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Dcar Doctor:

This letter is to provide another update of our field expericnces with Prolleart” 6 (imoxidectin)
as we pass the two vear anniversary of its launch, and some label additions being made to
reflect some of thes experiences, as noted below. We trust that this information will be uscful
and encourage you to call our Professional Services departiment if you have any additional
questions after reviewing this material,

There are two additions 1o the Proleart 6 label that have cither been made, or are in the
process of being mnde. The first was the label change regarding use of Prolleart 6 in
heartworm-positive dogs. Briefly, the changes were made in response o a low number of
heartworme-positive dogs that experienced coughing or cardiopulimonary signs afier receiving
ProHeart 6. The pre-approval clinical studies did not identify any such reactions prior to
rclease, and many heartworm-positive dogs have received Prolieart 6 without side effects.
However, based on reports received on a low number of heartworm-positive dogs, Fort Dodge,
in conjunction with the Center for Veterinary Medicine, made the following changes:

Under the heading “Post Approval Experience,” the following statement was added:

“Cardiopulmonary signs such as coughing and dyspnea may occur in heartworm-positive dogs
treated with Prolleart 6.

Additional labeling changes made under the “Precautions” section of the package insert and
printed cartons in conjunction with this statement included:

1. Removal of the statement “At the discretion of the veterinarian” before the sentence
“Infected dogs should be treated o remove adult heartworms.”

o

The following statement was deleted “No adverse reactions were observed in dogs
with patent heartworm infections when ProHeart 6 was administered at three times
the labeled dose. Higher doses were not tested.” (A similar statement was alrcady
present in the Animal Safety section, and this statement was left unchanged.)

The sccond label change is the recent decision (o add a stutement regarding the rare occurrence
of death in a low pamber of dogs treated with ProHeart 6. Death has been reported in approxi-
mately 0.0025 pereent of the doses sold into veterinary clinics. Some of the reports are associ-
ated with severe aliergic events, while others appear to be multifactorial in nature. Some are
linked to factors not associated with product use.

We continue to investigate all reports as fully as possible. 1f and when further information
becomes available that has clinical implications on product use, we will advise the veterinary
community accordingly.



With regard to the label change, the following new statement, “and rarc reports of death”™
has been added to the “Post-Approval Experience™ scction under the heading “ADVERSE
REACTIONS.” The full “Post-Approval Experience” section now reads:

Post-Approval Experience: Although not all adverse events are reported, the following
reactions are based on voluntary post-approval drug experience reporting: anaphylaxis/toid
reactions, depression/lcthargy, urticaria, head/facial edema, and rare reports of death.
Anaphylactic and anaphylactoid reactions should be treated immediately with the same
measures used to treat hypersensitivity reactions to vaccines and other injectabie products.
Cardiopulmonary signs such as coughing and dyspnea may occur in heartworm-positive
dogs treated with Prolleart 6.

This revised “Post-Approval Experience” statement will replace the current wording, which
appears in the ProHeart 6 package insert and an all approved Protleart 6 printed outer boxes.

In vrder to help educaie your clients on both the benefits and potential side effects associated
with ProHeart™ 6 (moxidectin), Fort Dodge Animal Health has prepared a client information
shect which contains questions and answers about use of the product, and includes the prod-
uct insert on the reverse side. An example copy is attached for your reference. Additional
quantities will be available to you through your Fort Dodge representative and the sheet will
soon be posted on our websites for both veterinarians and clients to download and print.

Thank you for your attention to this important information. We feel it is essential to provide
you with timely updates on the use of this product. Millions of doses of Prollecart 6 continue
to be used safely, and we trust that this reflects your on-going experience, as well. We con-
tinue our monitoring activities and will provide any pertinent updates on Prolieart 6 as they
become available. Plcase feel free to contact one of our Professional Services veterinarians
at the number listed above if you have additional questions or concerns regarding any of this
information.

Sincerely,

/fézﬁ A MWL

Stephen A. Connell, DVM
Vice President,

Professional and Technical Services



Client Information about ProHeart® 6 (moxidectin)

ProHeart 6 (pronounced “Pro-hart” “six")
Generic name: moxidectin {(“mox-ee-deck-tin")

This summary contains important information about ProHeart 6. You should read this information before your
veterinarian administers ProHeart 6 to your dog and review it each time your dog is retreated. This sheet is
provided only as a summary and does not take the place of instructions from your veterinarian. Taik to your
veterinarian if you do not understand any of this information or if you want to know more about ProHeart 6.

What is ProHeart 6?

ProHeart 6 is an injectable parasiticide that is used in dogs six months of age and older to prevent heartworm
disease and treat common hookworm infections.

