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PROTONIX V. is indicated for short-term
freatment (7 to 10 days) of gastroesophageal
reflux disease (GERD), as an alternative to oral
therapy in patients who are unable to
continue taking PROTONIX Delayed-Release
Tablets. Safety and efficacy of PROTONIX I.V.
for Injection as an inifial treatment for GERD
have not been demonstrated.

The most frequenily reported adverse events
with PROTONIX V. are abdominal pain, chest
pain, rash, and pruritus. Symptormatic response to
therapy does not preclude the presence of gastric
malignancy. PROTONIX V. is contraindicated in
patients with known hypersensitivity to any
component of the formulation. Treatment with
PROTONIX LV. should be discontinued as soon as
the patient is able to be treated with PROTONIX
Delayed-Release Tablets.

*PPI (profon pump inhibitor).

(Pantoprazole Sodium) for o

Please see brief summary of Prescribing Information on
reverse side of this advertisement.
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(Pantoprazole Sodium) e i

(_The first and only IV.PPI_

See package insert for full prescribing information.
INDICATIONS AND USAGE

Short-term treatment (7 to 10 days) of gastroesophageal reflux disease (GERD), as an alternative in patients who are unable to continue
taking PROTONIX (pantoprazole sodium) Delayed-Release Tablets. Safety and efficacy of PROTONIX IV, for Injection as an inital treatment
for GERD have not been demanstrated.

CONTRAINDICATIONS

Patients with known hypersensitivity to the formulation.

PRECAUTIONS

General

Symptomatic response to therapy with pantoprazole does not preclude the presence of gastric malignancy.

No dosage adjustment is necessary in patients with mild or moderate hepatic impai The ph kinetics of pantoprazole have nat yet been
well characterized in patients with severe hepatic impaiiment. Therefore, the potential for modest drug accumulation [<21%), when dosed as
recommended at 40 mg once daily, needs to be weighed against the patential for reduced acid control when decreasing the dose or aftering the
dosing regimen in these patients.

Treatment with PROTONIX LV. for Injection should be discontinued as soon as the patient is able to resume treatment with PROTONIX Delayed-
Release Tablets.

Drug Interactions

Pantoprazole is metabolized mainly by CYP2C19 and to minor extents by CYPs 3A4, 206, and 2C9. In in vivo drug-drug interaction studies with
CYPC19 substrates (diazepam [also a CYP3A4 substrate] and phenytoin [also a CYP3A4 inducer], nifedipine (a CYP3AS substrate), metoprolol (a
CYP2D6 substratel, diclofenac (a CYP2CS substrate] and theophylline (a CYP1AZ substrate) in healthy subjects, the pharmacokinetics of pantoprazole
were not significantly altered. i, therefore, expected that other drugs metabolized by CYPs 2019, 3A4, 206, 2C9, and 1A2 would not significantly
affect the pharmacokinetics of pantoprazole. fn viva studies also suggest that pantoprazole does nat significantly affect the kinetics of other drugs
[cisapride, theaphylline, diazepam [and its active metabolite, desmethyldiazepam], phenytoin, warfarin, metoprolol, nifedipine, carsamazepine and
oral contraceptives] metabolized by CYPs 2C19, 304, 206, 2C9, and 1A2. Therefore, it is expected that pantoprazole would not significantly affect
the ph inetics of other drugs metabolized by these isozymes. Dosage adjustment of such drugs is not necessary when they are co-administered

BODY AS A WHOLE: headache, injection site reaction.

DIGESTIVE SYSTEM: dyspepsia, nausea, diarrhea, vomiting.

NERVOUS SYSTEM: dizziness.

RESPIRATORY SYSTEM: rhinitis.

The safety of intravenous pantoprazole has also been evaluated during intemational clinical trials conducted in over 300 critically il patients. The
safety profile of intravenaus pantoprazole was similar to that of oral pantoprazole with the exception of injection site reactions including injection
site inflammation, thrombophlebitis, hemorthage, and abscess. Head-to-head comparative studies between PROTONIX 1V, for Injection and oral
PROTONIX, other proton pump inhibitors (oral or | V) or H2 receptor antagonists (oral or 1V) have been limited. The available information does not
provide sufficient evidence to distinguish the safety profile of these regimens.

Safety Experience with Oral Pantoprazole

In short:-tem clinical trials in GERD pati d with oral events, regardless of causality, occured atarateof 21%.
BODY AS A WHOLE: headache, asthenia, back pain, chest pain, neck pain, flu syndrome, infection, pain.

CARDIOVASCULAR SYSTEM: migraine.

DIGESTIVE SYSTEM: diarrhea, flatulence, abdominal pain, eructation,
rectal disorder, vomiting.

HEPATO-BILIARY SYSTEM: liver function tests abnormal, SGPT increased.

METABOLIC AND NUTRITIONAL: hyperglycemia, hyperlipidemia.

MUSCULOSKELETAL SYSTEM: arthralga.

NERVOUS SYSTEM: insomnia, anxiety, dizziness, hypertonia.

RESPIRATORY SYSTEM: bronchitis, cough increased, dyspea, pharynitis, rhinitis, sinusitis, upper respiratory tract infection.

SKIN AND APPENDAGES: rash.

UROGENITAL SYSTEM: urinary frequency, and urinary tract infection.

Additional adverse experiences occurring in <1% of GERD patients receiving oral pantoprazole based on pooled results from either short-tem
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ipation, dyspepsia, inal disorder, nausea,

with pantoprazole. In other in vivo studies, digorin, ethanol, glyburide, antipyrine, and caffeine had no clinically relevant interactions with pantoprazole.
Because of profound and long lasting inhibition of gastric acid secretion, t is theoretically possible that pantoprazole may interfere with absorption
of drugs where gastric pH is an important determinant of their bioavailability (e.g.. ketoconazole, ampicillin esters, and iron salts).
Carcinogenesis, M is, Imp of Fertility

Ina 24-month carcinogenicity study, Sprague-Dawley rats were treated orally with doses of 0.5 to 200 mg/kg/day, about 0.1 0 40 times the exposure
ona body surface basis, of a 50-kq person dosed at 40 mg/day. In the gastric fundus, treatment at 0.5 to 200 ma/kg/day produced enterochromalfin-
like (ECL) cell hyperplasia and benign and malignant neuroendocrine cell tumors in a dose-related manner. I the forestomach, treatment at 50 and
200 mg/kg/day [about 10 and 40 times the recommended human dose on a body surface area basis] produced benign squamous cel papillomas and
malignant squamous cell carcinomas. Rare gastrointestinal tumors associated with pantoprazole treatment included an adenocarcinoma of the
duodenum at 50 mg/kg/day, and benign polyps and adenocarcinomas of the gastric fundus at 200 mg/ka/day. In the liver, treatment at 0.5 to 200
mg/kg/day produced dose-elated increases in the incidences of hepatocellular adenomas and carcinomas. I the thyroid gland, treatment at 200
mg/kg/day produced increased incidences of follicular cell adenomas and carcinomas for both male and female rats.

Sporadic oocurrences of hepatocellular adenomas and a hepatocellular carcinoma were observed in Sprague-Dawley rats exposed to pantoprazole
in 6-month and 12-month oral toxicity studies.

In‘a 24-month carcinogenicity study, Fischer 344 rats were treated orally with doses of 5 to 50 mg/kg/day, approximately 1 to 10 times the
recommended human dose based on body surface area. In the gastric fundus, treatment at 5 to 50 mg/ko/day produced enterochromaffin-like (ECL)
cell hyperplasia and benign and malignant neuroendocrine cell tumors. Dase selection for this study may not have been adequate to
comprehensively evaluate the carcinogenic potential of pantoprazole.

Ina 24-month carcinogenicity study, BECIFI mice were treated orally with doses of 5 to 150 mo/kg/day, 0.5 to 15 times the recommended human
dose based on body surface area. In the liver, treatment at 150 mg/kg/day produced increased incidences of combined hepatocellular adenomas
and carcinomas in female mice. Treatment at 5 to 150 mg/kg/day also produced gastric fundic ECL cell hyperplasia.

Pantoprazole was positive i the in vilro human ymphocyte: chromosomal aberration assays, in one of two mouse micronucles tests for clastogenic
effects, and in the in vitro Chinese hamster ovarian cell/HGPRT forward mutation assay for mutagenic effects. Equivocal results were observed in
the in vivo rat liver DNA covalent binding assay. Pantoprazole was negative in the in vitro Ames mutation assay, the i vitra unstheduled DNA
synthesis (UDS) assay with rat hepatocytes, the in vitra AS52/GPT mammalian cell-forward gene mutation assay, the in vitra thymidine kinase mutation
test with mouse lymphoma L5178Y cells, and the /n vivo rat bone marrow cell chromosomal aberration assay,

Pantoprazole at oral doses up to 500 mg/kg/day in male rats (98 times the recommended human dose based on body surface area) and 450
mg/kg/day in female rats (83 times the recommended human dose based on body surface area) was found to have no effect on fertility and
reproductive performance.

