipidosis are unkaown. The adminisiration-of-
COMFORTIS was Aot asseciated with any clinically significant, gross.
necropsy-or fistopaiholegical changes,
e a well-cantrolied field study, COMFQORTIS was administered-saiely i’
conjunction with ofher friguently used vetefinary products, including
tapeworm-anthelmintics, antibistics, and an approved hearbworm
prevéntative ¢ontaining ivermectin. Hematology and elinical chemistry -
values were comparad pre- and post-study and wera unremarkable.
Storage Information:
‘Store at 2040 25°C (68 to 77'F}, excursions permitied betwaen 15 1o'30°C
B9l8eF. : :
How Supplied;
COMFORTIS is dvailable in thres tablet sizes forf use incats: 140,
270 or 560 g. Each tablet size is available in color-coded packages:

-of & tablets.

1.9 ™ |
COMFORTIS™-Dogs
(spinosad)
Chiewable Tablets
For information on cats, see reverse side. )
Caution: Federal {USA) law restricts this dng to use by or on the order of 3

licansed veterinarian,

Description:

COMFORTIS {spinosadj is available in five sizes of chewable favored tablets for.ora)
administration o dogs and puppies according o ielr weight. Each chewable tablet
15 formulaled to ploinde a minimurn spingsad dosags of 13.5 mgih (30 mikgl.

-Spingsad i5'a member of the spinosyns class of insechicides, which are

‘non-anlibacterial feracyelic macrolides. Spinosad contains fwo major factors,
gpinogyn A-and spinosyn D, dérived from.the naturally occuring bactanium, -
Saccharopolyspora spinosa. Spinosyn A and spinosyn D have the chemical
compositions 2-{8-deoxy-2,3,4--O-methyl-o-L-mannopyranosyljoxy]-13- .

‘[[S~dimetylamino)-tetrahydro-8-methyl-2H-pyran-S-loxyl-9-etind-2,3,3a.5a.55,6,9,

10,11,12,13,14, 162, 160-lelradecahydro- 14 methyl-1 H-as-indacen[3,2-d) .
oxacyclododecing?, 15-dione and 2-{{B-detwy-2,3 4-In-O-methyl-a-L-mannopyranosyl)
oxyl-13-f5-dimethylarminottraby 2H-mran-2-yl|owyl:9-elhyk2,3,3a,5a,5h,

69,10,11,12,13,14,16a, J6b-tetradacahydro-4;14-gimethyl- 1H-as-Indacenof3,2-d]

oxacyclododecin-?,15-dione, respectively,

Indications: )

COMFORTIS kills Heas and fs indicated for he prevention and lreatment i flea
infestations {Crenocephafides féfis} for one manth, ori dogé and puppies-14 weeks of
agerand older and 5.0 poinds 0f body weight or greater.

Daosage and Admiinistration: '

COMFORTIS.is given arafly onge A moniit, &t the recommended miinirmym dosage
of 13.5 mgth (3¢ mgfkg). L o ) o
Do not use the dasing schedule below when administering COMFGRTIS to

‘¢ats, as it can result in ah underdosage.

Dosage Scheduls;
Bogy Weight Spinosad Per Tablet {mg) Tablats Administered
5in10lhs 140 One
1kito20ibs 270 Oneg
200110 40 ibs. 560 Orie’
4011060 s 810 Die.
6011 120%bs 16820 Ong

* Dogs over 120'1bs should be.administered the' appropriate combinalion of lablets:
-Administer COMFORTIS with foed for maximum eflectivensss. ’
COMFORTIS is & chewable tablet arid is readily oonsumer by dogs-whan offered
by the ownat just por te feéding. Alternatively, COMFORTIS may be offsred in
food or.administered iike olhér lablet medications. COMFORTIS should he
administered at mondhly intervals. )

It vomiting occurs withir an hour of administration, redose willvanother full dose.
If 2 dose 3 missed, administer COMFORTIS with foed and résume-a menthly
dosing schedule, ] )

Treatrment with COMFORTIS may begin at any time of the year, preferably stating
one month befora fleas become active and continuirg monthly through the end of
flea season, In arcas where fleas aré common year-round, monthly reatment with:
COMFORTIS should continue the entiié yaar without inferruption.” )

To minimize the fikelihood of llea reinfestation, itis important fo treat alf animals
within & housefiatd with an approved figa protection product.”
Contraindicatlons; - o ) ]

There are no known conlraindications for the use of COMFORTIS.

Wamings: )

Mot for human use. Keep this and all drugs out of the reach of children.

Serious adverse reaclions havwe beenreported following éoncomitantaxtra-tabel se of
nerviectin with COMFORTIS {see POST AFFROVAL EXPERIENCE). ’
Frecautions:

COMFORTIS Is for use in dogs and pupples 14 weeks of age and older {see
ANIMAL SAFETY). - . o
Usa with caution in‘breeding females {ses ANIMAL SAFETY). Use wilk caution in
dbys w]tf&[f_re-exist_mg epitepsy (see- ADVERSE REACTIONS). The safé use of
COMFCRTIS in breading males has not been-evaluated.