Wkhy has my veterinarian prezcribed ProHeart 6?

ProHeart 6 has been prescribed by your veterinarian to treat or prevent the following parasites in your dog:
* Continuous prevention of heartworm disease for six months (Dirofilaria immitis)
s Treatment of common hookworm infections (Ancylostoma caninum and Uncinaria stenocephala)

What should I discuss with my veterinarian before ProHeart 6 is prescribed?

Your veterinarian is your best resource for recommending appropriate medications for your pet. It is important t
discuss your dog’s health history with your veterinarian so he/she can decide if ProHeart 6 is right for your pet.

Which dogs should not be treated with ProHeart 6?

ProHeart 6 should be used with caution in sick, debilitated and underweight animals. Dogs should be tested for
heartworm disease prior to being treated with ProHeart 6. If your dog tests positive for adult heartworms your
veterinarian should treat the infection with an appropriate medication before administering ProHeart 6.

What are the possible side effects of ProHeart 6?

Like most medicines, side effects following ProHeart 6 administration have occasionally been reported. These
can include (but are not limited to) allergic responses, lethargy (sluggishness), seizures, vomiting and diarrhea,
itching at the injection site, fever and, in rare instances, death. If you have additional questions about potential
side effects, talk to your veterinarian.

Can ProHeart 6 be given with other medicines?

in weil-controlied clinical studies, Pro:ieart 6 was used safely in dogs receiving other veterinary products such as
vaccines, anthelmintics, antiparasitics, antibiotics, analgesics, steroids, non-steroidal anti-inflammatory drugs
{(NSAIDs), anesthetics, and flea control products. Tell your veterinarian about all medicines you have given your
dog in the past, and any medicines that you are planning to use with ProHeart 6.

How long will ProHeart 6 remain in the body?

Several studies have shown that by the end of the six-month treatment period, the amount of ProHeart 6

remaining in the body is too small to measure. An additional study demonstrated that after four consecutive
treatments there was no accumulation of ProHeart 6 over time.

What else should I know about ProHeart 6?

This sheet provides a summary of information about ProHeart 6. If you have any questions or concerns about
ProHeart 6, talk to your veterinarian. Read the package insert for more information. To obtain additional infor-
mation visit the website at www.proheart6.com, or call 1-800-685-5656.



Pr OHe art®6 Sustained Release [njectable for Dogs

(moxidectin)

CAUTION
Federal (U.S.A.} faw restricts this drug 1o use by or on the order of a
ticensed veterinaran

DESCRIPTION
ProHeart 6 {moxidectin) Sustamed Release Injectable consists of iwo
separate viais. Vial 1 idectin sterile microsp and

Vial 2 contains a specifically lormulated sterile vehicle for constitution
with Vial 1. Ne other diluent should be used. A clear or transiucent
appearance of the vehicle is normal. Each mt of constituted drug product
contains 3.5 Mg moxidectin, 3.1% glycery! tristearate, 2.4% hydroxy-
propyl methylcellulose, 0.87% sodium chlorde, 0. 17% melhylpalaben

0.02% propylp and 0.001% butytated hyd Hy
acid is used to adjust pH.
PRARMACOLOGY

Moxidectin is a semi-synthetic methoxime derivative of tin which
is a fermentation product of Streptomyces cyaneogriseus subsp Aon-
cyanopenus. Moxidectin is a pentacyclic 16 bered lactone ide.

HUMAN WARNINGS

Not lor human use. Keep this and all drugs out of the reach of children.
May be stightly kritating lo the eyes. May cause slight irritation 10 the
upper respiralory tract if inhaled. May be harmful if swallowed. it contact
with the eyes occurs, rinse thoroughly with water for 15 minutes and
seek medical attention immediately. If accidental ingestion occurs, contact
a Poison Control Center or a physician immediately. The matesial safety
data sheet (MSDS) contains more detailed occupationat safety infermation.

PRECAUTIONS
tsa with caution In sick, debilitated or underweipht anknats (sae SAFETY).

ProHeart 6 should not be used more trequently than every 6 months.

The safety and effectiveness of ProHean 6 has Aot been evatuated in
dogs less than 6 months of age.

Prior to administration of Pratfeart 6, dogs should be tested for existing

Moxidectin has activity resulting in paralysis and death of affected parasites.
The stage of the canine hearlwore atlected at the recommended dose
rate of 0.17 mg moxidectin/kg body waight is the tissue tarvat stage.
The tarvat ard atutt stages of the canine hookworms, Ancylostoma
caninum and Uncinana stenocephala, are susceptible.

Following injection with PraHeart 6, peak mexidectin bloed levels will
be observed approximately 7-14 days atter treatment. At the end of the
six month dosing interval, residual drug concentrations are negligibte.
Accorgingly, little of po drug aceumulation is expecied to occur with
repeated administrations.