Pregnancy

Teratogenic Effects

Pregnancy Category B

Teratology studies have been performed in rats at intravenous doses up to 20 ma/ky/day (4 times the recommended human dose based on body
surface area and rabbits at intravenous doses up to 15 mo/ky/day (6 times the recommended human dose based on body surface area) and have
revealed no evidence of impaired fertility or hamm to the fetus due to pantoprazale. There are, however, no adequate and well-controlled studies
in pregnant women. Because animal reproduction studies are not always predictive of human response, this drug should be used turing pregnancy
only if clearly needed.

Nursing Mathers

Pantoprazole and its metabolites are excreted in the milk of rats. It s not known whether pantoprazole is excreted in human milk. Many drugs
which are excreted in human milk have a potential for serious adverse reactions in nursing infants. Based on the potential for tumorigenicity shown
for pantoprazole in rodent carcinagenicity studies, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into
account the benefit of the drug to the mother.

Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

Use in Women

No gender-related differences in the safety profile of i le were seen in i trials involving 166 men and 120 women
with GERD. Erosive esophagitis healing rates in the 221 women Ueated with oral pantoprazole in US clinical trials were similar to thase found in
men. The incidence rates of adverse events were also similar between men and women.

Use in Elderly

No age-related differences in the safety profile of i le were seen in i | trials involving 86 elderly (= 65 years old) and
200 younger (< 65 years old) patients with GERD. Erasive esophagitis healing rates in the 107 elderly patients (2 65 years old] teated with oral
pantoprazole in US clinical trials were similar to those found in patients under the age of 65. The incidence rates of adverse events and laboratory
abnormalities in patients aged 65 years and older were similar to those associated with patients younger than 65 years of age. The healing rates of
the 25 patients at least 75 years old were BD% for thase treated with 10 mg of oral pantoprazole and 100% for those patients treated with either 20
or 40 mg. In addition, the safety profile in patients 65 years and older was similar to that of patients younger than 65 years of age.

ADVERSE REACTIONS

Safety Experience with Intravenous Pantoprazole

Intravenous pantoprazole has been well tolerated in clinical trials of GERD patients and healthy subjects. A double-blind placebo controlled study
inthe US. evaluated the effect of PROTONIX LV. for Injection on pentagastrin-stimulated acid secretion in 65 GERD patients. Treatment-emergent
events considered possibly, probably or definitely drug-related that were reported by 2 or more patients (4%) taking PROTONIX 1V, (pantoprazole
sodiurn) for Injection [n=50] and by 0% of patients taking placebo (n=15) were: abdorninal pain {12%], chest pain [6%), rash (6%, and pruritus (4%).
Additional adverse experiences oocurring in >1% of GERD patients teated with intravenous pantoprazole [n=412) in domestic (n=50) or
international (n=362) clinical trials are shawn below by body system. In most instances, the relationship ta pantoprazole was unclear,
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domestic or i I trials are shown below within each body system. In most instances, the relationship to pantoprazole was unclear.

BODY AS WHOLE. abscess, allergic reaction, chills, cyst, face edema, fever, generalized edema, heat stroke, hernia, laboratory test abnormal,

malaise, moniliasis, neoplasm, non-specified drug reaction.

CARDIOVASCULAR SYSTEM: angina pectoris, arthythmia, cardiovascular disorder, chest pain. substemal, congestive heart failure,

electrocardiogram abnommal, hemorthage, hypertension, hypotension, myocardial ischemia, palpitation, retinal vascular disorder, syncope,

tachycardia, thrombaphlebitis, thrombosis, vasodilatation.

DIGESTIVE SYSTEM: anorexia, aphthous stomatitis, cardiospasm, collts, dry mouth, duodenitis, dysphagia, entertis, esophageal hemortiage,
phagiti intestinal carcinoma, i | hemonthage, gastrointestinal moniliasts, gingivitis, glossitis, halitosis, hematemesis,

increased appetite, melena, mouth ulceration, oral moniliasis, periodontal abscess, periodontits, rectal hemorrhage, stomach uler, stomatits,

stools abnormal, tongue discoloration, ulcerative colitis

ENDOCRINE SYSTEM: diabetes mellitus, glycosuria, goiter.

HEPATO-BILIARY SYSTEM: biliary pain, hyperbilirubinemia, cholecystitis, cholelithiasis, cholestatic jaundice, hepatitis, alkaline phosphatase

increased, gamma glutamyl transpeptidase increased, SGOT increased.

HEMIC AND LYMPHATIC SYSTEM: anemia, ecchymosis, easinaphilia, hypachromic anemia, iran deficiency anemia, leukocytosis, leukapenia,

thrombocytopenia. B

METABOLIC AND NUTRITIONAL: dehydration, edema, qgout, peripheral edema, thirst, weight gain, weight loss.

MUSCULOSKELETAL SYSTEM: arthvits, arthrosis, bone disorder, bane pain, bursits, joint disorder, leg cramps, neck rigidity, myalgia, tenosynavitis.

NERVOUS SYSTEM: abnormal drearns, confusion, convulsion, depression, dysarthria, emational lability, hallucinations, hyperkinesia, hypesthesia,

libido decreased, nervousness, neuralgia, newritis, paresthesia, reflexes decreased, sleep disorder, somnalence, thinking abnormal, tremor, vertigo.

RESPIRATORY SYSTEM: asthma, epistaxis, hiccup, laryngitis, lung disorder, pneumonia, voice alteration

SKIN AND APPENDAGES: acne, alopecia, contact dermalits, dry skin, eczema, fungal dematits, hemorhage, herpes simplex, herpes zoster,

lichenoid dermatitis, maculopapular rash, pain, pruritus, skin disorder, skin ulcer, sweating, urticaria,

SPECIAL SENSES: abnormal vision, amblyapia, cataract specified, deafness, diplapia, ear pain, extraocular palsy, glaucoma, otitis externa, taste

perversion, tinnitus,

UROGENITAL SYSTEM: albuminuria, balanits, breast pain,cystits, dysmenorthea, dysuria, epididymitis, hematuria, impotence, kidney calculus, kidney

pain, nocturia, prostatic disorder, pyelonephrits, scrotal edema, urethral pain, urethritis, urinary tract disorder, urination impaired, vaginits.

Postmarketing Reports

There have been spontaneous reports of adverse events with postmarketing use of oral pantoprazale, including laxis {including

anaphylactic shock); angioedema (CQuincke's edemal; anterior ischemic optic neuropathy: severe dermatologic reactions, including erythema

multiforme, Stevens-Johnson syndrome, and toxic epidemal necrolysis (TEN, some fatal); pancreatits; jaundice; confusion; hypokinsia; speech

disorder; increased salivation; vertigo; nausea; and tinnitus.

In adition, also observed have been confusion, hypokinesia, speech disorder, increased salivation, vertigo, nausea, tinnitus, and blumedision.

Laboratory Values

InU.S. and international GERD clinical trials, the overall p ges of elevations did not i

pantoprazole. For other laboratory parameters, there wese no clinically important changes identified.

In two U.S. controlled trials of oral pantoprazole in patients with GERD, 0.4% of the patients on 40 mg oral I ienced SGFT elevations

of greater than three times the upper limit of normal at the final treatment visit. Except in those patients where there was a clear altemative

explanation for a laboratory value change, such as intercurrent iliness, the elevations tended to be mild and sporadic. The following changes in

Iaboratory parameters were reported as adverse events: creatinine increased, hypercholesterolemia, and hyperuricemia.

OVERDOSAGE

Some reports of overdasage with pantoprazole have been received. A report of a suicide i i} ge of oral pantop

(560 mg] has been received; however, the death was more reasonably atiributed to the unknown doses of chloroquine and zopiclone which were

lsa taken since two other reported cases of pantaprazole overdosage involved similar amounts of pantaprazole (400 and 600 g with no adverse

effects observed. One patient in a flexible dosing study of refractory peptic ulcer disease received a dose of 320 mg per day for 3 months; treatment

was well olerated. Dases of up to 240 mg perday, gnenii iy for seven days, have been administered to healthy subjects and have been well tolesated.

Pantoprazole is not removed by hemodialysi

Single intravenous doses of pantoprazole at 378, 230, and 266 mg/kg (38, 46, and 177 times the recommended human duse based on body surface

area) were lethal to mice, rats, and dogs, respectively. The symptoms of acute toxicity were hypoactivity, ataxia, hunched siting, limb-splay, lateral

position, segregation, absence of ear reflex, and tremor.
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Mean acid output (mEq/h)
5

n=17/21 PROTONIX LV. 80 mg q12h (Four patients required 240mg/day)

ROTONIDE 7 |
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(_ Thefirstand only LV.PPI )

In clinical frials, the most frequently reported adverse events with PROTONIX L.V. were injection site reactions
(including ’rhrombophlebms and abscess), headache, diarthea, nausea, and dyspepsia. PROTONIX LV, is
contraindicated in patients with known hypersensitivity fo any component of the formulation. Anaphylaxis has
been reported. Treatment with PROTONIX 1.V. should be discontinued as soon as the patient is able fo be freated
with PROTONIX Delayed-Release Tablefs. Please see brief summary of Prescribing Information on adjacent page
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See package insert for full prescribing information.

