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EXECUTIVE SUMMARY

The purpose of this Risk Minimization Action Plan (RiskMAP) is to manage the re-introduction
of ProHeart 6 to ensure safe, appropriate use to achieve maximum benefits of heartworm

prevention while minimizing risk to dogs.

In 2004, at the request of the U.S. Food and Drug Administration Center for Veterinary Medicine
(CVM), Fort Dodge Animal Health (FDAH) instituted a voluntary recall of ProHeart 6. CVM
expressed concerns regarding reports of serious adverse events in dogs following use of
ProHeart 6. Signals of concern to CVM included anaphylaxis, liver disease, autormmune
hemolytic disease, convulsions and death.

In response to the Agency’s concerns, FDAH conducted studies to further evaluate the safety
profile of ProHeart 6. These studies included additional toxicologic and pharmacologic
evaluations which suggested the potential allergenic nature of some ProHeart 6 residual solvents.
FDAH made changes in the manufacturing process. In the following years there was a decline in
the suspected adverse event rate in international markets. The results of the toxicologic studies
coupled with the low adverse event frequency in international markets has now led to a
restricted return of ProHeart 6 to the US market. In addition, FDAH will put into place a risk
minimization plan for ProHeart 6 for the first 12 months of the product’s return.

By setting forth a proactive plan of risk minimization activities, the potential for harm associated
with use of ProHeart 6 can be reduced and the benefits of better protection extended to individual

dogs, as well as to canine populations in heartworm prevalent areas. The objectives of the
RiskMAP include:

Veterinarians:
e Provide the reasons for the recall and the new information that has resulted in the
restricted return to market.
e Describe the label changes and the reasons for them, including the restriction on

concurrent vaccination.

e Describe the requirements for enrollment in the ProHeart 6 prescribing program.
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Describe the need to restrict treatment to healthy dogs between the ages of 6 months and
7 years.

Describe the need to collect blood sample prior to treatment.

Understand the need for close monitoring of treated dogs for suspected adverse events
and for reporting these promptly to FDAH.

Provide owners with a client information sheet, answer owners’ questions, and obtain a
signed informed consent form before each animal is treated.

Dog Owners:

Provide the risks and benefits of ProHeart 6 through a Client Information Sheet.
Sign the Informed Consent Form.

Have open communication with the veterinarian about suspected adverse events.

Fort Dodge Animal Health:

Implement a comprehensive risk minimization program that communicates new label
information to veterinarians.

Implement education and registration requirements for veterinarians prior to purchase of
ProHeart 6.

Implement monthly electronic submission of all suspected adverse events to CVM as
reported to FDAH.

Identify and interpret possible trends in adverse event reporting and communicate to
CVM.

After implementation of the education and registration plan, FDAH will measure awareness of
the key messages of the program and knowledge of the conditions of use. Further details of the

plan to minimize risk may be found in the remainder of this document. Updates to the RiskMAP
will be discussed with CVM on a quarterly basis or as needed, and will include feedback

received from veterinarians. Adverse events will be reported to CVM monthly. Risk

minimization activities may be modified and alternative methods adopted based on discussions
with the CVM.
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1.0 BACKGROUND

In September 2004, at the request of the U.S. Food and Drug Administration Center for
Veterinary Medicine (CVM), Fort Dodge Animal Health (FDAH) instituted a voluntary
withdrawal of the sustained release heartworm preventive product ProHeart 6 from the U.S.
market. CVM expressed concerns about the safety of the product based on the number of
voluntarily reported adverse events since product introduction three years earlier.
A Scientific Advisory Panel (Veterinary Medicine Advisory Committee - VMAC) was convened
on January 31, 2005, to consider product safety information, and to vote on two questions:
e Based on the presentations and information provided is ProHeart 6 safe for use in dogs?
Yes or No.
e If there are remaining safety concerns with ProHeart 6, what additional avenues of
research could be explored to mitigate and/or prevent the adverse events?

Of the 15 voting members of the panel, 8 voted “no” and 7 voted “yes”for the demonstrated
safety of ProHeart 6 in dogs. The general consensus was that additional research was needed
before the product should return to the market.

FDAH has generated considerable additional data in the intervening time as requested by CVM
in the intervening time.

ProHeart 6 or similar products are marketed in other heartworm endemic areas, including
Europe, Australia and Japan.

Following the VMAC meeting, additional evaluations were conducted on the ProHeart 6
microsphere and vehicle components. These included evaluation of manufacturing changes and
the potential impact these changes made on the frequency of suspected adverse event rates over
time in major international markets.

1.1 Manufacturing Improvements

ProHeart 6 was approved for sale in the United States in June 2001 and commercialized in the
second half of that year. The product under different trade names was introduced in Europe and
Japan in 2002 under different trade names, and ProHeart SR-12, a similar product with a higher

dose of moxidectin giving longer protection, was introduced in Australia in the last quarter of
2000.
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The regulatory agencies in these countries have mandatory adverse event reporting procedures.
Initially FDAH received adverse event reports that demonstrated a low but consistent incidence
of allergic reactions from all these geographic areas. FDAH undertook extensive investigations
to try to determine whether any components of the product were more likely to be allergenic in
some dogs. While these investigations failed to identify any individual component as the
potential cause of such allergic reactions, FDAH decided in August of 2002, until further
research could be performed, to use only batches of moxidectin technical material (MTM) with
no detectable residual solvents in the manufacture of the microspheres of this product. From that
point forward, MTM with no detectable residual solvents was used exclusively. There was a
reduction in the number of reported adverse events in all countries following this change. In the
United States, the voluntary adverse event reporting rate fell from a peak of 5.2 per 10,000 doses
in 2002, to 2.3 per 10,000 doses the following year. The WHO classification of this adverse
event reporting rate in both instances is “Rare”. The product was voluntarily withdrawn from the
U.S. market at the request of the CVM in September 2004 before these new adverse event data
were available for complete analysis.

A second improvement to the raw ingredients was initiated in June 2005 for those ProHeart
products in the market when a change in the supplier of the hydroxypropylmethylcellulose
(HPMC) used in the vehicle was made. The HPMC supplied by both sources meets both USP
and EP compendial standards.

1.2  Immunotoxicology Study

In consultation with CVM and other immunotoxicology experts, a study was conducted in guinea
pigs to evaluate the potential immunogenicity of the residual solvent mixture at concentrations
many times higher than would occur in the product and the two sources of HPMC when
dissolved in the residual solvent mixture. The study design was for intradermal injection of the
test substances, scoring of erythema, and scoring and measurement of edema induced by each
test substance. The challenge with the residual solvent mixture consistently triggered responses,
both erythema and edema. This was evident at the first evaluation timepoint of 30 minutes after
injection, and was still evident at the last evaluation timepoint of 48 hours after injection. The
severity of reactions increased in a dose dependent manner with increased concentration of the
residual solvent solution. There was no apparent impact from the inclusion of HPMC from either
source.