INDICATIONS
ProHean 6 is indicated for use in dogs six months of age and older for
the prevention of heartwozm disease caused by Dirofilaria immilis.

ProHeart § is indicated for the treatment of exisung farval and aduit hook-
worm {Ancylostoma caninum and Uncinaria stenocephala) infections.

DOSAGE AND ADMINISTRATION

Frequency of Treatment: ProHeart 6 prevents infection by D. immitis
for six months. It should be administered within one month of the dog's
first exposure 10 qui Foilow-up may be given every
six months if the dog has continued eto q When
replacing another heartworm preventive product, ProHearst 6 should

be given within one month of the fast dase of the former medication.

ProHeart 6 eliminates the larval and aduit stages of A. caninum and

U. stenocephata present at the time of treatment. However, persistent
effectiveness has not been eslablished for this indication. Re-infection
with A. caninum and U. stenocephala inay occur sooner than 6 moaths.

Dase: The reconunended subcutaneous dose is 0.05 mL of the constituted
suspension/kg body weight (0.0227 mlAb ). This amount of suspension
wilt provide 0.17 mg moxidectinvkg bodyweight (8.0773 mg/b ). To
ensure accusate dosing, calculate each dose based on the doos wengm
at the time of Do not overd puppies in

of their expected adult weight. The lollowmg dosaoe chart may be used
as a guide.

DOSAGE CHART
Dog ¥4\, Dosa Vetume Don Wt Dose Yolume
b kg mifog b ks miMosy
1" 5 0.25 77 35 1.75
22 10 050 88 40 200
33 15 0.7% 99 45 225
44 20 1.00 110 50 2.50
56 25 1.25 121 55 275
66 30 1.50 132 60 3.00
i Tech The two-part d release p must

De mixed at feast 30 minutes prior to the intended time of use (See
CONSTITUTION PROCEDURES for initial mixing instructions). Once
constituted, swirl the bottle gently before every use to vniformiy
re-suspend the microspheres. Withdraw 0.05 mb of suspension/kg
body weight into an appropristely sized syringe fitted with an 18G

or 20G hypodermic needle Dose promptly after drawing into dosing
synnge. it administration is delayed, gently roll the dosing syringe prios
10 ion to maipain a uniform ion and accurate dosing.

Using aseptic technique. inject the product subcutaneously in the left
ar right side of the dorsum of the neck cranial to the scapulz. No more
than 3 mL should be administered in a single site. The Jocation(s) ot
each injection {left ot right side) should be nated so that prior injection
siles can be «dentified and the next injection can be administered on the
appasite side.

CONTRAINDICATIONS

ProHeart 615 ¢
sensitive fo this diug.

icated in animal

previously found to be hyper-

hearty infections. Infected dogs shauld be {reated to remove adult
heartworms. ProHeart 6 is not effective aganst adult D. immitis and,
while the number of cisculating miczofilariae may decrease tollowing
{reatment, ProHearnt 6 s not effective for micvofilariae clearance.

ADVERSE REACTIONS

In field studies, the folowing adverse reattions were observed in
approximately 1 % of 280 dogs teated. with ProHeart 6: vomiting,
diarrhea, fistlessness, weight loss, sei injection site prurit
and elevated body temperaiure.

Post- Appmval Expenencoy Almough not all adverse reactions are
are-based on Y post- apptavat
druo xpers rapormo phylaxishoid b
lemarqy urticaria, head/facial edema, and race reports of daam
Anaphylactic and anaphylacloid reactions should be treated immediately
with the same imeasures used 1o ireat hypersensitivily reactions to vaccines
and other injectable products. Cardioputmonary signs such as coughing
and dyspnea may occur in heartworm-positive dogs treated with
ProHeart 6.

To report suspected adverse reactions or to obtain technical assistance.
call (800) 533-8536.

ANIMAL SAFETY
General Safely. ProHeart 6 has been sately administered 1o a wide variety
of healthy dogs six months of age and older, including a wide variety of
breeds, pregnant and lactating females, breeding males, and ivermectin-
sensitive collies. Hawever, in clinical studies, two geriatric dogs with a
history of weight loss after the initial ProHeart 6 injection died within a
month of the second 6 month injection. A third dog who was undes-
weight for its age and breed and who had a history af congenital protdems
peri tethargy following the inltiat injection of Proteart 6. The
dog never recovered and died 3 months later (ses PRECAUTIONS).