INDICATIONS AND USAGE
Treatment of Gastroesophageal Reflux Disease Assoclawd With a History of Erosive Esnphlultls

i 71010 days) ofp h | reflue disease {GERD) with a history of erosive esopfiagitis, as an alternative to oral therapy
in patients who are unable t king PROTONIX (p le sodium) Delayed-Release Tablets. Safety and efficacy of PROTONIX IV, for Injection

as an initial treatment of patients having GERD with a histary of erosie esophagitis have ot een demonstrated.
Pathological Hwamcreuun Associated With Zollinger-Ellison Syndrome

Treatment of y. condition: d with Zollinger-Ellison syndrome or ather neoplastic conditians.

CONTRAINDICATIONS

Patients with known hypersensitivity to any component of the formulation.

PRECAUTIONS

General

Immediate ity reactions; sl et This may require emergency medical treatment,

Injection site reactions: Thrombophiebitis was associated with the administration of intravenous pantoprazole.

Hepatic effects: Mild, transient transaminase elevations have been observed in clinica! studies. The clinical significance of this finding in a large papulation of
subjects administered intravenous pantoprazale is unknown. (See ADVERSE REACTIONS section.)

Symptomatic response to therapy with pantoprazole does not preclude the presence of gastric malignancy.
Treatment with PROTONDX V. for Injection should be discontinued as soon as the patient is able to resume treatment with PROTONIX Delayed-Release Tablets.
Drug Interactions

Fanlopram\e is metatolized matnly by CYP2C19 and to minor extents by CYPs 3A4, 206, and 2C9. In in vivo drug-drug interaction studies with CYP2C19 substrates
(diazepam [also a CYP3A4 substrate] and phenytoin [also a CYP3AA inducer]), nifedipine, midazolam, andclanlhamvcmtCYP&Msuhsual&s) metoprolol CYP206

MUSCULOSKELETAL SYSTEM: arthralgia

NERVOUS SYSTEM: insomnia, anxiety, dizziness, inypertonia

RESPIRATORY SYSTEM: bronchitis, cough increased, dyspnea, pharyngitis, thinitis, sinusitis, upper respiratory tract infection.

SKIN AND APPENDAGES: rash.

UROGENITAL SYSTEM: urinary frequency, urinary tract infection.

Mdditional adverse experiences ocourring in <1% of patients with erosive esophagitis associated with GERD receiving oral pantoprazole based on paoled results

from ither short-term domestic or international trials are shown below within each body system. In most instances, the relationship to pantoprazole was unclear.

BODY AS A WHOLE: abiscess, allergic reattion, chills, cyst, face edema, fever, generalized edema, heat stroke, hernia, lahoratory test abnormal, malaise, moniliasis,

neaplasm, nonspecified drug reaction.

CARDIOVASCULAR SYSTEM: abnormal electrocardiogram, angina pectoris, amhythmia, cardiovascular disorder, chest pain substemal, congestive heart failure,

hen;ﬁ!\l:;%& hypertensian, hypotension, myacardial ischemia, palpitation, retinal vascular disorder, syncope, tachycardia, thrombophlebitis, thrombosis,

vasodifatation

DIGESTIVE SYSTEM: anorexia, apinhnus slnmalms aardmspasm oulms dry mouth, duodenitis, dysphagia, enteritis, esophageal hemorrhage, esophagitis,
C3ICINGma, moniliasis, gingivitis, glossitis, halitasis, hematemesis, increased appetite, melena, mouth

ulc‘jlir_aisun, oral moniliasis, periodontal afiscess, periodantitis, rectal hemorrhiage, stomach ulcer, stomatitis. stools abnormal, tongue discaloration, ulcerative

colitis.

ENDOGRINE SYSTEM: diabetes mellitus, giycosuria, goiter.

HEPATO-BILIARY SYSTEM: biliary pain, hypy

glutamyl transpeptidase increased, SGOT increased,

HEMIC AND LYMPHATIC SYSTEM: anemia, ecchymesis, eosinaphilia, hypochromic anemia, iran deficiency anemia, feukocytosis, leukopenta, thrombocytopenia.

METABOLIC AND NUTRITIONAL: dehydration, edema. gout, peripheral edema, thirst, weight gain, weight loss.

MUSCULDSKELETAL SYSTEM: arthitis, arthiosis, bone disorder, bone pain, bursitis, joint disorder, leg cramps, neck rigidity, myalgia, tenosynovitis.

NERVOUS SYSTEM: abnormal dreams, confusion, convulsion, depression; dry mouth, dysarthria; emotional lability, hallucinations, hyperkinesia, hypesthesia, libid

decreased, nervousness, neuralgia, neurits, paresthesia, refl d, sleep disorder, lence, thinking abnormal, tremor, vertigo.

RESPIRATORY SYSTEM: asthma, epistaxis, hiccup, laryngitis, lung disorder, preumonia, voice alteration.

SKIN AND APPENDAGES: acne, alopecia, contact dermatitis, diy skin, eczema, fungal dermatitis, hemorrhage, herpes simplex, hieres zoster, lichenoid dermatitis,

maculopapular rash, pain, pruritus, skin disorder, skin ulcer, sweating, urticaria.

SPECIAL SENSES: abnormal vision, amblyopia, cataract specified, deafness, diplopia, ear pain, extraocular palsy, glaucama, ofitis externa, taste perversion, tinnitus.

UROGENITAL SYSTEM: albuminuria, balanitis, breast pain, cystitis, dysmenorhea, dysuria, epididymitis, hematuria, impotence, kidney caloulus,

kidrey pain, nocturia, prostatic disorder, pyelonephrits, scrotal edema, urethral pain, uretiitis, urinary tract disorder, urination impaired, vaginitis.

Postmarketing Reports

cholecystitis, cholelithiasis, chol hepatitis, alkaline increased, gamma

profile of intravenous pantoprazole ffrom an estimate of over 700,000 patients) is not substantially different from that of oral pantoprazole

substrate), diclofenac (a CYPZCA substrate) and theopiylline (a CYPIAZ substrate] in healthy subjects, the le were not signifi
altered. It is, therefore, expected that other drugs metabolized by C¥Fs 2019, 3Ad, 206, 2C9, and 1A2 would not significantly affect the pharmacokinetics of
pantoprazole. /n vivo studies also suggest that pantoprazole does not significantly affect the kinetics of other drugs (cisapride, !heuphyl\me diazepam

The p
(described below)

There have been spnmanenus repons OI anvelse events with use of i

ar oral p These reparts. include

+ fath fincludi dema (Quincke's edema); anterior ischemic optic nesropathy; savere dam:am\ jic. teactions, includin
:::lrjai‘»l:lg:m ’g\?;‘:t?ﬁhl‘; gﬁmltg:vgjl;gnmr?Hh;:eﬁ:lze‘?i?::pgmpﬁ;?l mleeigme‘ weuld not si Tldazlnla:n”m ihe of otterdrugs #/¥ma mumformengé‘.mvens -Johnson symfmml and toxic epidemnal necrolysis (TEN, some fatal; hgpalurellu;:?d;mage leading lujala\:e and hepan:fawlureg
metabolizec by these isozymes. Dosage adjustment of such drugs is not necessary when they.are coadministered with pantoprazole. In other in vivo studies,  Pancreatits: a In addition, also observed have:been confusian, fypokinesia, speech disorder,increased safivation, vertio, nausea,
digoin, ethanol, ayburide, antipyrine, caffsine, metronidazole, and amoicillin had o clinically relevant interactions with pantoprazole. Although no sgnificant  UMIUS: and blured vsion.
drug-drug interactions have been observed in clinical studies, the potential for significant drug-drug interactions with more than once daily dosing with highdoses ~ Laboratary Values
of pantoprazole has not been studied in poor metabolizers or individuals who are hepatically impaired. InUS, clinialtrals of ptients ning GERD with a istory of erosive esophagits and ntemational cinica ials of patents with phagitis associated with
Because of profound and long lasting inhibition of gastric acid secretion, pantoprazole may interfere with sbsorption of drugs where gastric pH is an important  GERD, entages of id not pithi o For other[aboatory garameters, tere were

determinant of lhelr bluamtah\hlﬂeg ketoconazole, ampicillin esters, and iron salts).

Carci pail of Fentility

In a Z4-month carcinogencity study, Sprague-Dawley rats were treated orally with doses of 0.5 to 200 mofka/day, abaut 0.1 to 40 times the exposure: on a body surface
area basis, of 2 50-kg person dosed at 40 mg/day. In the gastric fundus, treatment at 0.5 to 200 m/kg/day produced enterochromaffin- ke (ECL) cell hyperplasia and
benign and mafignant neuroendocrine cell tumars in a dose-related manner. In the forestomach, treatment at 50 and 200 mgﬂiglﬁavlabuui 10 and 40 times :i!e
recammended human dase on a body surface area basis) produced b cell papillomas and malignant squamaus cell carci Rare

tumors associated with pantoprazole treatment included an adenocarcinoma of the duodenum 2t 50 mafka/day, and benign polyps and adenocarcinomas of the

o clinically \mponani changes identified.