6 Fort Dodge Animal Health



ProHeart® 6 RiskMAP
29 May 2008

A combination of the four residual solvents elicited an anaphylactoid response when
administered intradermally to guinea pigs. The findings of this study are relevant to the
interpretation of field observations in which a marked decrease in adverse event reports was seen
following the manufacturing improvement of using MTM with no detectable residual solvents.

1.3 International Experience with Safety

Major countries where heartworm is endemic and a serious health risk for dogs include
Australia, the Mediterranean regions of Europe and Japan. ProHeart 6, its equivalent
(GUARDIAN® SR, MOXIDEC® SR) or a similar product (ProHeart® SR-12) are marketed in all
of these regions. ProHeart SR-12 is three times the moxidectin dose of ProHeart 6 dose and
provides 12 months protection from heartworm infection. These products have established a
pattern of safe, effective use in dogs. The raw materials and manufacturing methods for these
products are the same as for ProHeart 6. The introduction of the sustained release products
occurred at different times and was determined by the regulatory approvals in each market:

e ProHeart SR-12 - Australia in October 2000

e MOXIDEC SR - Japan in September 2001

e GUARDIAN SR - Italy in January 2002, other Concerned Member States (Spain, Greece,

Portugal, France) in April/May 2003

The products have achieved substantial usage in all of these countries, with sales of more than 4
million doses in Australia, 3 million doses in Europe, and 2 million doses in Japan. The products
are the market leaders in both Australia and Europe with 51% and 42% market shares
respectively.

All of these countries have adverse event reporting systems. In each country, the incidence of

adverse events showed a decline in 2003 and 2004, regardless of the year or time of first

introduction. There was a further decrease in subsequent years, as depicted in the graph below.
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Figure 1-1: Progression of Adverse Events in Different Geographic Regions Over Time

In Australia, the adverse event reporting rate fell from a peak of 3.08 per 10,000 doses sold in
2001 (WHO classification “Rare”) to a rate of 0.66 per 10,000 by 2007 (WHO classification
“Very rare”). The same pattern was observed in other geographic areas - in Japan from 5.8 per
10,000 in 2002 to 0.55 per 10,000 in 2007, and in Europe from 2.5 per 10,000 in 2002 to 0.15
per 10,000 in 2007. The majority of reported adverse events were allergic in nature. In many
cases, the dogs received concurrent vaccinations, making the causality of the reactions unclear.
However, it is noted that the decreases in adverse event reporting incidence are coincident with

the manufacturing improvement.
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2.0 GOALS AND OBJECTIVES

2.1 Goals
The goal of this RiskMAP strategy is:

e Manage the re-introduction of ProHeart 6 to ensure safe, appropriate use, thus
maximizing benefits of heartworm protection, while minimizing risk to dogs;

2.2 Objectives
Fort Dodge Animal Health has developed a comprehensive program encompassing:
e A revised product label;
e A comprehensive educational program and communication plan;
e Distribution of the product restricted to veterinarians who have completed training;
e A robust pharmacovigilance system to monitor adverse events; and

e Frequent communication with CVM.

3.0 STRATEGY AND TOOLS

The comprehensive risk minimization program includes all of the following:

3.1 Revised Product Label

The product label is the cornerstone of risk minimization for all FDA-approved products. The
newly approved label, provided as Attachment 1, includes additional detailed instructions for

use, dosage and administration information, and precautions and warnings associated with the
product.

32 Comprehensive Educational Program and Communication Plan

3.2.1 Dear Doctor Letter

A “Dear Doctor” letter will be issued by FDAH announcing the return of ProHeart 6 to the U.S.
market and outlining FDAH’s education and training requirements for veterinarians to prescribe
ProHeart 6. This letter will also invite veterinarians to attend the education and training program
and provide instructions for participation. (Attachment 2)
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3.2.2 Web-based Training
Veterinarian completion of the Web-based training and registration is one of FDAH’s conditions
of access to ProHeart 6. This module is presented in Attachment 3, and includes:

e New information regarding the safety of ProHeart 6;

e Description of the revised ProHeart 6 label, and Client Information Sheet;

e Listing and description of the serious adverse events of concern to CVM. These are
death, anaphylaxis, convulsions, hepatopathy, immune-mediated anemias, immune-
mediated thrombocytopenia and weight loss;

e Conditions of ProHeart 6 use, including age eligibility, pre-existing health status,
collection of CBC/chemistry panel, RBC and platelet count prior to treatment, and
exclusion of concurrent vaccination;

e Requirement for enrollment in the ProHeart 6 prescribing program;

e Requirement to provide the Client Information Sheet to the pet owner, and to answer
questions;

e Requirement for a signed Informed Consent form by the pet owner, which will be
maintained in the pet’s medical record by the veterinarian; and

e Requirement to report all suspected adverse events to FDAH.

3.2.3 Client Information Sheet

In order for pet owners to have their dog treated with ProHeart 6, they will be informed of the
benefits and risks by reading the Client Information Sheet (Attachment 4), which includes
information about mode of action of sustained-release drugs, safety and efficacy information,
precautions, and potential adverse events in a user-friendly ‘questions and answers’ format.
FDAH will ensure a sufficient number of Client Information Sheets will be supplied when
product is delivered to registered veterinarians. Additionally, an electronic version will be
available for convenient download by veterinarians and pet owners.
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3.24 Informed Consent

Owners must read and sign the informed consent prior to administration of ProHeart 6.
(Attachment 5)

3.2.5 Informational Websites

Separate Websites for veterinarians and pet owners will be available as a communication and
education resource. These are http://www.ProHeartédvm.com and http://www.ProHeart6.com,
for veterinarians and owners, respectively. The home page of each of these Websites is provided
as Attachment 6.

3.2.6 Toll-Free Telephone Number
A toll-free number will be available for veterinarians. This will allow direct contact with the

FDAH Professional Services group both to provide a resource to answer questions and for
reporting suspected serious adverse events.

33 Restricted Distribution

To become an authorized user of ProHeart 6, veterinarians will have to register with FDAH
confirming they have read the new label, the conditions of use, the requirements to provide the
owner with the client information sheet and obtain signed informed consent, as well as FDAH’s
requirement to report adverse events.

