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Know What You’re Getting
Help ensure safety, product performance by demanding
FDA-approved products

DULUTH, GA. — April 7, 2010 — When your horse’s health — and your dollar — are on
the line, using products that carry the stamp of the Food and Drug Administration (FDA)
approval is a surefire way to ensure it has been tested for safety and effectiveness.

“Taking chances with products that aren’t FDA-approved means you may have to go
back to the drawing board for a real solution. Or worse, you could even be putting your
horse’s health at risk,” says Hoyt Cheramie, DVM, MS, manager, Veterinary Services,
Merial. “Some horse owners may even believe that they are receiving FDA-approved
products when, in fact, they may be paying for an illegally compounded product.”

This includes products claiming to treat or prevent equine stomach ulcers, Dr. Cheramie
says. Because there are FDA-approved products, compounding pharmacies that offer
stomach ulcer treatment or prevention may be producing an illegal product.®

In a recent open letter to veterinarians regarding another equine medication, the FDA
noted the presence of FDA-approved products greatly reduces the need for compounding,
which may be reserved for specific patients requiring a strength or dosage form not
available.?

In prescribing an FDA-approved product, “you are providing your clients and their
horses with a drug that has demonstrated safety and effectiveness in horses and whose
manufacturing process met the FDA'’s standards for quality, purity, and potency,” the FDA

letter stated.?

(more)
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This letter was an excellent reminder of the exacting standards the FDA and
manufacturers take to ensure a product’s safety and effectiveness, Dr. Cheramie says.
Owners may not be aware of the standards in place to help protect them, and their horses.

Compounded omeprazoles may lack the consistency and effectiveness of FDA-approved
products,®>* and, therefore, owners using compounded omeprazole may not be addressing
their horse’s health concern, Dr. Cheramie says.

In a study, administration of compounded omeprazole suspension was ineffective in
healing stomach ulcers in horses.® However, the FDA-approved product,

GASTROGARD® (omeprazole), was effective in the same study.

Compounded omeprazole products may not even contain the labeled value of active
ingredient. In a comparison of 10 compounded omeprazole products, the value of
omeprazole ranged from 6 percent to 76 percent of their labeled values.*

“Stomach ulcers can develop in a range of situations — from competition,® to changes
in routine® — but the heart of the problem is acid production, and there are only two FDA-
approved products proven to consistently and effectively suppress acid production at the
acid pump for either prevention or treatment of stomach ulcers,” Dr. Cheramie says.

ULCERGARD® (omeprazole) is the only FDA-approved product to prevent stomach
ulcers, and GASTROGARD is the only FDA-approved product to heal stomach ulcers. The
unique, patented formulation of the products helps ensure the omeprazole is stabilized to
work effectively. While the products are dosed differently to either provide prevention or
healing, both offer convenient once-daily administration that is well accepted by horses.>’

“Choosing products that are FDA-approved helps ensure that you’re not only providing
the best medicine for your horses, but that you're also making the most of every equine
healthcare dollar,” Dr. Cheramie says. “Don’t take chances with horses’ health. Look for
FDA-approved products that are proven safe and effective.”

Merial is a world-leading, innovation-driven animal health company, providing a
comprehensive range of products to enhance the health, well-being and performance of a
wide range of animals. Merial employs approximately 5,700 people and operates in more
than 150 countries worldwide. Its 2008 sales were over $2.6 billion. Merial is the Animal

Health subsidiary of sanofi-aventis. For more information, please see www.merial.com.

IMPORTANT SAFETY INFORMATION: The safety of GASTROGARD in pregnant or lactating
mares has not been determined.

ULCERGARD can be used in horses that weigh at least 600 pounds. Safety in pregnant
mares has not been determined.
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“Twice daily dosing for horses more than 1,200 pounds.

“When treated for 8 or 28 days, ULCERGARD is proven to effectively prevent stomach ulcers in horses exposed to
stressful conditions.

'Food and Drug Administration. Compliance Policy Guide 608.400, Compounding of Drugs for Use in Animals.
Revised July 8, 2003. Available at: http://www.fda.gov/ora/compliance_ref/cpg/cpgvet/cpg608-400.html. Accessed
April 16, 2009.