In two US. controlled trials of oral pantoprazole in patients with erosive esaphagitis associated with GERD, 0.4% of the patients:on 40 mg oral pantoprazole
experienced SGPT elevations of greater than three times the upper limit of narmal at the final treatment visit. Except in those patients where there was a tlear
alternative explanation for a laboratory value change, such as intercurrent iflness, the elevations tended to be mild and sporadic. The following changes in laboratory
parameters were reparted as adverse events: creatinine increased, hypercholesterolemia, and hyperuricemia.

OVERDOSAGE

Experience [n patients taking very high doses of le is fimited. There have been reports of overdosage with pantoprazole, including a suicide

gasiric fundus at 200 ma/ka/day. In the liver, treatment at 0510 200 ma/kg/day produced dose:related increases in the incidences of
carcinomas. n the thyrokd gland, treatment at 200 mg/k/day produced increased incidences of follicular cell adenomas and carcinamas for bath male and female rals.
Sparadic occurrences of hepatocellular adenomas and a hepataceliular carcinoma were ohserved in Sprague-Dawley rats expased to pantoprazole in 6-month and
12-month oral toxicity studies.

In a 24-month carcinagenicity study, Fischer 344 rats were treated orally with doses of 5 to 50 mo/ko/day, approximately 1 ta 10 times the recommended human
dose based on body surface area In the gastric fundus, treatment at 5to 50 ma/kg/day produced enterochromaffin ike (ECL) cell hyperplasia and benign and maltgnan!
neuroendocrine oell tumors. Dose selection for this study may not have been adequate to hensively evaluate the carci potential of p:

In a 24-month carcinogenicity study, B6C3F1 mice were treated orally with doses of 5 to 150 mg/kg/day, 0.5 to 15 times the recommended human dose based on
body surface area. In the liver, treatment at 150 ma/kg/day produced increased incidences of hepatocellular adenomas and carcinomas in female mice. Treatment
at 510 150 mg/kg/day also produced gastric fundic ECL cell hyperplasia.

Pantoprazole was positive:in the in vitro huran fymphocyte chromosomal aberration assays, in one:of two mouse micronucieus tests for clastogenic effects; andin
the in witro Chinese hamster ovarian cell/HGPRT fonward mutation assay for mutagenic effects. Equivocal results were abserved in the in vive rat liver DNA covalent
binding assay. Pantoprazole was negative in the in vitro Ames mutation assay, the in vitro unscheduled DNA synthesis (UDS) assay wilh rat hepatoeytes, the i vitro
AS52/GPT mammalian cell-forward gene mutation assay, the in s thymiding kinase: multation test with mouse lymphoma L5178Y cells, and the in vivo rat bone
mamow cell chromosomal aberration assay. A 26-week p53 +/- transgenic mouse carcinogenicity study was not pasitive.

Pantaprazole at oral doses up to 500 mg}kgﬁﬂay in male rats (98 times the recommended human dose based on body surface area) and 450 mo/kg/day
in female rats (B8 fimes the based on body area) was found to have no effect on fertiity and reproductive performance:
Pregnancy

Teratogenic Effects

Pregnancy Category B

Teratology studies have been performed in rats at intravenous doses up to 20 mg/kg/day (4 times the recommended human dose based on body surface area and
rabbits at intravenous doses up to 15 mo/kg/day (6 times the recommended human dase based on body surface area) and have revealed no evidence of impaired
fertility or harm to the fetus due to pantoprazole. There are, however, no adequate and well-controlled studies in pregnant women. Because animal reproduction
studies are nat always predictive of human response, this drug should be used during pregnancy only if clearly needed.

MNursing Mothers.

Pantoprazole and its metabolites are exceeted in the milk of rats. It is not knawn whether pantoprazole is excreted in human milk. Many drugs which are excreted
in human milk have a potential for serious adverse reactions in nursing mfants. Based on the potential for tumorigenicity shown for pantoprazole in rodent
carcinogenicity studies. a decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the benefit of the drug to the mather.
Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

Use in Women

No gender-related differences in the safety profile of intravenous pantoprazole were seen in international trials involving 188 men and 120 women with erosive
esophagitis associated with GERD. Erosive esophagitis healing rates in the 221 women treated with oral pantoprazole in U.S. clinical trials were similar to those
found in men. The incidence rates of ady s were afso similar b and women.

Use in Elderly

No age-related differences in the safety profile of intravenous pantoprazole were seen in international trials involving 86 elderly [2 65 years-ald) and 200 younger
(< 85 years old] patients with erosive esophagitis associated with GERD. Erasive esophagitis healing rates in the 107 elderly patients (> 65 years old) treated with
oral pantoprazole in LS. clinical trials were similar to those found in patients under the age of 65. The incidence rates of adverse events and laboratory abnormalities
in patients aged 85 years and older were similar to those associated with patients younger than B5 years of age.

Laboratory Tests

There have been reports of false-positive urine screening tests for tetrahydrecannabinol (THC in patients receiving pantoprazole.

ADVERSE REACTIONS

Safety Experience With | Pantoprazol

Intravenous pantoprazole has been studied in clinical trials in several populations including patients having GERD with 2 history of erosive esophagitis, patients with
Zollinger-Ellison syndrome, and healthy subjects. Adverse experiences occurring in >1% of patients treated with intravenous pantoprazole (n=714] in domestic
and intemational clinical trials are shown below by body system. In most instanees, the relationship to pantoprazole was unclear.

BODY AS A WHOLE: abdominal pain, headache, injection site reaction (including thrombaphlebitis and abscess|.

DIGESTIVE SYSTEM: constipation, dyspepsia, nausea, diarrhea.

NERVOUS SYSTEM: insomnia

RESPIRATORY SYSTEM: rhinitis.

Head-to-head comparative studies between FROTONIX LV, for Injection and oral PROTONIX, other proton pump inhibitors (oral or [V, er HZ receptor antagonists {oral
or | V) have been limited. The available information does not provide sufficient evidence to distinguish the safety profile of these regimens.

Safety Experience With Oral Pantoprazole

Inshort-term clinical trials in patients with erosive esophagitis asseciated with GERD treated with oral pantoprazole, the following adverse events, regardless of
causality, occurred at a rate of 21%.

BODY AS A WHOLE: headache, asthenia, back pain, chest pain; neck pain, fiu syndrome, infection, pain.

CARDIOVASEULAR SYSTEM: migraine.

DIGESTIVE SYSTEM: dlarrhea, flatulencs, in, enuctation,
HEPATO-BILIARY SYSTEM: liver function tests abnormal, SGPT increased.
METABOLIC AND NUTRITIGNAL: hyperalycernia, iyperlipidemia

 NUsEs,

dyspepsia, vomiting

in which 560 mg and  amounts of chloroquing and zopiclone were alsa ingested. There have also been spontaneous reports of patients
taking similar amounts of pantoprazole (400 and 600 mg) with nio adverse effects.

Pantoprazole is not removed by hemodialysis. In case of overdose, treatment should be symptomatic and supportive

Single intravenous doses of pantoprazole at 378, 230, and 266 ma/kq {38, 46, and 177 times the recommended human dose based on body surface area were lethal
to mice, ats, and dogs. respectively. The symptoms of acute toxcity were hypoactivity, ataxia, hunched sitting, limb-splay, lateral position, segregation,
absence of ear reflex, and tremor.

DOSAGE AND ADMINISTRATION

PROTONIX LV, for Injection admi through a dedicated line, using the in-line filter provided. The filter must be used to
remove the precipitale that may form when the reconstituted drug product is mixed with V. solutions. Studses have shown that filtration does not alter the amount
of dug that is available lur adm mswai:un It administration through & Y-slteis desirable, the in-line filter must be positioned below the Y-site that s closest to the
patient. The [d be i d after af PROTONIX 1V, for Injection with either 5% Dextrose Injection, USP, 0.9% Sedium
Chloride Injection, USP or Lactated Ringer's Injection, USP. PROTONIX LY. for Injection should not be simultaneously administered thiough the same line with other
intravenaus solutions.

Treatmentwith PROTONIX 1V, for Inj hould s 5001 ientis able to resume treatmient with PROTONIX Delayed-Release Tablets. Also,
data on safe and effective dosing for conditions other than those describedin INDICATIONS AND USAGE, such as ife-thveatening upper gastrointestinal bleeds, are
not available. PROTONIX [V: 40 g once daily does not raise gastric pH to fevels sufficient to contnbute ta the treatment of such life-threatening conditions.
Parenteral routes of administration other than intravenous are ot recommended.