ProHearl 6 adininistered at 3 times the recommended dose in dogs
with patent heartworm infections and up to 5 times ihe recommended
dose in ivermectin-sensitive collies did not cause any adverse reactions.
ProHeart 6 administered at 3 times the recommanded dose did not
adversely effect the reproductive performance of malg or femaie dogs.
ProHeart & administered up 10 5 times the recommended dose in 7-8
month okt puppies did not cause any systemic adverse effects.

In well contratled ctinical field studies, PmHean 6 was sately used in
conjunction with a variety of yp 0

anthelmintics, antiparasitics, antibiotics, ics, steroids, non- .
anti-inflammatory drugs (NSAIDs), mesmetm and flea control products.

Site Inj site observations were recorded during
efiectiveness and safety studies. tn clinicat studies, ProHeart 6 was
administered al six-month intervals to client-owned dogs under field
conditions. There were no reports of injection site reactions in these
field shuties and evaksations of the injection sites reveated no abnormalities.

In a laboralory safety study, ProHeart 6 was administered at t, 3 and

5 times the recommended dose to 7-8 month old puppies. Injection
sites were clipped to facilitate observation. Siight swelling/edema at the
injection site was ebserved in some dogs from all treated groups. These
injection site reactions appeared as quickly as 8 hours post injection and
fasted up 1o 3 weeks. A three-year repeated injection study was conducted
to evaluate the safely of up to 6 injeclions of ProHeart 6 administered
at the recommended dose (0 17 mglku) every 6 months. Mild erythema
and desp kening were seen in dogs that
received four injections in the same area on the neck and in one dog
that received two injections in the same area on the neck. Micro-scopic
evaluation on the injection sites from all dogs 6 months after the last
injection consistently showed mild g panniculitis with
microvacuotation. The only adverse reaction seen that was nol related
to the injection site was weight loss in one dog.

Some dogs treated with ProHeart 6 in laberatory effectiveness studies
developed transient, locatized inflammatory injection site reactions.
These injeclion site reactions were visible grossly for up to 3 weeks
aftes injection. Hislologicatty, weil-defined granulomas were observed
in some dogs al approxi y 5 ths atter injecti

CONSTITUTION PROCEDURES
The two-part ProHeart 6 product must be mixed at least 30 minutes
prior to the intended time of use.

items needed (o constitute PsoMeart 6.

= Microspheres {vial 1) « Enclosed vent needie (25G)
« Sterila 20 mt. syringe for transter  » Transfer needle (18G or 20G;
* Vehicle (vial 2)
Canstitution of the 20 mlL vial product.
1. Shake the microsphers vial to break 1
any aggregaies prior to constitution.
2. Using an 18G or 20G nesdie and stert
sytinge withdraw 17.0 mb of the uniqu
vehicte from the vial. There is mors
vehicle supplied than the 17.0 mL
taquired.
3. tnsed the enclosed 25G vent needie
2 into the microsphere vial

4. Slowly transfer the vehicle into the

microsphers vial ihTough the stopper
2 using the transter neadle and syringe
- 5. Once the vehicle has been added,

-femove the vent and transter needies
from the microsphere vial. Discard’
unused vehicle and necdles

6. Shake the microsphere vial vigorously
unti) a thoroughly mixed suspension it
produced.

~

Record the time and date of mixing on
the microsphere vial.

8. ANow suspension to stand for at ieast
30 10 allow large air bubbles
(o dissipate.

9. Belore Svery use, genlly swirl the mixture to achieve uniform
The and vehicie will gradually separate

on standing.

10. Use a 1 mL or 3 mt syringe and an 186G or 20G needie tor dosing
Doss promplly after drawing into dosing syringe. i administration
is delayed, gently roll the doslnq sytinge grior to injection to
maintain a unif ana dosing.

11. Refsigy the unused product. The constituted product rematns
stable for 4 weeks in a relrigecator. Avoid direct sunkght

STORAGE INFORMATION

Store the unconstituted product at or below 25°C (77°F). Do not
expase to fight tor extended periods of time. After constitution, the
product is stable for 4 weeks stored under refrigeration at 2° to 8°C
(36° to 46°F).

HOW SUPPLIED

ProHeart 6 is available in the following two package sizes.
1. 5-Pack

NDC 0856-3670-25 - 20 mi. vial product:

5-10% idectin stsrile mi - 598 mmg/vial

S - Sterile vehicie - 17 miiviat

2. 10-Pack

NOC 0856-3670-29 - 20 L vial product.

10 - 10% idactin sterile microsp - 598 mo/vial

10 - Sterile vehicle - 17 mUivial

For customer service, product information ot 1o oblain a copy of the
MSDS, cail (800) 685-5656.

U.S. Patent Na. 4,916.154 and 6,340,671

Faort Dodge Aniimal Health
Fort Dodge, lowa 50501 USA
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