2Food and Drug Administration. Phenylbutazone in horses — veterinarians. October 14, 2009. Available at:
http://www.fda.gov/AnimalVeterinary/SafetyHealth/ProductSafetyInformation/ucm186621.htm. Accessed
November 4, 2009.

SNieto JE, Spier S, Pipers FS, et al. Comparison of paste and suspension formulations of omeprazole in the healing
of gastric ulcers in racehorses in active training. JAVMA. 2002;8:1-5.

“Data on File at Merial.

SULCERGARD product label.

SEquine Gastric Ulcer Council. Recommendations for the diagnosis and treatment of Equine Gastric Ulcer Syndrome
(EGUS). Equine Vet Educ 1999;11:262-272.

‘GASTROGARD Oral Paste product label.

®GASTROGARD and ULCERGARD are registered trademarks of the AstraZeneca Group of Companies. ©2010 Merial Limited. Duluth,
GA. All rights reserved. EQUIUGD1013 (01/10)
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GastroGard®
(omeprazole)

Oral Pasts tor Horses and Feals
MADA 141-123, Approved by FDA

Caution

Fedaral [USH] law resinciE his n‘ug o use D!' of an the order ol & lkansed vetadnadan.
Description

Chermical name: E-Mathaxy-2-{[i4 mathowy-3,5-dimety-2 pyridingl) methyfsutin(-
1H-berzimidezole.

Empiical formuie: G_H, N0, S. Molecular waight: 345,42,

Srucural formula:

OCHg

How Supplied
GASTROGARD® [Dmeprazala) Pasta far NOYEES caniEns 7% wAY omeprazole and Is
avalable In an adusiable-dosa syTNge. EBCh syringe contains 228 g of omeprazok.
SyTinges are calbreled according oo body walght and are avellabla In boxes of 7 unhs

of 72 units.

Storage Conditions

Si06a 51 68°F — TT°F [20-25FC). EXCUrElons bEtwean 53°F — BE°F (15-30°C) ane pemitiad.

Indications

For realmant and preveniion af recumenca of gastic ukars In harses and foals 4 wasks

o Bga and ider,

Dosage Ragimen

For reaimeant of gasric ulears, GASTROGARD Pasie should be adminksianad orally

ones-a-day far 4 wasks &t tha recommandad dosags of 1.8 mg omaprazole’b body

wWelght {4 mgdg). Far the preventon of racumenca ol gasinic Ukcsrs, continue raamant
far &t lesst an addilonal 4 waaks by adminisering GASTROGARD Pasie &l tha
racommanced dally makmenance doss of 0.9 madb (2 mg'kg).

Directions For Use

= GASTROGA RD Pasia tar homes ks recommended for usa In horees and foak 4 weaks of
Bge and oidar. Tha coners of ona syringe will dosa & 1250 b (568 ky) harsa &t e rate
of 1.8 my omeprazoiedt body welght (4 mgig). For maament of gasinc ulcars, sach
welght marking on e syringa plunger wil dellvar suMclant omeprazale o maat 250 b
{114 kg) body welght. For prevanton of racurrance af gasiric ulcers, each welpht marking
wil dellvar sufclent cmaprazole o desa 500 Ib (227 kg) ody welght.

= To delivar GASTROGARD Pasi at the Tesimant dese rate of 1.8 mg omeprazok’b body
walght {4 mgdg), sat the syringa plungar 1o the appropriale welght marking according 1o
tha harsa's walght in pounds.

« To dellvar GASTROGARD Pasie a1 the dose fie of 0.9 mgAb (2 mgikg) ¥ pravant
racurrancs of ulcars, Bef e Byinga plungar b the walght makdng cormasponding o half
ol the harsa's wekahtIn pounds.

= To =4t the syinga plungar, uniack tha knuriad ring by rewadng 144 um. Slide tha knured
ring alang tha plunger shaft sa that tha skle nearast tha barmel ks at ihe appropriate notch.
Rat=la e plungar ring 144 1urn 1o ook 1 in placa and ansure It 18 Iocked. Make sura he
harsa's moulh contains no fead Aemova tha covar fram the dp of the syringa, and insart
tha syringe Int the horse's mouth &t he Imerdental spacs. Deprass tha plungar untl
spped by ha knuned ring. Tha dose shauld be deposlted on tha back of tha oNpue ar
daep Into tha cheak pouch, Cara should be 1aken o Ensurs that the horse consumes he
completa dosa. Traared animals should bs cbeannad briedly aftar adminkstration o ansure
that part af tha dose ks not kst ar rajacted. If any of the oosa |8 |ost, radosing |8
racommended.