No dasage adjustment is necessary in patients with renal impairment, hepatic impaiment, ot for elderly patients. No dosage adjustment is necessary in patients
undesgoing hemadialysis.

Treatment of Gastroesophageal Reflux Disease Associated With a History of Erosive Esophagitis

The recommended adult dose, as an alternative to continued oral therapy, is 40-mg pantoprazalz given once daily by intravenous infusion for 7 to 10 days.
Satety and efficacy of PROTONIX LV. for Injection as 2 treatment of patients having GERD with  history of erosive esophagitis for more than 10 days have not been
demanstrated [see INDICATIONS AND USAGE).

PROTONIX |V, for Injection should be reconstituted with 10 mL of 0.9% Sodium Chlorde Injection, USP: and further diluted (admixed] with 100 ml. of 5% Dextrase
Injection, USF, 0.9% Sodium Chioride Injection, USF, or Lactated Ringer' Injection, USF, to a final conceniration of approximately 0.4 mg/ml. The reconstituted
solution may be stored for up to 2 hours at room lempelaiure prior to Iunhet d\lulmn the admixed solution may be stored for up to 12 hours at room temperature
prior to intravenaus infusion, Neither the J solution nor the ad ution nezds to be protected from fight

PROTONIX IV, for Injection admixtures should be ad ly over a period of 15 minutes at a rate not greater than 3 mg/min
{7 mi/min. '

Pathological Hypersecretion Associated With Zollinger-Ellison Syndrome

The dosage of PROTONIX V. for Injection in patients with pathological hypersecretory conditions associated with Zollinger-Ellison syndrome or other neaplastic
conditions varies with individual patients. The recommended adult dosage is 80 mg q12h. The frequency of dosing can be adjusted to individual patient needs based
on 2cid output measurements. In those patients whe need a higher dosage, B0 mg 48h is expected to mantain acid oulput below 10 mEg/h. Daily doses higher than
240 mg or administered im more than B days have not been slumed (See (:Inmcal Studies section of full Prescribing Information | Transition from oral to V. and
from 1V, to oral f f gastric acid inhib ha manner to ensure continuity of affect of suppression af acid secretion. Patients
‘with Zollinger-Ellison syndrome may be vulnerable to serious clical complications of increased acid production even after-a short period of loss of effective
inhibition.

Each vial of PROTONIX LV, for Injection should be reconstituted with 10 ml of 0.9% Sodium Chloride: Injegtion, USP. The contents of the two vials should be combined
and further diluted (admived) with 80 mL of 5% Dexlruse Injection, USP. 0.9% Sodium Chioride Injection, USP, or Lactated Ringer’s Injection, USP. to a total volume
of 100 mL with a final f mag/ml. The ituted solution may be stored for up to 2 hours at room temperature.prior to further
dilution; the admixed selution may be stored for up to 12 hours at reom temperature prior to intravenous infusion. Neither the reconstituted solution nor the admixed
solution needs to be protected from light.

PROTONIX | V. for In fould be admi di ly over-a period of app

bt

y 15 minutes at a rate not greater than 6 mag/min {7 ml/min|

B only
US Patent No. 4,758,579
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This Brief Summary is based on CI8005-5 2/11/02.
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nght’nme heariburn
a rude awakening ...

PROTONIX® tames erosive GERD
S0 night after night

PROTONIX is indicated for the treatment and maintenance
of healing of erosive esophagitis with associated
gastroesophageal reflux disease (GERD) symptoms. ONCE-A-DAY

Conirolled studies did not extend beyond 12 months. R T
diarrhea. Symptomatic response fo therapy does not 40 g
preclude the presence of gastric malignancy. PROTONIX (Pﬂﬂ [ﬂlﬂlﬂ ||]m} e it HB|BBSETHh|E

is contraindicated in patients with known hypersensitivity Makes erosive GERD nights good nights”
to any component of the formulation. Please see brief

summary of Prescribing Information on adjacent page.

The most frequently reported adverse events with
PROTONIX Delayed-Release Tablets are headache and



PROTONIX'

(Patoprol Sodium) vt RelseTate

See package insert for full Prescribing Information.

INDICATIONS AND USAGE

Maintenance of healing of erosive esophagitis and reduetion in relapse rates of daytime and nighttime heartbum symptoms in patients with
gastroesophageal reflux disease (GERD). Controlled studies did not extend beyand 12 months

Short-term treatment (up to 8 weeks) of erosive esophagitis associated with GERD. For those patients who have not healed after 8 weeks of
treatment, an additional 8-week course of PROTONIX may be considered.

CONTRAINDICATIONS

Known hypersensitivity to any component of the formulation.

PRECAUTIONS

General

Symptomatic response to therapy with pantoprazale does ot preclude the presence of gastric malignancy.

Owing to the chronic nature of erosive esophagitis, there may be a potential for prolanged admi ion of 1 le. [n long-term rodent studies,
pantoprazole was carcinogenic and caused rare types of gastrolntestinal tumars. The relevance of these findings to tumor development in humans is
unknown.:

Information for Patients

PROTONIX Delayed-Release Tablets should be swallowed whole, with or without food in the stomach and should not be split, crushed, or chewed.
Cancomitant administration of antacids does nat affect the absorption of pantoprazole.

Drug Interactions

Pantoprazole is metabolized through the cytochrome P450 system, primarily the CYP2C19 and CYP3AG isazymes, and subsequently undergoes Phiase I
conjugation. Based on studies evaluating possible i of le with ather drugs metabolized by the h P450 system, no
dosage adjustment is needed with concomitant use of the following drugs: theopfyline, antipyrine, caffeine, carbemazepine, diazepam, diclofenac,
digoxin, ethanol, glyburide, an oral contraceptive (levonargestrel/ethiny estradiol), metoprolol, nifedipine, phenytoin, warfarin, midazolam,

I intemational short-term double:blind or open-labsl cinical trals ivolving 20 ta B0 mg per day, the following adverse events were reported to occur in 1%
ormore of 2605 GERD patients recenving pantoprazole for up to 8 weeks.

__ Adverse Events in GERD Patients in Short-term Inter Trals
—_———————— Nl
Pantoprazole Ranitidine Omeprazole Famotidine
Total 30mg W mg 40mg
Study Event N=2805) (N=534) (N=474) (N=239)
Headache ii=5 DT L o Akt
A e 3 W 2 N <1

Abdorrinal Pain B Eel B d : <1

In two U.S. controlled clinical trials invalving PROTONIX 10-, 20, or 40-mg doses for up to 12 months, the following adverse
events considered by investigators to be possibly, probably, or definitely related to drug occurred in 1% or more of GERD
patients on long-term therapy.

~ Maost Frequent Adverse Evenits Reported as Drug Related in Long-term Domestic Tral

clarithromycin, metronidazole, or amoxicillin. Clinically relevant interactions of pantoprazole with ather drugs with th licp
not expected. Therefore, when coadministered with pantoprazole, adjustment of the dosage of pantoprazole or of such drugs may not be necassary.
There was also no interaction with concomitantly administered antacids.
Because of profound and long lasting inhibition of gastric acid secretion, it is th
drugs where gastric pH is an important determinant of their bioavailability [e.g. k
& -

pathways are

ically possible that

f may interfere with absorption of
ampicillin esters, and iron salts).

g Mutag I of Fertility

In'a 24-month carcinagenicity study, Sprague-Dawley rats were treated orally with doses of 0.5 to 200 mg/kg/day, about 0.1 to 40 times the exposure
0na body surface area biasis, of a 50+kg person dosed at 40 mg/day. In the gastric fundus, treatment at 0.5 to 200 mg/kg/day produced enterochromatfinike
ECL) cell hyperplasia and benign and malignant neuroendocrine cell tumors in a dose-related manner. In the forestomath, treatment at 50 and
200 mg/kg/day(about 10:and 40 times the recommended human dose on a body surface area basis) produced benign squamous cell papillomas and malignant
squamous cell carcinomas. Rare gastrointestinal tumors associated with pantoprazole treatment included an adenocarcinoma of the duodenum at
50 my/kg/day, and benign polyps and adenocarcinomas of the gastric fundus at 200 my/kg/day. In the liver, treatment at 05 to 200 mg/kg/day
produced dose related increases in the incidences of hepatocellular adenomas and carcinomas. In the thyroid gland) treatment at 200 mo/kg/day
produced increased incidences of follicular cell adenomas and carcinomas for both male and female rats

Sparadic occurrences of hepatocellular adenomas and a hepatocellular carcinoma were observed in Sprague-Dawley rats exposed to pantoprazole in
@-month and 12-month toxicity studies.

na 24-month carcinogencity study, Fischer 344 rats were treated orally with doses of 5 to 50 mo/ka/day, approximately 1 to 10 times the recommendet!

S Incidence
Study Event _ PROTONIX{n=536) Rantiine {n = 185)
Headoche 5 - e 2
Mosomialpan = S T Tl )
Liver funotion tests abrormal 2 <1
Malsea S NETE B SRS AN By :
Vemiting 2 2

Note: Only adverse: events with an incidence greéier than or equal luiiheiaanp&amrs are shown.