Advarse Reactlons: o . .

in'a well-controllzd US field study, which included a total of 470 doge {330 dogs
treated with COMFORTIS and 140 dogs treated with an active contral), nosefious



adversa regctions wers.observed with GOMFORTIS. Al reactions were regarded
asrmild and did ot résult in any tug béing [ernu‘-_’edllmm the'study.

“Ower the 90-day study period, all observations of potential adverse reactions were.
‘recorded. Reactions that. ocourred at an incidenie > 1% within any of the 3 moitiis,
of obiservation are pesented in the following table, The most frequéntly reporteid
“adverse reactionin dogs in the COMFORTIS and active confrol groups was
varniting. The occurence of vomiling, mosl commaonly williin 48 kours alter
treatment, decreased with repeated doses of COMFORTIS.

Percentage of Dags (%) with Adverse Reactions.

Manih 1 Monin 2 .Month 3

"COMFORTIS | Acthe | COMECHTS | Acwe | COMFORIES | Ak

Chineble Tahiets | Topeal Comm{ Chewzhia Taotos! Tepus: Conirmi | Sheviabs Teles| Topicat Coro!

TINS3I0Y C{ {N=13% §(N=282) _Trﬁma} N=ZEN | (pet2m)

Varmiirg [ 22 i) 3 58 38
Tecrpased Appoee| 6 ar 3R T3 18 ‘08
Lethamy 7.6. 5.0 35 40 1.2 (LA
 FDarea 5] 50 43 . he 12 0
Coigh 38 A0 X4 24 [He) 1
Peiyedpsia 24 14 7 a8 0.4 4
Nocairhon . 1.6 L i 4 o0 5 {1
Uncreaded Apelita 1.8 [iT1] [X] . b8 4 4
| Eritera LE 0 04 an 03 00
Hm_enamw 12 14 iy 0L 4 i)
Loirosne Softuabon | 12 i{ig i1 LT g 00

A This number {n=138) is less than the total number of.dogsin the safety population
“for the active control grou (n=140} betause cne don joined the study late and was’
‘bnly dosed af Month 3. ’

In VS and European figld studieg, no dogs expénsnced séizurds when dosad with

COMFORTIS at the therapeutic dose range of 13.5-27:3 mgflb [30-60 _mgékdg%,

including 4 dogs with pre-existing epilepsy. Fourepileptic dogs that received higher

“fan thée maximum récomiended dose of 27.3 mylb (60 mgﬂ«%} experienced at
least one seizure within the week following the second doss of COMFORTS, but
no seiztiras following the first and third doses, The galse. of the setiures obéerved
in the field studiss could nat be determined.,

Post Appraval Experience {June 2009}; B

The tollowing adverse reactiohs are tiased on post-approval adverse deig evenl -

‘repentiig. The adverse réactlions are fisled n decreasing order of frequency:
vormiiting, depress_fbnﬂeh‘larg}{ anorexta, ataxia, diamhes, prunius, trembling,

hypersalivation and seizures. oo ) . .

Foliowing concomilant exira-labe! use ot ivetmectin with COMFORTIS, some dogs
have experienced the fdllowing Slinical signs: iremibling/twitching, salfvation/
droofing. selzures, étaxia, mydnasis, blindness and disorieniafion. :

Post approval experence confinues to supporl te saféty of COMFORTIS when tised

conctimently with heartworm preventatives acoording 1o label direetions.

For tectinical asgistance ar n report suspecled adverse drug evenls; coritact

Efarico US Inc. at 1-888-545-597 3, For additional information about adverse drug

-experience reporting for animat drugs, contact FDA at 1-888-FOAVETS or

bt fda,gowAnimalVeteriniarySafetyHealth
"Mode of Action; N . .

The primary targel of action of COMFORTLS in insects is an dctivatioi of nicolinic:
<acetylehioling recepittns (NAChHS). Spinosad doés notintéract with knows insecticidal
.binding sites of ofher nicotinic of GABAergic inseckicides such as neonicolingids,
figroles; mibernyeins, avemecting; and cycindienas: insects ireated with spinosad
“show involurtary muscle cortractions and tremars resulting from activation of motar
heurons, Projgnged spinpsad-induced hypergwcifation restlls in prostration; paralysis,
-ani flea death, The selective toxicity of spinosad between insects and vertebrates
ray bie confered by (he diferenlial Sensitivity of the insect versus vertebrate nACKRS,

Effectivenass: ] o ]

‘I a well-controlled laboratory study, COMFORTIS kegan 10 kill feas 30 minutes
“after administration and demonstrated 100% eflectivaness within 4 hours:

COMFORTIS kit fleas before they can fay eggs. |f a severe ervironmental infestation

exists, fleas may persist for & pered of ime afler dose administration-due tothe

emergence of adult Reas from pupas already in the envitonmeni. In field studies.
conduclad in havsehalds with existing flea infagtations of varying severily, flea
reductions of 98.0% to 99.8% werg.obseried over the course of 3 monthly
freatments with COMFORTIS. Dogs with signs of flea allergy dexmalitis showed:

improvernant in erylhéng{papules; _sCal_in%, alopecia, dematitis/pyodermaliis and
pruritus as & direct result of eliminating the fleas. '
Animal Safety: -

COMFORTIS was lested in pure and mixed breeds éf healthy dogs in
well-confrolied climcat and leboratory studies: Mo dogs were.withcrawn from the:
frefd studies due lo trealment-related adverse reaclions.,

“trademarks owned o licenssd by .
Ellilly and Company, its subsidiasies or affiliates.