= I, &her dosing, the ByAnga |8 not complstely empty, It may be raused on falowing deys
untl emptied. Replaca ha cap alter aach use.

Waming

Do not use In horses Intended far human consumption. Keep this and al diugs cut of tha

ragch of childran. In cass of Ingaston, contact & physkden. Physkians may contact &

polsan control center tor advice concerming acdoantal ngeston.

Anwerza Reactions

In afficacy maks, when e dng wes sdminEted &t 1.2 mg omepraznia (4 makg) body

walaht elly far 23 deys and 0.8 mg omeprazniedh (2 mg/kg) body welght dally for 30 addiional

OB, NO BOVERSS Meactions ware absanved.

Precautions

The safaly of GASTROGARD Pasta has not baen daterminad In pregnant or

lactating mares.

Clinlcal Prarmacology

Machanism of Acton: Omaprezole ks & gastric acid pump Inhibhor that requlatas tha

final step In hydragen lon production and biocks gasric acdd sacration ragardess of he

BUMULIE. Omeprazale ITeversibly binds to tha gastic parietEl cal's He, K+ ATPESa enzyme

which purmps hiydragen lons into the luman of the slamach In exchanga for poiassum |ons.

Sinca oMeprezals BccumulEss In he cell canalicul and §s Imaversbly bound o tha efiect

Blfe, tha plasma conceniraton at seady sE18 |8 not diecty relEed 1o the amount that

I8 taund ta tha anzyme. The ralatonship b=iwaen omaprazole action and plasma

concanTalien IS a functan of the rate-Imiing procass of H+, K+ ATPESa actviiyumavar.

Onca al af the anzyma bacomas baund, ackl secration rasumas only aher naw Ha+, K+

ATPase |s synthastzed In the paretal call (1.8., he rale of naw enzyme synihasks axcasds

tha raie of Inhibdon).

Pharmacodynamics: In a study of phamacodynamic efiacis using harsas wih gasric
cennuies, searetion of gastic ack] was Inhiblied In harsas given 4 Mg omeprazakakyiday.
Afar the expected maximum suppression of gastric acid sacratlan was reachad (5 days),
tha actual sacretion of gasiric ack was reduced by 88%, 85% and 90% at &, 16, and
24 hours, resp=aciivaly.

Phamacoknatcs: In 8 phammacokinsti siudy Imvalving thireen healihy, mixed bread
horsas (2 lamale, § malks) meelving mutple dosas of oMapreznls paste (1.8 mgdb ancs
dally for 1fiaen days) In elthar a tad or fasied siate, thara was no avidenca of dug
accumulation In the plasma whan companng tha exiant of systemic exposurs (ALUC..).

When companng the Inchioual bioavallaiity dam (AUC ..., G, and Tma: measuramenis)
aoroes e shudy days, hane was greet Inter- and Inrasubjact veriably In ha raie end extent
of product absorptan. Also, ha extent ol omeprazole a=0pdon In horses was reducad by
approdmenaly 673 N ha prasance of tood This | evidanced by tha nbssrvanon mat iha maan
ALC,.,, valuss maasured during the 1Mt day of omaprazole tharapy when e animals wena
1asiad for 24 hours was Bpproximately thres dmes graater tan iha AL estmated aher the Ast
and Nfteerih doses whan tha horsas wera fed hay ad bhum end swest laed (grain) tvice daly.
Pranda stams dd not afect the raia of drug diminaton. The terminal halkie estimates. (M=23)
rangad fram epproximately ons-half o aight howrs.

Efficacy

Doss Confimation: GASTROGARD® jomeprazols) Paste, aominkerad 1o pravide
ameprazole at 1.8 mp'b (4 mgikg) dally for 28 days, afecively healed of reduced e
savanlty of gasiric ulcers In 925t of ameprazole-raatad horsas. n compansen, 32% of
controls exhibhied healad or ks severs ulcers. Horsae enroliad In his sudy were heathy
animals canfirmed 10 hawa gasirkc ulears by gastroscopy. Subssquant dally adminisration
af GASTROGARD Pasie 1o provida ameprazal at 0.8 mgAb (2 mgikg) for 30 days
pravanisd recumenca of gastic ukars In B43% of TagiBd horsas, wharaas ukes recumed
f became mara severe In horsas ramavad Tam omaprezole Taamment.