In addition, n these:short- and long-term domestic and intemational irials, the following treatment-emergent events, regardless of causality, oecurred
at arate of 21% in pantoprazole-treated patients: anxiety, arthralgia, asthenia, back pain, bronchilis, chest pain, constipation, cough increased,
dizziness, dyspepsia, dyspnea, flu syndrome, itis, intestinal disorder, ipemia, hypertonia, infection, liver function tests
abnormal, migraine, nausea, neck pain, pain, phanngitis, rectal disarder, rhinitis, SGPT increased, sinusitis, upper respiratory tract infection, rinary
frequency, uriniary tract infection, and vomiting,

Additional treatment-emergent adverse experiences occurring in <1% of pantoprazole: treated patients from these trials ara listed below by body system.
In most instances the relationship to pantoprazole was unclear.

BODY AS A WHOLE: abscess, allergic reaction, chills, eyst, face edema, fever, generalized edema, heat stroke, heriia, laboratary test abriormal,
malaise, moniliasis, neoplasm, nonspecified drug reaction, photasensitivity reaction.

CARDIOVASEULAR SYSTEM: abnormal electrocardiogram, angina pestaris, amhythmia, atrial fibrillation/flutter, cardiovascular disorder, chest pein
substemal, congestive heart failure, hemorh hypotension, rdial infarction, myocardial ischemia, palpitation, retinal vascular
disorder; syncope, tachycardia, thrambophlebitis, thrombosis, vasodilatation.

DIGESTIVE SYSTEM: anorexia, aphthous stomatits, cardiospasm, colii, dry mouth, duodenitis, dysphagia, enteritis, esaphageal hemorhage,

human dose tased on body surface area. In the gastric fundus, treatment at 5 to 50 ma/kg/day produced enterochrc {ike (ECL) cell

and benign and malignant neuroendocrine cell tumors. Dose selection for this study may not have been adequate to comprehensively evaluate the
carcinogenic potential of pantoprazole.

In a 24-month carcinogenicity study, BECIF1 mice were treated orally with doses of 5 to 150 mg/kg/day, 05 to 15 times the recommended human
dose based on body surface area. In the liver, treatment at 150 mg/kg/day produced increased incidences of combined hepatocellular adenomas and
carcinomas in female mice. Treatment at 5 to 150 mg/kg/day also produced gastric fundic ECL cell fyperplasia.

A26-week p53 +/- transgenic mouse carcinogenicity study was not positive.

Pantoprazole was positive: in the in vitro human lymphocyte chromosomal aberation assays, in one of twa mouse micronucleus tests for clastogenic
effects, and in the in vitra Chinese hamster ovarian cellf HGPRT forward mutation assay for mutagenic effects. Equivocal results were observed in the
in vivo rat liver DNA covalent binding assay. Pantoprazole was negative in the i vitro Ames mutation assay, the in vitro unscheduled DNA synthesis
{UDS) assay with rat hepatocytes, the in witrg AS52/GPT mammalian cell-forward gene mitation assay, the in vitra thymidine kinase mutation test
with mouse lymphoma L 5178Y cells, and the in vivo rat bone marrow cell chromasomal aberration assay.

; A hemarhage, moniliasis, gingiitis, glossitis; halitosis, hematemesis,
increased appetite, melena, mouth ulceration, oral maniliasis, periodontal abscess, periodontitis, rectal hemorhage, stomach ulcer, stomatitis, stools
abnormal, tongue discaloration, ulcerative colitis.

ENDOCRINE SYSTEM: diabetes mellitus, giycosuria, goiter

HEPATO-BILIARY SYSTEM: biliary pai ia, tholecystitis, cholelithiasis, cholestatic jaundice, hepatitis, alkaline phosphatase increased,
gamma glutamyl transpeptidase increased, SGOT increased.

HEMIC AND' LYMPHATIC SYSTEM. anemia, ecchymiosis, eosinophiia, hypochromic anemia, iron deficiency anemia, leukocytosis, leukapenia,
thi it

METABOLIC AND NUTRITIONAL: dehydration, edema, gout, peripheral edema, thirst, weight gain, weight loss,

MUSCULOSKELETAL SYSTEM: arthriis, arthvasis, bone disorder, bone pain, bursiti, joint disorder,leg cramps, neck rigidity, myalgia, tenosynovitis.
NERVOUS SYSTEM: abnomal dreams, confusion, convulsion, depression, dry mouth, dysarthria, emotional lability, hallucinations; hyperkinesia,
hypesthesia, libido decreased, , newralgia, neuntis, neuropathy, paresthesia, reflexes decreased, sleep disorder, somnalence, thinking

Pantoprazole at oral doses up to 500 mg/kg/day in male rats (98 times th fed human dose based on body surfac d 450 day
in female rats (88 times the recommended human dose based on body surface area) was found to have no effect on fertility and reproductive
performance.

Pregnancy

Teratogenic Effects

Pregnancy Category B ) )

Teratology studies have been performed in rats at oral doses up to 450 m/kg/day (88 times the recommended human dose based on body surface
area) and rabbits at oral doses up to 40 mg/kg/day (16 times the recommended human dose based on body surface area) and have revealed no evidence
of impaired fertlity ar hamm to the fetus due There are. however, no adh d well I ies i women, Because
animal reproduction studies are not always predictive of human response, this drug should be used during pregnancy only if clearly needed.
Nursing Mothers

Pantoprazole and its metabolites are excreted in the milk of rats. Itis not known whether pantaprazole is excreted in human milk. Many drugs which
are excreted in human milk have @ potential for serious adverse reactions in nursing infants, Based an the potential for tumorigenicity shown for
pantoprazole in rodent earcinogenicity studies, a decision should be made whether to discantinue nursing or to discontinue the trug, taking into
account the benefit of the drug to the mother.

Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

Use in Women

Erosive esophagiti i rates in the 221 wol with PROTONIX le sodium| Delayed-Release Tablets in U.S. clinical trials were

similar to those found in men. In the 122 women treated long term with PROTONIX 40 mg or 20 my, healing was maintained at a rate similar to that
inmen. The incidence rates of adverse events were also similar for men and women.

Use in Elderly

In short-term U.S. finical trials, erosive esophagitis healing rates in the 107 elderly patients (= 65 years old) treated with PROTONIX were similar to
those found in patients under the age of B5. The incidence rates of adverse events and laboratary abnomalities in patients aged 65 years and older
were similar to those associated with patients younger than 65 years of age.

ADVERSE REACTIONS

Waorldwide, more than 11,100 patients have been treated with pantoprazole in clinical tials involving verious dosages and duration of treatment. In
general, pantoprazole has been well tolerated in both short-term and long-term trials.

Intwo U.S. controlled clinical trials involving PROTONIX 10-, 20-, or 40-mg doses for up to 8 weeks, there were no dose-related effects on the incidence
of adverse events. The following adverse events considered by investigators to be possibly, probably, or definitely related to drug occurred in 1% or
more in the individual studies of GERD patients on therapy with PROTONIX.

Most Frequent Adverse Events Reported as Drug Related in Short-term Domestic Trials

Study 300-US Study 301-US
PROTONIX Placeba PROTONIX Nizatidine
Study Event = [n=521) n=82) =161} =02
Headache L 6 o bl h 9 135S

Diarthea 4 - il L6 ERis
Flatulence o Zo T i et 4 0
Abdominal 1 2 4 = 4
oy o A 2 e 0
A 1 0 0

L —u 2 el i
Hypergh 1 0 <1 0

Note: Only atverse events with an incidence greau;r than or equal 10 the comparators are shown.

© 2002, Wyeth Pharmaceuticals, Philadelphia, PA 19101

abnormal, tremor, vertigo.

RESPIRATORY SYSTEM: asthma, epistaxis, hiccup, laryngits, lung disorder, pneumania, voice alteration.

SKIN AND APPENDAGES: acne, alopecia, contact demmatitis, dry skin, eczema, fungal dematitis, hemorthage, herpes simplex, herpes zoster,lichenoid
dermatitis, maculopapular rash, pruritus, skin disorder, skin ulcer, sweating, urticaria.

SPECIAL SENSES: abnormal vision, amblyopia, cataract specified. deafness, diplopia, ear pain, extraccular paisy, glaucoma, otitis externa, taste
perversion, tinnitus.