3.4  Comprehensive Pharmacovigilance Program

FDAH has a comprehensive validated pharmacovigilance system for the collection, verification,
evaluation and reporting of adverse events it receives with the marketed use of its products. This
is in accordance with worldwide regulatory reporting requirements for drug safety. New safety
information is collected, reviewed and analyzed on an ongoing basis from multiple sources,
including spontaneous reports, reports from Health Authorities, and reports from published
literature. In this proactive manner, FDAH continually monitors the benefit/risk of all of its
marketed products.
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All adverse events are recorded through the validated PVWorks program, which is managed by
the FDAH Professional Services group. All adverse event reports, including ProHeart adverse
events, will be submitted to CVM by the FDAH Regulatory Affairs group in accordance with 21
CFR 514.80. Adverse events categorized as “serious, unexpected” will continue to be submitted
to CVM as 15-day alert reports. Certain adverse event reports will be subject to special reporting
processes, and will be reported as 15 day reports even though they are listed on the label. These
adverse events are: anaphylaxis, convulsions, immune mediated hemolytic anemia, immune
mediated thrombocytopenia, liver disease and death. Adverse events categorized as “periodic”
will be submitted in the annual Drug Experience Report. In addition to these statutory reporting
requirements, FDAH will provide completed “Form 1932’s” for ProHeart 6 adverse event
reports to CVM electronically on CD-ROM on a monthly basis. Evaluation of adverse events
reports as a function of ProHeart 6 lot manufacturing parameters may be conducted.

Each individual case will be reviewed as it is received by FDAH. At the end of each quarter, the
collected information will be evaluated by the nature and number of adverse events in relation to
the number of doses sold. The adverse event data will be evaluated on a monthly basis to identify
and interpret trends of adverse events. These reporting rates will be described for the adverse
events considered to be serious in nature. These are death, anaphylaxis, convulsions,

hepatopathy, auto-immune anemias, immune-mediated thrombocytopenia and weight loss.

As part of the evaluation of adverse events, FDAH will work with the reporting veterinarian to
ensure appropriate diagnostic work is conducted in relation to the signs reported. This may

include testing by a nationally accessible diagnostic laboratory that uses standardized testing
techniques.

35 Frequent Communication with CVM
The following will be communicated to the CVM:

e The completed “Form 1932’s” will be submitted monthly to CVM by FDAH regulatory
affairs via a CD-ROM.

e The CD-ROM will also include pertinent manufacturing parameters:

o Lot number (finished product (microsphere and vehicle) and API)
o Certificate of analysis for each lot
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Certificate of analysis from the terminal sterilization process
Impurities/degradation products associated with each microsphere lot
Correlate dose to specific lot

o O O O

Lot age at time of product administration.
o Stability monitoring as requested by CVM
e Trends that may be identified when adverse event data are evaluated.
e Review RiskMAP data and interpretation quarterly or as needed with CVM to determine
if adjustments are warranted.
e Review RiskMAP after one year and evaluate and propose label changes and
modifications to / termination of the RiskMAP.

Regular evaluation of the RiskMAP will ensure that captured adverse events are reviewed and
analyzed in a timely manner and, if appropriate, mitigated by revising the guidelines for
veterinarians to follow when using ProHeart 6.
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Assessment. U.S. Department of Health and Human Services, U.S. Food and Drug
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Glickman LT, Glickman NW, Moore GE, Cobb R, Connell SA, Morrison M, Lewis HB. Safety
of Moxidectin (ProHeart 6) and Two Oral Heartworm Preventatives in Dogs. International

Journal of Applied Research in Veterinary Medicine, Vol 3, No 2, 40 — 61, 2005.

Glickman LT, Glickman NW, Moore GE, Lok JB, McCall JW, Lewis HB. Comparative
Effectiveness of Sustained-Moxidectin (ProHeart 6) and Ivermectin (Heartguard Plus) for the
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ATTACHMENT 1 — Product Label
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NADA 141-189, Approved by FDA

ProHeart® 6

(moxidectin)
Sustained Release Injectable for Dogs

CAUTION
Federal {U.5 4. law resincis This drup o use Dy or on the order of @ licansed veterinarian.

DESCRIPTION
ProHsan & (muoxigectin Sustained Release Injectable consisis of two Separste vials. Visl 1 contains 10% maxidechn sieriie micraspheres and Vial 2 conlains 2 specifically tormulaied
sleriie vehicie for conslilution with Vial 1. Wo otner diluent should be used. A cigar or WENSIucen! agpearance of (ne vahicle s normal. Eacn mL ol constiuned anup protuc contains 34 mg
maxigecun, 3.1% glycery! insiearate, 2.4% hydroxypropyl matnyiceliuiose, 0.87% sodium coniae, 0.17% vipa , 0.02% \paraoen ang 0.001% buryidted nydioxyloiusne.
Hydrachiong acid 15 used 10 adjus! pH.

PHARMACOLOGY
15 & semi-synihanc v of which is @ proguci ol 5 ) ; Mhaxi k2
16-memoered tacione macroliie.
mmmmnmmmummewdnmmmmﬂlruwmmmnnuorﬂﬂmmld:mmnmymm
is tne fissue @rval smge. Tne lanal and adult stages of the caning Uncinans

Faliowing inﬂnlmn mm;grn E. peak moxidechin biood levels will be observed appraximately 7-14 oays :n:r lru:tmunl. At lne &ng of Iru: Six monin 00sing Imerval, resiausl drug
ars negl

it or no trug 15 Expecied 10 oCour with repealed admi
INDICATIONS
ProHean 6 is indicatad lor vse in dogs six monihs of age and oider lor the prevention of heariworm disease caused by Dirofilanz immite:
ProHeart & is indicated for the ireaiment of existing (arval and adull [ caninum and Uncinariz n
DOSAGE AND ADMINISTRATION

Fraguency of Tresimanl: FroHear! 6 prevents infection by 0. immitis for six months. It should be adminsiered within onz menin of th: oop’s first expasure 1o mesquitoes. Fobow-up
treatmants may be piven every s morins If the cog has conlinued EXpoSUre 1o mosquitoes and If tne dog continues 10 De nealihy without wegni joss. Winen replacing another neamwor
preventive product, ProHeart E should be given within ane monin of Ine last dose of e fnrmer medication

ProHsart & eminates the tanval ang 20ult sages of A. caninum and L. stenacepnaia present af the me of eatment However, persisient efiectivensss has not been estabfisned for this
indication. Rz-infection witn 4. caninum and L/, sfenocephaia may occur sooner than & montns.

Dose: The recommanced subcumnaous dose 15 0.05 mL of the constitued suspension/ig Dody weight (0.0227 mL/.). This amount of suspension will provide 0.17 mp moxidecon/ky
Dodyweigni (0.0773 mpA.). To ensuré accurate dosing, caiculaie Bach 005E based on ne dop's waight at tne time of treatmenl. Do not ovaranse Qrowing puppies in enticipation of ine

expected adull waignL Tne following dosape chart may be used as a guige.