In-a-dose tnlefatee study, COMFORTIS was administered orally to-adiilt Beagle
dogs ataverage doses of up o100 mgkg onee daily for 10 consecutive days

{167 times the makimUim recomimended monthly dose): Vomiting was seenin

5 of &' meated dags during e first 6 days of treatment, usually within 2.5 hours of
dosing. Treated females lost weight early in the reatment period, but their weighits
were similai i contral dogs by the end of the 24-day stidy, COMFORTIS was not:
associated witt any clinically significant changes in hematology, blood toagulation

“or utindlysls parametears: however, il elevations in ALT occlimed in all dogs freated

with COMFORTIS. By day 24, ALT values had fetuimed to néar baseling lavels,
Phosphafipidosis fvacuolalion] of the ymphoid tissue was seenin all dogs tréated
with COMFQRTIS, the fong-term effect of which ara unknown.

I & margin of safety study, COMFORTIS was adminislered orally 1o 6-week-old
Beagle plppies at avatage doses of 1.5, 4.4, and 7.4 times the maximum
recommended dose at 28-day intervals over a B-maonth period. Vomiting was
chserved agross-alf groups, incliding the contral. Increased vomifingwas
observed at elevated doses, usually within 1 houriglldwing adminisiration, Vomiting .
at all dodes decreased over time and stabilized when puppies ware 14 waeks of

-age. The average daily and tolal weight gains of freated dogs were smaller than

conlrol dogs and were dose dependent. COMFORTES was not associated with
clinically sigrificant changes in hématology, thnical chemistry, coagtation or
urinalysts parameters: Phospholipidosis?racuolaﬁon} of ihe lymphaid lissue was

“s@en I spme dogs in the 4:4X group and all dogs in the 7.4% gFrcup,The lerig ferm

affacts of phasphalipidasis ans unknown, Treatment with COMFORTIS waé not
associated with any other clinically significant adverse clinical ebservations, gmss
necropsy or histopatholdiical changes. ) _

Inva repeétlclive safety study, GOMFORTIS was administered orally to female
Beagles af 1.3 and 4.4 imes the'maximum fecommiended therapaulic. dose every
26 days prio: fo mating, durihg gestation, ahd during a six-week [actation period. No
trealment-related advarse effects were nated for conception rates inthe dams, or for
mortality, body temparature, necropsy, or histopathology findings forthe ddms of -
pupples. One dam fom each treatment groun experienced early pregnancy foss and
ane additienal high dose dam aborted late term. The frealed dams dxperienced.
more vermiting; especially at one hour past-tose, than the Confrol daris. Puppies
from dams freated at 1.3 imes the maximum recommended therapeutic doss had:

lower bady weights than puppies frami confrol dams, Althaigh pu ?py mortality

between freated and contro! dams was nof difierent, the pupples ffom the iréated
dams experisnced more lathiargy {4.4X graug anly), dehydralion, weakniess and felt

.cold w0 the touch {4.4X group ony} than puppies from control daims.

A piler study without 8 control group was canducted lo.analyza milk from threg
factating dogs treated with an experimental formutation of spindsad at1.5 timas the-
rhaxifum recommentded dose administered at day 28 of gesiation and'24.hatirs
prior 1o pariurition. The data demonstrated that spinasyns wers excreted in (e milk
of these dogs. Mariality anid morbidity wers greatest in pupgies from tHe dam with.
the highest spinasyhs lavel inmilk, The spincsad milk: reference plasma expoiure:
ratio Calcutated from this study ranged from2.2 o 3.5. o o

In wel-cortrolled field studies, COMFORTIS was administerad safely in
cenjunciion wilh other freqtiently-used veterinary products; such as vaccines,

anlhelmintics, antibigtics, stercids; llea and dick dontrol producls, anaslhiatics,

N3ADS, antibislamings, altemativé/herbal remedies, shampoos, and presception
diets. Changes in hematology. clinical chemistry and urnalysis valugs were

-comparad pre- and post-siudy and wisre Uinfemarkalble.
_Storage information: )

Store a:20-25°C {88 -77°F), excursions penmitted between 15 t0°30°C (59 1o 86°F).
How Supplied: ) o
COMFORTIS is gvatlatiein five tablet sizes for use in.dogs: 140, 270, 560,810 or
1620 mg..Each lablet size is available in color-coded packages of 6tatilets.
NADA #141-277, Approved by the FDA T '
Manufadtired for: ’

Efanco US Inc.

‘Greenfield, N 46140

www.comortis.con
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