UROGENITAL SYSTEM: albuminuria, balanitis, breast pain, cystitis, dysmenorthiea, dysuria, epididymits, hematuria, impotence, kidney caloulus,
kidney pain, nocturia, prostatic disorder, pyelonephits, scrotal edema, urethral pain, urethritis, urinary tract disorder; urination impaired, vaginitis.
Postmarketing Reports

There have been spontaneous reports of adverse events with the postmarketing use of pantoprazole. These reports include anaphylaxis (including
anaphylactic shock), angioedema (Quincke's edema): anterior ischemic optic neuropathy; severe dermatologic reactians, inclisding erythema
maltiforme, Stevens-Johnson syndrome, and toxic epidermal necrolysis (TEN, some: fatal); hepatocellular damage leading to jaundice and hepatic
failure; pancreatitis; and atxdomyolysis. In addition, also chserved have been confusion, hypokinesia, speach disorder. increased salivation, vertigo,
nausea, finnitus, and blured vision. E

Lahoratory Values

In‘two U.S. controlled, short-tem trials, 0.4 % of the patients on PROTONIX 40 mg experienced SGPT elevations of greater than three times the upper
limit of normal at the final reatment visit. In two U.S. controlled, long-tem trials, none of 178 patients (0%) on PROTONIX 40 mg and two of 181
petients 1.1%) on PROTONIX 20 mg experienced significant transaminase elevations at 12 months (or earlier if a patient discontinued prematurely).
Significant elevatians of SGOT or SGPT were defined as values at least three times the upper limit of normal that were non-sporadic and had no clear
altemative explanation. The following changes in taboratory parameters were reported as adverse: events: creatinine increased. hypercholesterolemia,
and hyperuricemia.

OVERDOSAGE

Some reports of overdosage with pantoprazole have been received. A spontaneous report of a suicide involving an overdosage of pantoprazole
(560 g} has been received; however, the death was more reasonably attributed to the unknown doses of chloroquing and zopiclone which were also
taken since two other reported cases of pantoprazole overdosage involved similar amounts of pantoprazale (400 and 600 mg) with no adverse effects
obseved. One patient tolerated a dose of 320 mg per day for 3 months. Doses of up to 240 mg per day, given intravenously for seven days, have been
administered to healthy subjects and have been well tolerated.

Pantoprazole is not removed by hemodialysis.

Single oral doses of pantoprazole:at 709 my/kg, 798 ma/ky, and 887 mg/kg were lethal to mice, rats, and dags, respectively. The symptoms of acute
toxicity were hypoactivity, ataxia, hunched sitting, limb-splay, lateral position, segregation, absence of ear reflex, and tremor.

Wyeth'

under license from
Byk Gulden Pharmaceuticals
078467 Konstanz, Germany

This Brief Summary is based on the approved PROTONIX Delayed-Release Tablets direction circular (Cl 7482-1, Issued June 18, 2001).
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W Preferred PPI for nighttime heartburn®*

*Based on a survey of 200 gasiroenterologists who prescribed PPIs for nighttime
heartburn in erosive GERD patients.
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PROTONIX

(Pantoprazol Sodium) Deaet Aese e

See package insert for full prescribing information.
INDICATIONS AND USAGE

40mg

Inintemational short-term doubte-blind or open-label elinical trials involving 20 to 801mg per day, the following adverse events were reported to occur in 1%
or more of 2805 GERD patients receiving pantoprazole for up to B weeks,

Maintenance of healing of erosive esophagitis and reduction in relapse rates of daytime and nightime hearthum symptoms in patients with Adverse Events in GERD Patients in Short-term Tials

gastroesophageal reflux disease (GERD). Controlled studies did nat extend beyond 12 months. % nciderce

Short-term treatment (up to 8 weeks] of erosive esophagitis associated with GERD. For those patients who have not healed after B weeks of

treatment, an additional B-week course of PROTONIX may be considered. Fam$;:limle H;;]“dm Dm;]p(am\e Faj'ugunmne
CONTRAINDICATIONS o3 mg mg mg

Known hypersensitivity to any component of the formulation. Study Event (N=2805| (N=594) ~ (Netg _ IN=29) =
PRECAUTIONS Headache Z 3 2 1

General Diarthea 2 ? 2 <l
Symptomatic respanse to therapy with pantoprazole does not preclude the presence of gastric maI<gnaﬂcy Abdominal Pain 1 1 ] <

QOwing to the chronic nature of erosive esophagitis, there may be a potential for prolonged admini Inlong-term tudies,

pantoprazole was carcinogenic and caused rare types of gastrointestinal tumors. The relevance of these findings to tumor development in humans is
unkngwn.

Information for Patients

PROTONIX Delayed-Release Tablets should be swallowed whole, with or without food'in the stomach and should nat be split, crushed, or chewed
Concomitant administration of antacids does not affect the absorption of pantoprazole.

Drug Interactions
Pantoprazole is metabolized through the cytochrome P450 system, primarily the CYP2C19 and CYP3AA isozymes, and subsequently undergoes Prase I
conjugation. Based on studies evaluating possible i of pantop with other drugs j by the cytochrome P50 system, no

dosage adjustment is needed with concomitant use of the foll Iuwmg drugs: theophylline, antipyrine, caffeine, carbamazepine, diazepam, diclofenac,
digoxin, emﬂnul ghyburide, an oral contraceptive (levonorgestrel/ethinyl estradiol), metoprolal, nifedipine, phenyioin, warfarin, midazolam,
clarithromycin, metrenidazole, or amoxicillin. Clinically relevant interactions of pantoprazole with other drugs with the same metabolic pathways are
not expected. Therefore, when coadministered with pantoprazole, adjustment of the dosage of pantoprazole or of such drugs may not be necessary.
There was also no interaction with concomitanty administered antacids. ;

Because of pmimmd and rmg lasting inhibition of gastric acid secretion, it is thearetically possible that pantoprazole may interfere with absorption of
drugs where gasmc pH is an important determinant of their bioavailability (e.g., ketoconazole, ampicillin esters, and iron salts).

Carci M is, Imp of Fertility

In  24-month carcinogenicity study, Sprague-Dawley rats were treated orally with doses of 0.5 to 200 mg/kg/day, about 0.1 to 40 times the exposure
ona body surface area bass, of a S0-kg person dosed at 40 myday. In the gastncfundus, reatment at 05 to 200 mo/kg/day produced enterochvomaffinfike
(ECL) cell hyperplasia and benu;n aml malignant neuroendacrine cell tumors in a Mmmlmed manner. I the forestomach, treatment at 50 and
200 /day about 10 and ody surfa )| papillomas and malignant
squamous cell il tumars d with pantoprazole treatment included an adenocarcinoma of the duodenum at
50 ma/kg/day, and benign polyps and adenocarcinomas of the gastric fundus at 200 mg/kg/day. In the liver, treatment at 0.5 to 200 mo/ky/day
produced dose-related increases in the incidences of hepatocellular adenomas and carcinomas. In the thyroid gland, treatment at 200 mo/kg/day
produced increased incidences of follicular cell adenomas and carcinomas for both male and female rats.

Sporadic oc of hepatocellular ad d a hepatocellular carcinoma were observed in Sprague-Dawley rats exposed to pantoprazole in
B-month and 12-month toxicity studies.

Ina24-month carcinogenicity study, Fischer 344 rats were treated orally with doses of 5 to 50 mg/kg/day, approximately 1 to 10 times the recommended
human dose based on body surface area. In the gastric fundus, treatment at 5 to 50 mg/kg/day produced enterochromaffin-like (ECL) cell hyperplasia
and benign and malignant neuroendocrine cell tumars. Dose selection for this study may not have: been adequate to comprehensively evaluate: the
carcinogenic patential of pantoprazole.

In‘a 24-month carcinogenicity study, BBC3F1 mice were treated orally with doses of 5 to 150 mg/kg/day, 0.5 ta 15 times the recommended human
dose based on body surface area. In the liver, treatment at 150 mg/kg/day produced increased incidences of combined hepatocellular adenomas and
carcinomas in female mice. Treatment at 5 ta 150 mg/kg/day also produced gastric fundic ECL cell hyperplasia.

A 26-week p53 +/- ransgenic mouse carcinogenicity study was not positive.

Pantoprazole was positive in the in vitro human lymphocyte chramosomal aberration assays, in one of two mouse micronucleus tests for clastogenic
effects, and in the in vitra Chinese hamster ovarian cell/HGPRT forward mutation assay for mutagenic effects. Equivocal results were observed in the
in vivarat liver DNA covalent binding assay. Pantoprazole was negative inthe in vitro Ames mutation assay, the in vitro unscheduled DNA synthesis
(UDS) assay with rat hepatocytes, the in vitro ASS2/GPT mammalian cell-forward gene mutation assay, the i vitra thymidine Kinase mutation test
with mouse lymphoma L5178Y cells, and the i vivo rat bone marrow cell chromosomal aberration assay.