DOSAGE CHART
fog Wi Dose Volyme Dog Wt Dose Volume
I ka [T I ko ml/Bog
1 5 [¥ 7 3 .75
2 10 0.50 ] 40 200
3 15 07 “ 45 L5
a 20 1.00 110 0 250
85 2% 125 1 55 LB
68 30 1.50 132 80 3.00

mmrmmmmmmmumumsomwnmmmuus(secmlsmurmmucmmhrmmp
Instructions), Once canstituted, swil mmmamhdmwuyunmuﬂmrrm microspheres. Withdraw (.05 mL of suspension/xg body weigh! inio an appraprately
sized synnpe fihes with an 186 or 20G hypodermic needie. Dose promplly afiar drawing inlo dosing syrnge. If administration is delayed, genily roll the dosing synngs prior 10 injection 1o
rmaintain a uniiorm suspension and accumie dosing.

Using aszplic ummmummmmmmnmummunmdummwnmnammzmmummmmmu;
SifE. Tne iocabonis) of sach injection (ieft or right sioe) Enould be noted §0 IRat pnor injection siies can b igentifiad and Inz next injection can bz administesed o te oppostie sice.

CONTRAINDICATIONS
ProHean 6 is conlraingicaizd in animals found 1o be 10 this dnyg.

HUMAN WARNINGS
Nal {or human use. Keap Ihis nd all drugs oul of the resch of hildren.
May be slighlly irritating to the syes May cause slight iritation lo ihe upper respiratory iract If inhaled. May be harmiul Il swallowed. If contact with the syes occurs, rinse inoroughly with
wates for 15 munuies and seek medical aftention immediately. || accisental ingestion occurs, coniacl @ Posson Control Canter or @ physician immediately. The material safery data shae!
(MS0S) contans more detailed occupational safety information.

WARNINGS
Da not edminister ProHezr & within 1 monlh al vaccinalions. wsmmmmmunwmmmmmwwmmmmm food alizrgy, atopy, and
{12 aliergy Oarmatllis. in Some cases, nmm TeaCuons have resulted In ver disease and oaath reaclions should immediately with ine same
used 1o treat reactions 10 vactines and other injecable progucts.

ownars shauld be piven Ine Cilant Information Sheel lor ProHesrt 6 |o read belore ihe trug Is sdmintsiarad end shauld be advised lo observe thelr dops for potantial drug loxiclty
described in Ine sheel. Do nol administer ProHeant 6 o dogs who are sick, debililatad, underwelghl or who have & history of welght loss.

PRECAUTIONS
ProHeart 6 should nal be used mare frequantly than every & meonins.
The salety and efieciiveness of Proleari B has nol been evaluaied in dogs less than & months of age.
Caution should be usad when 2omi Proteart &1 paslive dogs (Se: ADVERSE REACTIONS).

Prior 10 administralion of Probeart b, dogs Should be tasted for exisling haanworm Infections. infecisd dogs should be traaied (o remove adult heartwomms. Frokeart 6 is nol effective
against adult 0. immilis and, white (ne number of circulating microfitsniae may oecrsase following «reatment, Prokeart 6 Is nol affechve for microfianae tlearance.

ADVERSE REACTIONS
In figid studies, e faflowang agverst reaclions were observed in dogs Wealed wiln Proean B: anaphyiaxic, vomiling, diarrhiea (wilh and wiihout biood), bslisssness, weight lnss, seizures,
injection she prurilus, and eievated body tempeniure. Dogs win cincally sigalficant weight lass (>10%) were more ikely 1o experience 2 Severe adverse reachon.
In a |aboratory eHactiveness study, dogs with 4- and 6-manth-cld heartwarm Infections experienced vomiiing, lethargy and bioady diarhes. These signs were more severe In 1ne dogs wilh
4-month-oid heartwarm inlections, Inckiding ong 000 thal was recumbant and requirad suppartive care, than in the oogs with older {6-manih-old) infections

Post-Approval Exgariance (Msrch 2008): The toflowing adverse reactions are based on valunlary posi-appioval drug repaning. The a1E listed in ing ceder of
‘requancy by body Systam:
General: Anaphyla rgaclions, @y, anorexis, faver, vieight ioss.

Gastrointeslinal Vomiling (with and wilthoul blood), diarrhea (with and wilhout bicod), hyparsalivalion.
malnd:ll. Convuisions, ataaz, trsmbiing, hind limb paresis
* A Eeede fmedSeninl sdseme inartinn oilz nairticiowalinn ervihema mulliforne.




S1260 SyiNge 160 wan 2n 185 or 208 yRODAITIC NEEdIE, Dst pramplly SHer arawing mio G0SING SYANGE.  A0Mimisirabn 1 Qeiayed, pamy ol e GOSNg SYNGE PACT 1 Ecuon 10
meintain @ unliarm sUSPANsIan ano accurate dosing.

Usinp assplic tschniouy, inisc! I produt! suocutansausly in ing leh of ripn: sioe af tne gorsum al the nech cranial to e scapule. No more thin 3 m should Le aominisired i & SiNgIE
siie. Tne locatan(s) of ach isction (ied o nont sios) SHhould D& NOIBD SC UIaL PAO! INJCios S18S C3N OF I0BNIIKED BNT INE NEM INBCLON £an be a0MINSIeret 0N Ine OpNOSIE Blo:

CONTRAINDICATIONS
Pratiean G ls comraingicated in animalg previously found 1o be hypersensiive 10 this drug

HUMAN WARNINGS
Not ler human use. Kesp Ihis and ail trugs oul of Ine reach of chiloran.
May o6 stightly irtiraing 1o (ng eyes. May cause shgnl irniation ie ing upper resgraiony tract I innalad. May b narmiul if swaliowed. If coniact wiln Ing Byes occurs. nse Moraughly witri
water for 15 minutes ana seet Medical anentian immadiately. |1 scclagntal ngestion occurs, coniact a Poson Control Gonter or @ pnysiclan immeciaiely Trie matenal safely Date snagl
{MSDS) contains more getalied occupabionai salaly miomauoi:

WARNINGS
Do nol sdmialsiar ProHogr 6 wiliin 1 month of vaccinglions. FroHean G snould be aaminisieren will caubion m 0ogs witn pre-exsting aliergic dissase, incuding 1ood allerg). 3topy. any
1182 aiergy dermalitic. 10 S0ME Cases, anaphylaclic rBachions have resulled in liver disease and daaki. Anaphyiachis and anzphylacioly reachons snoulo oz treaied Immagiatey” wii g same
used 10 traat hy 18acbons 10 vacones and other injectabie propucts.
Owaers shouid oe given the Client Intermation Seet for Probeart® 6 lo rsad belore the orug Is 2dministerad ant snould be acvised 0 observe Insir dogs lor polential Grug toxicity
pescrivad in lhe sheat. Do not aominisier Prokearl 6 lo dogs wno are sick, debilitalad, uacerwalght or wino have 2 history of weight Iose.