Clinical Field Trials: GASTROGARD Pazie adminkiarad at 1.8 m'b (4 mgdkg) dally for
28 days hasled or reduced tha sevanty of gasir ukcars In 93% of omEeprEZok reated
hiorsaE. In companson, 32.4% af control harsas had hasled UICErs or ukcars which wers
reduced In savanty. Thess rals Includad harsas of varkous braeds and under difienant
managament condiions, and Includad NoEEs N race or show TEning, pleasure horses,
and foals a8 young a8 one manth. Harsas enralied In the eficacy s were healthy
animals canfirmed 10 hawa gasirkc ulears by gastroscopy. In thess feld tHals, horsas readily
ancaptad GASTAOGARD Paste, Thana were no drug ralaied advarss raactions. In the
clinical rials, GASTROGA AD Pasie was used concomieEnly whh other heraples, which
Induded: entheimindcs, anbktdcs, non-stercidal and sercidal anmHnammaiory agans,
diuratics, ranquilizems and vaceines.

Diagnostic and Management Conslderations: Tha following cinleal signe may be sssodaied
wiih gasiic uicaratian In acut harses: napp=iancs or decraased appaitia, rEeUrment colks,
ImEmninEnt Inasa siols of chronlc darmhaa, poor halr coat, podr bady condfilan, of pooe
pariamance. Clinkal gns In foals may Include: brudsm jrindng of tsath), excesshia
salvation, cole, cranial ebdominal lendamess, ancrexla, darmhaa, slemal racumbs=ncy ar
WeekNass. A Mona Bccurate dagnosk of gesTic ulcaraion In hoses and foaks may be mads
It ulcers &re visualizad diracily by endascaplc examinaton of tha gasirTic mucosa. Gastric
ulzars mey racur In horsas If herapy 1o pravent racurrance ks not administered aher tha
INHel traamant ks complated. Use GASTROGARD Paste a1 0.8 Mg omepreazakaib body
welght (2 mokg) for conmmol of gastic ukars fallawing Teaiment. Tha salety af
adminkisTation of GASTROGARD Pasie tor longar than 91 days has not been daterminad
Maximal acid suppression ocoUrs alter thisa 1o 1ve oeys of raatmant with cmeprazala.

Safety

* GASTROGARD Paste was wall ioleratad In tha folowing cominolled eflicacy and sakaty
sludes.

= In laid irials Involving 139 harses, Includng faals s young &s ona manih of ege, no
averse raactions atrbuiable 1o 0meprazele raamant ware nated.

+ In a plecabo commiled dult horss seely sudy, homses recalved 20 mo/kgiday
omeprazole (5% tha mcommended dose) far 90 days. No reaiment rel=iad adverse
affects wara chsarvad

= In a plecabo commiled weranca study, edult horsas wane eakd wih GASTROGA AD
Paste af 4 dosaga of 40 mykpidey (10X the recammanded doss) far 21 days. Mo
iraatmant ralated edvarsa efacs Wers obssned.

« & plEceba contmiled foal safty study evaluaied the ssisty of omeprazols Gtdoses of 4, 12
of 20 mg'kg (1, 2 or 5x) once dally 1or &1 days. Foals rangad In age from 65 o 110 days at
Budy indadon. Gamma guiamylransierase (GET) levels wana signiicamly akevaed n
hamees Tegiad al exaggerated doses af 20 mg'kg (S the recommandsd dasa). Mean
BOOMACh 10 body walght ratic was highar for foals In the 3x and Sx groups tan for commis;
hawevar, no ebnomalties of tha Biomach wera evident on hisiokogical sxaminatian,

Repmductive Safsty

In a mala repreduciive safety sudy, 10 sallons racelvad GAS TROGARD Paste at

12 myugiday (3x tha recommancad does) tor 70 days. Mo realmant releed atvarse

affects an saman quality or braeding bahavior ware cbeanad. A sakty sudy In breeding

mares has not bean conoucied.

Far More Information

Plaase call 1-388-637-4251 and pleasa vish our web =lte a1 www.gasrogand.com.
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