PRECAUTIONS
Frotisan 6 snould not be used more frequently than every & monihs.
Thne salety 2nd sfiaciveness of Prodizan G nas not bsen evaluated in dogs iess Wian & moais of sje.
Gaution should be used wien i FroHean G o poslive dogs {See ADVERSE REACTIONS)

Prior 16 administratien of FroHear 6, togs should be 1esied for exisling haanworm inlechions Infecied dogs should be ireated 10 remove adull heanwarme. Pretzan it not efigcive
against adulL D, imimitis ana, wnlie the numbsr of crculaling microlienae méy decregse Tollowing reaimant, ProHean b 15 not Bhectve lor microliianat cisarance.

ADVERSE REACTIONS

In figld studieg, the Tallowing auvarse reaclions were observed In dogs ireated wilh Probgan E: angphyiaxic, vamiting, diarmes (wiln ano wilhout biood), Iisliessnes:, welght lss, seizures,
injeclion site pruriius, and elavalad toty wmperaure, Dogs win clmcally significant welgnl loss (>10%) were more likely 1o §xpenance 2 severs auverse reachion
in 2 anoratory efieciwensss siutly, dops with 4- and §-manin-oid hearworm intecuons expsnisnced vomlunp, lsinargy and bioooy diarmea Tnese SiQNS were MOre Severe in he aogs wilh
4-monin-0id Neanworm infections, inCuding Gne 0o IN31 was recumbent and recuired SUDPOMIVE Gaie, Inan In Lhe 8ops with oloer (b-monli-oid} misclions
Post-Approval Experience (March 2008): Tne following adverse reaclions are Dased on voiuntary post-approval drug reporting. Tne are bsigd in order of
1requency by booy sysiam

Ganaral: raaciions, 1@rgy, an0rexia, 1BVEL, welght loss

Emmumm Vomiiing (with ano withou! biood), diarrhez (with and without binod). hypersabvation.

atauz, nind tmg paresis

by Urlicariz, adema, injsclion site pruri arythema

Hamaloioglcal: Immung-madiaiad hemalylic anemia, leukaocylosis, Immune-madiated tnombocylopeni:

Hepallc: Blevaied liver enzymes, 1y ubingmia.

Respiralory: Dyspnez, polypnez, coughing.
Camitopuimonary Sns such 35 coughing 2nd dyspnea may occur in hearmonm-pasilive dogs Ireaisd wilh ProHsan B
In rare silations, 0zain has oeen repaned 25 an oulcome of ine adverse events lisied abave,
To repant suspecied adverse reactions o ta obrain 1ecnnical assistance. cal (800) 533-8536.

ANIMAL SAFETY
General Safeq ProHean & has been sdminisiered 1o @ wide vaney of heslthy dogs six montas of age and oloer, including @ waoe vanety of breeds, pregnant and lactating femaes,
bresding maias, and vermactn-sensiove colliss. In clinica! studies, wo genainc cogs with a fustary of weipht loss aher ing initisl ProHsan G injection gigd within s maonin of the second

& monin injection. A Ihiro Gog Wno was unoarweight 1or Its ape and breed and who had 2 history of probigms lelnzsgy foliawang ine lnftal injection of PraHsan €.
Tna tog never recovered ana died 3 months tater (see WARNINGS ).
ProHeart § administered 2! 3 times ine recommended dosz in dogs witn paient nearmwarm indections and up 1o 5 fimes the 00SE in ivermectin-sansitive collies did nat cause

wzmlmmﬂmmnsmnnm:nmmmmmmnmmwmwmmmsw
up to § umes tne recommenaad dose in 7-8 monih old puppies dia not cause any Syslamic aoverse

lnmwnmw:mmnswmmmmﬂmzwmmdmmwmmmm antipasasilics, antiblotics, analpesics, sigroids,
nor-steroidal ant-inflammatory orugs (NSAIDs), anesthescs and figz control progucis

Infection Site Reactions: Injection sits observations were recorded dunng sfiechvensss and safery Studies in chnical studies, Prohean § was agminisiersd 2t sx-monih Intecvals 1o
clignt-owned dogs unaer fieid candilions. Tnere Were o reports of injeckion sits eaChons in Ness fisig swoies ang evaluations of 2 injsclion sites reveaiad no abnormalities.

In 2 labortary satety stuoy, ProMesnt 6 was aominisiared at 1, 3 and 5 times the recommended dose to 7-8 montn ol puppies. Injection sites were clippad 1o fachimie coservation. Siigh:
swelling/edema mwmmmhmwimmmwmmﬂmwmm-mmnwu!mmmmemgmn
A mmE-year repsaied injecion Sty was congucisd 10 evaluas the safety of up o § injections of ProHeart § soministared al ne recommendsd oase (017 modg) every § monins. Mild
gqnmmamhnﬁmmmrnmmqmmnmmmmmnummmnmmmmmwmmmnnm
area O e Neck. Microscopic svakuation on the injection sites lrom all dogs 6 manins ahsr 2 last injechon cons:siantly showsd mild pranulomatous panniculilis with microvacuoition.
‘Tne only adverse reaction seen that was not ralated 1o the Injection site was weight loss in ons dog.

Some togs irsaled with ProHeart 6 In Iaboralory effectiveness swdies devaloped ransient, Incalzed Inflammaiory injection sile reactions. These injection site reactions were visible
grassly for up to 3 weeks aner injection. Histologically, well-dehned granuiomas were opserved in some dogs al aparoximataly 5 monins afier injection.

CONSTITUTION PROCEDURES
The two-part ProHeart 6 product must be mixed at feast 30 minutes prior @ (he Intended tima of use.
\tems neded 10 constitute ProHeart & « Microspheres (vial 1) * Enclosed vent negdie (256) +Vehicle (vial 2)
«Steniz 20 mL synnge for transier + Transier nezdie (186 or 20G)
Conslitution of the 20 mL viai proguct.

1. Shake the micrasphere wial o break up any agoregaies prior 1o conshitutian,

2. Using an 18G or 20C nesdie and szdle syninge withdmw 17.0 m of ths unigue vehicie from the vial. Thare Is more vahicle supplied than the
17.0 mL required.

. Insent the enciosad 256 vant needia into the microspnere vial

Slowiy transfer the vahicte info the microsphes vial throuph ihe stopper using ihe Lransier neediz and synnge.

. Once the vehicie has been adced, remove ine vent and transfer needies from the microsphere vial Discard unused vehicle and needies.

. Shake the vial unti s mixed Susp is produced.

7. Recosd the ime and date of miding on the microsphere vial.

B. Allow suspension 1o stand for 2t least 30 minutes 1o aliow large air bubbies (o dissipate.

. Before gvery use, pentiy swirl the mixiure o achieve unflarm suspensian. The microsphzres and vehicte will gradually separale on standing

16. Use s 1 ml or 3 mi synnpe and an 166 or 206 needie for dosing. Doss promplly afer drawing into dosing syrnge. If adminisiration is dalayes,
pently roll Ihe dosing synnge Brior |0 injection 10 Mainiain 8 uniform suspension and accuraie dosing.

11, Refngerale the unused product The constiuted product remains stabie for 4 weaks In a refrigeratar. Avold direct sunfight.
STORAGE INFORMATION

Store Ihe unconstituled product at or baiow 25°C (77°F). Do nal expose to light for axtandsd periods of Ume. Afer constitution, Ine product is Stable for 4 weeks stored under reiriperation
22" 1o 8°C (36" 10 46°F).

L S

=3

HOW SUPPLIED
ProHeart § is available in the foliowing iwe package sizes.
. 5-Pack 2. 10-Pack
NOC 0856-3670-25 - 20 mL vial praduct: NOC 0656-3570-29 - 20 ml. vial product
6 - 10% moxidectin sterite micraspheres - 558 moAvial 10 - 10% moxidectin sterile microspheres - 538 mp/ial
5 - Starile vahicle - 17 mL/vial 100 - Sterite vehicle - 17 mbwvial

For cusiomer service, produc! information o to oblain  Sopy of the MSDS, cafl (B00) 533-8536.
LLE. Patent Na. 4,916,154 and 6,340,671
€12008 Fort Daoge Animal Healli All Rights Reserved.

Fort Dodge Animal Health
Forl Dodge, lowa 50501 USA
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Fort Dodge Animal Health Tom Lenz, DVM, MS, DACT

Division of Wyeth Vie Presdent
PmwfessbnalServies
FORTDODGE
May 2008
Dear Doctor:

Fort Dodge Animal Health today announced the return of ProHeart™6
(moxidectin) to the U.S. veterinary market under a risk minimization and
restricted distribution program. As part of the reintroduction of ProHeart 6, Fort
Dodge Animal Health will initiate a post-marketing "Risk Minimization Action
Plan" (RiskMAP). This program will enable us to educate veterinarians and pet
owners and maintain active communication with veterinarians. Fort Dodge
Animal Health voluntarily recalled ProHeart 6 in September 2004 to address the
U.S. Food and Drug Administration's Center for Veterinary Medicine's (CVM's)
safety concerns about the product.

Fort Dodge Animal Health has worked diligently with the CVM to resolve this
matter by addressing the Agency’s questions regarding the safety of ProHeart 6.
Fort Dodge Animal Health followed recommendations made by the 2005
Veterinary Medicine Advisory Committee in conducting studies in the years
following the recall to support the reintroduction of the product. Fort Dodge
Animal Health feels the extensive safety and review of ProHeart 6 and the
substantial scientific data that have been collected and evaluated confirm our
confidence in the product and its return to the market.

As part of the RiskMAP program, Fort Dodge Animal Health will require
veterinarians who wish to purchase ProHeart 6 to register with the Company and
participate in a Web-based training program. In a clinic with multiple
practitioners, every veterinarian who plans to use ProHeart 6 must register and be
trained. During this training, Company representatives will discuss new label
information, and the requirements and restrictions for the use of ProHeart 6.

You may register for this training online at www.vetsymposium.com/proheart6 or
contact your Fort Dodge Animal Health representative for assistance. This
training will be offered DATE/TIME HERE. The presentation, which is expected
to take one hour, will be followed by a question and answer period. For those who
are not able to participate in the Web-based training, this presentation and a
transcript of the questions and answers will be available beginning DATE HERE
on the Web site noted above. Please note Fort Dodge Animal Health will not




FORTDODGE

enroll you in this program until you have participated in either the live Web-based
or online training.

Thank you to the many veterinarians who offered encouragement and support
during the past few years.

Regards,

Tom Lenz, DVM, MS, DACT
Vice President
Professional Services

ProHeart® 6 is generally well tolerated. Do not use in sick, debilitated or underweight
animals, animals with a history of weight loss, or within one month of vaccination. Use
with caution in dogs with pre-existing allergic disease. A small percentage of dogs
showed mild, transient swelling or itching at the injection site. While rare, allergic,
digestive, hematological, or neurological reactions may occur. In addition, death has
been reported. ProHeart 6 is available only through a restricted distribution program.
Only veterinarians enrolled in this program can receive and administer ProHeart 6. In
addition, ProHeart 6 must only be administered to clients whose owners have been
advised of the risks of ProHeart 6 and sign an Owner Consent Form. To obtain
additional information including a copy of the product labeling, visit the website at
www. proheart6dvm.com or call 1-800-533-8536.
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PrQHedrt 6

(MOXIC lecting

Web-based Training for Veterinarians

* Introductory Remarks

« Return of ProHeart® 6 to Market
« Label Changes

« Post-Marketing Requirements

e Closing Remarks

Fort Dodge Animal Health



ProHeart 6

(moxidectin:

Purpose of Educational Slides for ProHeart 6
(moxidectin) Sustained Release Injection for Dogs

* By reviewing this educational material for
ProHeart 6, veterinarians should be able to
understand:

» Important safety information
> The restricted conditions of use
> The requirements for reporting adverse events

Fort Dodge Animal Health



ProHeart'6

(moxidecting

Opening Remarks

Welcome remarks and introductions
Training objectives/agenda

Brief product history

Thank you for your support

Fort Dodge Animal Health



ProHeart'6

imoxidectin)

Return of ProHeart 6 to U.S. Market

« Studies and evaluations conducted since product recall
* Improvements in Manufacturing

 International experience with moxidectin SR products in
dogs

Fort Dodge Animal Health



ProHeart' 6

(moxidectin;

Studies and Evaluations Conducted Since
2005 VMAC

1. Moxidectin Toxicology and Mechanism of Action
» Pharmacokinetic analysis of moxidectin in rats’ and dogs’ serum:

Toxicology studies confirmed the mammalian safety profile of
moxidectin

No adverse effects in mice or rats receiving >5mg/kg/day for two years
No adverse effects in dogs receiving 1mg/kg/day for one year

Cumulative exposure (AUC) in dogs in this study at the NOAEL was
454-fold higher than after two doses of ProHeart 6, six months apart

Cumulative exposure in rats in this study was 860-fold higher than
after four doses of ProHeart 6 given six months apart

Fort Dodge Animal Heaith



PrOHeart' 6

(moxidectin:

Studies and Evaluations Conducted Since
2005 VMAC

* Previous metabolism studies in various mammalian species
Identified the following characteristics for moxidectin:
» No major significant metabolites
» No drug — drug interaction potential

Fort Dodge Animal Heaith



ProHeart 6

moxidectin;
Studies and Evaluations Conducted Since

2005 VMAC
2. In-Vitro Binding Studies

» Both moxidectin and moxidectin-containing microspheres were
evaluated in a receptor binding selectivity screen.

» Replicated assays of 63 different receptors and enzymes were

conducted:
« 29 distinct neurotransmitter-related functions

2 steroids

6 ion channels

Nitric oxide (second messenger)

3 prostaglandins

4 growth factors/hormones

13 brain/gut peptides

5 enzymes

» These assays did not identify any significant potential for unexpected
target toxicity, either for moxidectin or moxidectin-containing

microspheres.

Fort Dodge Animal Health



ProHeart'6

(moxidectin)

Studies and Evaluations Conducted Since
2005 VMAC

3. Evaluation of Formulation and Manufacturing Processes

» Two improvements have been made since the launch of ProHeart 6:
* In August 2002, a decision was made to use moxidectin technical
material (MTM) with residual solvents below any detectable level.
 In July 2005, the supplier of one of the excipients was changed.

» Global production of moxidectin sustained release injection for dogs
occurs at our manufacturing site in Fort Dodge, lowa. The raw
materials and manufacturing processes are the same for all markets
for ProHeart 6, GUARDIAN SR, and MOXIDEC SR 6. The fill volume
of microspheres is higher for ProHeart SR 12. All other processes for

this product are the same.

Fort Dodge Animal Heaith



ProHeart 6
Studies and Evaluations Conducted Since
2005 VMAC

4. Immunotoxicology Studies

» In consultation with FDA and immunotoxicology experts, studies
were conducted in guinea pigs to evaluate the potential
immunotoxicity of MTM residual solvent mixtures.

» The residual solvent mixtures were shown to induce dermal reactions
as measured by redness and edema when given intradermally in
guinea pigs.

» The severity of reactions increased in a dose-dependent manner with
increased concentration of the residual solvent solution.

Fort Dodge Animal Health



ProHeart'6

(moxidectin)
International Experience AER Rates by Year
by Geographic Region

9. International experience

» ProHeart 6 or similar products were commercially available in
multiple geographies starting in 2000.

» Significant market share in:
- Australia: 51%
- Europe (ltaly): 42%
» FDAH collects and reports adverse events worldwide.

Fort Dodge Arimal Heaith



ProHeart'6

(moxidectin)
International Experience AER Rates by Year by
Geographic Region
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ProHeart' 6

(moxidectin

Label Changes

« Warnings
» Administer with caution to dogs with pre-existing allergic disease:
* Food allergy
* Atopy
* Flea allergy dermatitis

> Do not administer to dogs that are sick, debilitated, underweight or
have a history of weight loss.

Fort Dodge Amimal Health



ProHeart' 6

(moxidectin

Label Changes

 Adverse Reactions

» Field Studies — adverse reactions observed were anaphylaxis,
vomiting, diarrhea (with and without blood), listlessness, weight
loss, seizures, injection site pruritus and elevated temperature.
Dogs with clinically significant weight loss (>10%) were more
likely to experience a severe adverse reaction.

> In a laboratory study dogs with 4- and 6-month-old heartworm
infections experienced vomiting, lethargy and bloody diarrhea.
These signs were more severe in the dogs with the 4-month-old
heartworm infections, including one dog that was recumbent and
required supportive care, than in the dogs with older (6-month-
old) infections. (Not noted on label, untreated control dogs
showed a similar incidence of the same signs.)

oo

Fort Dodge Animal Health



ProHeart'6

(moxidectin)

Label Changes

« Post Approval Experience
» General
* Anaphylaxis/toid, depression/lethargy, anorexia, fever, weight loss
» Gastrointestinal
» Vomiting and/or diarrhea with or without blood, hypersalivation
» Neurological
« Convulsions, ataxia, trembling, hind limb paresis
» Dermatological

 Urticaria, head/facial edema, injection site pruritis/swelling,
erythema multiforme

Fort Dodge Amimal Health



ProHeart' 6

(moxidectin

Label Changes

« Post Approval Experience (cont)

» Hematological — Immune-mediated hemolytic anemia,
leukocytosis, immune-mediated thrombocytopenia

» Hepatic — Elevated liver enzymes, hepatopathy,
hypoproteinemia, hyperbilirubinemia

» Respiratory — Dyspnea, polypnea, coughing. Cardiopulmonary
signs, such as coughing and dyspnea, may occur in heartworm
positive dogs treated with ProHeart 6

In rare situations, death has been reported as an
outcome of the adverse events listed above.

Fort Dodge Animal Health
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ProHeart'6

(moxidecting

ProHeart 6 Post-Marketing Commitments

« Risk Minimization Action Plan (RiskMAP)

> A proactive plan of risk minimization activities has been
developed and includes:

» An educational program for veterinarians covering the risks and
benefits of ProHeart 6 as well as information for owners.

 Veterinarians wishing to use ProHeart 6 must complete the training
program and register as ProHeart 6 users.

Fort Dodge Animal Health
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ProHeart'6

(moxidecting

ProHeart 6 RiskMAP

* Only veterinarians trained on the RiskMAP may
administer ProHeart 6.

« Veterinarians using ProHeart 6 must commit to report
adverse events to FDAH.

Fort Dodge Animal Health



ProHeart' 6

(moxidectin:

ProHeart 6 RiskMAP

* ProHeart 6 is to be used in dogs aged 6 months to
[ years.
» The lower age limit is mandated by the label.

Fort Dodge Animal Health
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ProHeart' 6

‘moxidectin

ProHeart 6 RiskMAP

* Prior to administration

» Routine collection of history and physical exam
findings to confirm patient is appropriate candidate for
ProHeart 6.

> Negative heartworm test.

» Collect CBC/chemistry to evaluate baseline liver
function, RBC and platelet count.

> Review ProHeart 6 use with client:
» Provide Client Information Sheet
« Obtain signed Consent Form
« Retain signed Consent Form

» Record lot number on medical record

Fort Dodge Animal Health



ProHeart' 6
(moxidectin;

ProHeart 6 RiskMAP

« Management of anaphylaxis and allergic reactions

» Systemic anaphylaxis
« Based on clinical signs may become an emergency condition
requiring life support, including:
- Maintenance of airway
- Prevention of circulatory collapse
» fluids, epinephrine, steroids, others
- Management of Gl signs

» Anaphylactoid reactions (Example urticaria)
- Generally not life threatening
- Generally requires antihistamines and/or steroids

- Need to prevent systemic involvement

» Attending veterinarian is best qualified to select appropriate
treatment for the patient.

o oo}

Fort Dodge Animal Health



ProHeart' 6

(moxidectin:

ProHeart 6 Post-Marketing Requirements
« Risk Minimization Action Plan (RiskMAP)

» FDAH will report adverse events to CVM on a monthly basis, in
addition to the statutory reporting requirements.

» The RiskMAP will be reviewed and adjusted based on field
experience and feedback from veterinarians.

> After one year, the RiskMAP will be revised, any appropriate
label changes will be implemented, and the RiskMAP modified or
terminated.

Fort Dodge Animal Health



ProHeart' 6

(moxidectin

ProHeart 6 Communication and Education

Plan

* For Veterinarians
» A communication tool kit will be provided to veterinarians
purchasing ProHeart 6:
* Product Label
Letter to the veterinary community
Online training program
ProHeart6dvm.com Web site
800 number connecting to FDAH Professional Services

Fort Dodge Animal Health



ProHeart' 6

moxidectin

ProHeart 6 Communication and Education
Plan

« Client education materials provided to clinics for
distribution to animal owners:
> Pet Owner Letter
» Client Information Sheet
» ProHeart6.com Web site

Fort Dodge Animal Health



ProHeart'6

moxidectin

Client Information/Informed Consent Process

Discuss Client
Information Sheet and
describe Informed
Consent Form

Sign Informed Consent
Form

Maintain Consent Form
in Patient’s Medical
Record

Fort Dodge Animal Health



ProHeart'6

(moxidectin;

Veterinary Support for Sustained Release

Heartworm Control

« 11% of veterinarians reporting increased sales of heartworm
preventives also reported they were seeing more cases of
heartworm in their area.

« The likelihood of veterinarians using a 12-month heartworm
preventive to protect dogs in their care has similarly increased.

2004 2005 2006
Very likely 29% 36% 42%
Somewhat likely 23% 22% 24%
Not very likely 11% 8% 7%
Not at all likely 4% 3% 2%
Not sure — need more 33% 30% 25%
information
Brakke Consulting, The U.S. Flea Control and Heartworm Markets 2006
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(moxidectin)
Closing Remarks
« Timeline for introduction
» Reiterate requirements for product utilization
* For more information (contacts)
« Thank you for participating
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Client information
ahou! ProHear!® 6 (moxidectin)
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Genenc name: maxigectin [“mo-es-tack-bin")
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Client Information
about ProHeart® 6 (moxidectin)

ProHeart G (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.
Talk 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 and why has my veterinarian prescribed ProHeari 67

ProHearl G is an injectable parasiticide that is used in dogs six months of age and older to prevent
heartworm disease (Dirofilaria immitis) continuously for six months and to treal common hookworm
infections (Ancylostoma caninum and Uncinaria stenocephala).

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

Your veterinarian is your best resource for recommending appropriate medications for your dog. It is
important to discuss your dog's health history with your veterinarian so he/she can decide if ProHeart 6 is
right for your dog.

Which dogs should nof be freaied with ProHeart 67

ProHeart 6 should not be used in sick, debilitated or underweight animals. Proheart 6 should be given with
caution in dogs with pre-existing allergic disease, including previous vaccine reactions, food allergy, atopy,
and flea allergy dermatitis. Dogs should be tested for heariworm 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 possible side effects of ProHeart 6 shouid | look for in my dog?

= Severe allergic reactions (anaphylaxis): facial swelling, itching, difficulty breathing, collapse
e Lethargy (sluggishness), not eating or losing interest in food, any change in activity level

= Seizures

« Vomiting and/or diarrhea (with and without biood)

« \Weight loss

« Pale gums, increased thirst or urination, weakness, bleeding, bruising

= |t you notice any of these side effects or have any concerns abou! your dog. please contact your
veterinarian as soon as possible.

Can ProHeart 6 be given with other medicines?

In well-controlled clinical studies, ProHeart 6 was used safely in dogs receiving other veterinary products
such as anthelmintics, antiparasitics, antibiotics, analgesics, steroids, non-steroidal anti-inflammatory
drugs (NSAIDs), anesthetics, and flea control products. Proheart 6 should not be given within one month
of your dog being vaccinated. 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 oo small to measure. An additional study demonstrated that after four consecutive
treatments there was no accurmulation of ProHeart 6 over time.

What else should | know about ProHeart 67




= Pale gums, increased thirst or urination, weakness, bleeding, bruising

= |f you nolice any of these side effecis or have any concerns about your dog, please contact your
veterinarian as soon as possible.

Can ProHeart 6 be given with other medicines?

In well-controlled clinical studies, ProHeart 6 was used safely in dogs receiving other veterinary products
such as anthelmintics, antiparasitics, antibiotics, analgesics, steroids, non-steroidal anti-inflammatory
drugs (NSAIDs), anesthetics, and flea control products. Proheart 6 should not be given within one month
of your dog being vaccinated. Tell your veterinarian ahout 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 shouid | know about ProHeart 6?

This sheet provides a summary of information about ProHeari 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 information visit the website ai www.proheart6.com, or call 1-877-6PROHEART
(1-B77-677-6432).
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PROHEART”® 6 OWNER CONSENT FORM

Having read the ProHeart 6 Client Information Sheet, I consent to allow my dog to be
administered ProHeart 6. I understand that ProHeart 6 is a medicine used to prevent heartworm
disease in dogs continuously for six months and to treat common hookworm infections in dogs.
My veterinarian has told me about choices for preventing heartworm disease and treating
hookworm infections in my dog. I am aware of the possible side effects of ProHeart 6 in dogs.
These have been explained to me. These side effects include severe allergic reactions, change in
activity level, seizures, vomiting, diarrhea, weight loss, bleeding, and bruising. I agree to report
any changes in my dog’s health status to my veterinarian and to seek appropriate medical
attention, if necessary, from my attending veterinarian. I understand this product is subject to
restricted distribution and may only be administered by a veterinarian who is trained on the
appropriate use of the product.

I, , have read and understand the information
describing this product and all my questions have been answered to my satisfaction by my
veterinarian. [ am the owner of the dog (print dog’s name or

identification number) and now authorize my veterinarian to begin treating my dog with
ProHeart 6.

Signed: Date:
Owner or Designated Representative

Attending Veterinarian: Date:
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H6 Consumer Site

ProHeart6

moxidectin) Information for dog owners
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