Pantoprazole at oral doses up to 500 mg/kg/day in meale rats (98 times the recommended human dose based on body surface area) and 450 mg/ka/day
in female rats (88 times the recammended human dose based on body surface area) was found to have no effect on fertility and reproductive
performance,

Category
Teratology studies have been performed i rats at oral doses up to 450 mg/kg/day (88 times the recommended human dose based on body surface
area) and rabbits at oral doses up to 40 mg/kg/day (16 times the recommended human dase based on body surface area) and have revealed no evidence
of impaired fertility or harm to the fetus due to pantoprazole. There are, however, no adequate and well-controlled studies in pregnant women. Because
animal reproduction studies are not always predictive of human response, this drug should be used during pregnancy only if clearly needed.
Nursing Mothers
Pantoprazole and its metabolites are excreted in the milk of rats. Itis not known whether pantoprazale is excreted in human mitk. Many drugs which
are excreted in human milk have a potential for serious adverse reactions in nursing infants, Based on the potential for tumorigenicity shawn for
pantoprazole: in rodent carcinogenicity studies, 2 decision should be made whether to discontinue nursing or to discontinue the drug, taking into
account the benefit of the drug to the mother.
Pediatric Use
Safety and effectiveness in pediatric patients have nat been established.
Use in Women
Erosive esophagitis healing rates in the 221 women treated with PROTONIX (pantoprazole sodium) Delayed-Release Tablets in U.S. clinical trials were
similar to thase found in men. In the 122 women treated long term with PROTONIX 40 mg or 20 mg, healing was maintained at a rate similar to that
inmen. The incidence rates of adverse events were also similar for men and women.
Use in Elderly
In short-term U.S. clinical trials, erosive esophagitis healing rates in the 107 elderly patients (> 65 years old) treated with PROTONIX were similar to
those found in patients under the age of 65. The incidence rates of adverse events and laboratory abnormalities in patients aged 65 years and older
‘were similar to those associated with patients younger than 65 years of age.
AADVERSE REACTIONS
Worldwide, more than 11,100 patients have been treated with pantoprazole in clinical trials involving various dosages and duration of treatment. In
general, pantoprazole has been well tolerated in both short-term and long-term trials
In two U.S. controlled clinical trials involving PROTONIX 10-, 20-, or 40-mg doses for up to 8 weeks, there were no dose-related effects on the incidence
of adverse events. The following adverse events considered by investigators to be possibly, probably, or definitely related to drug occurred in 1% or
more in the individual studies of GERD patients on therapy with PROTONIX.

Most Frequent Adverse Events Reported as Drug Related in Short-term Domestic Trials

9% Incdence.
Study 300-US Study 301-US
PROTONIX Placebo PROTONIX Nizatidine
Stucly Event (n=521) In=862) (n=161] n=62)
Headache 6 6 9 13
Diarthea 4 1 § 6
Flatulence 2 2 4 eI
Apdominal pain i 2 WUy 4
Rash s Sufilf 2 0
Eructation 1 1 0 0
Insomnia e e 2 1 1
mia 1 0 <l 0

adverse events with an incidence greater than or equal to the comparators are shown.

In two U.S. controlled clinical trials involving PROTONIX 10-, 20-, or 40-mg doses for up to 12 manths, the following adverse
avents considered by investigators to be possibly, probably, or definitely related to drug occurred in 1% or more of GERD
patients on long-term therapy.

Most Frequent Adverse Events Reported as Drug Related in Long-term Domestic Trials

% Incidence
Study Event PROTONIX (n =538) Ranitidine [n = 185]
Headache: 5 2
Abdominal pain 3 1
Liver function tests abnormal 2 <l
Nausea 2 = Pl RS ST
Vomiting 7] 7

Note: Only adverse events with an incidence greater than or equal to the comparators are shown.

In addition, in these: short-and long-term domestic and intemnational trials, the following treatment-emergent events, regardless of causality, occurred
at a rate of 21% in pantoprazole-treated patients: anxiety, aﬂhraig\a aslhema back pam bmncmns chest pain, constipation, cough increased,
diziness, dyspepsia, dysprea, flu syndrome, inal disorder, hyperlipemia, hypertonia, infection, liver function tests
abnormal, migraine; nausea, neck pain, pain, pharyngitis, rectal disorder, hinitis, SGPT increased, smusa;as upper respiratory tract infection, urinary
frequency. urinary tract infection, and vomiting.

Additional treatment-emergent adverse experiences occuring in <1% of pantoprazole-treated patients from these trials are listed below by body system
In most instances the refationship to pantoprazale was unclear.

BODY AS A WHOLE: abscess, allergic raachan chills, cyst, face edema fever, generalized edema, heat stroke, hemia, labioratory test abnomal,
malaise, moniliasis, necplasm, fied drug reaction, ph reaction.

CARDIOVASCULAR SYSTEM: abnormal electrocardiagram, angina pectoris, amhythmia, atrial fibrillation/flutter, cardiovascular disorder, chest pain
substemal, congestive heart failure, hemorhage, hypertensian, hypatensian, myocardial infarction, myacardial ischemia, palpitation, retinal vascular
disorder, syncope, tachycardia, thrombophlebitis, thrombasis, vasodilatation.

DIGESTIVE SYSTEM: anorexia, aphthaus- stomatitis, cardiospasm, colitls, dry mouth, duodenitis, dysphagia, enteritis, esophageal hemorhage,
esophagitis, gastrointestinal carcinoma, gastrointestinal hemorrhage, gastrointestinal moniliasis, gingivitis, glossitis, halitosis, hematemesis,
increased appetite, melena, mouth ulceration, oral moniliasis, periodontal abscess, periodentitis, rectal hemorage, stomach ulcer, stomatitis, stools
abnormal, tongue discoloration, ulcerative colitis.

ENDOCRINE SYSTEM: diabetes mellitus, glvwsu:wa goﬁ!er
HEPATO-BILIARY SYSTEM: biliary pain, ryperbili chol
gamma glutamyl transpeptidase increased, SGOT maeased
HEMIC AND LYMPHATIC SYSTEM: anemia, ecchymosis, eosinaphilia, hypochromic anemia, iron deficiency anemia, leukocytosis, leukcpenia,
thrombocytopenia.

METABOLIC AND NUTRITIONAL: dehydration, edema, gout, peripheral edema, thirst, weight gain, weight loss.

MUSCULOSKELETAL SYSTEM: arthritis, arthrasis, bone disorder, bone pain, bursitis, joint disorder, leg cramyps, neck rigidity, myalgia, tenosynovitis
NERVOUS SYSTEM: abnomal dreams, confusion, convulsian, depression, dry mouth, dysarthria, emational lability, hallucinations, hyperkinesia,
hypesthesia, libido decreased, nervousness, neuralgia, neuritis, neuropathy, paresthesia, reflexes decreased, sieep disorder, somnolence, thinking
abnormal, tremor, vertigo.

RESPIRATORY SYSTEM: asthma, epistaxis, hiccup, laryngitis, lung disorder, pneumaonia, voice alteration

SKIN AND APPENDAGES: acne, alopecia, contact demmatits, dry skin, eczema; fungal dermatitis, hemorrhage, herpes simplex, hemes zoster lichenoid
dermatitis, maculopapular rash, pruritus, skin disorder, skin ulcer, sweating, urticaria.

SPECIAL SENSES: abnormal vision, amblyopia, cataract specified, deafness, diplopia, ear pain, extraccular palsy, glaucom, otitis extema, taste
perversion, tinnitus.

UROGENITAL SYSTEM: albuminuria, balanitis, breast pain, cystitis, dysmenorthea, dysuria, epididymitis, hematuria, impotence, kidney caiculus,
kidney pain; nocturia, prostatic disorder, pyelonephritis, scrotal edema, urethral pain, urethritis, urinary tract disorder, urination impaired, vaginitis.
Postmarketing Reports

There have been spontaneous reparts of adverse events with the postmarketing use of pantoprazole. These reports include anaphylasis (including
anaphylactic shock); angioedema (Quincke's edemal; anteriar ischemic optic neuropathy; severe dermatologic reactions, including envthema
multiforme, Stevens-Johnson syndrome, and toxic epidermal necrolysis (TEN, some fatall hepatocellular damage leading to jaundice and hepatic
failure; pancreatitis; and habdomyolysis. In addition, also observed have been confusion, hypokinesia, speech disarder, increased salivatian, vertigo,
nausea, tinnitus, and blurred vision,

Laboratory Values

In two U.S. controlied, short-term trials, 0.4 % of th PROTONIX 40 mg ed SGPT elevations of greater than three times the upper
limit of normal at the final treatment visit. In two U.S. controlled, long-term trials, none of 178 patients (0%) on PROTONIX 40 mg and two of 181
patients (1.1%) on PROTONIX 20 mg experienced significant transaminase elevations at 12 months (or earier if a patient distontinued prematurely).
Significant elevations of SGOT or SGPT were defined as values at least three times the upper limit of normal that were non-sporadic and had no clear
alternative explanation, The following changes in laboratory parameters were reported as adverse events: creatining increased, hypercholesterolemia,
and hyperuricemia.

(OVERDOSAGE

Some reports of overdosage with pantoprazole have been received. A spontaneous report of a suicide involving an overdosage of pantoprazole
(560 mg) has been received; however, the death was more reasnﬂably attributed to the unknown doses of chioroquine and zapiclane which were also
1aken since two other reported cases of pantoprazols d involved similar amounts of le (400 and 600 mg) with no adverse effects
obsenved. One patient tolerated a dose of 320 mg per day for 3 months. Doses of up to 240 mg per day, given intravenously for seven days, have been
administered to healthy subjects and have been well tolerated.

Pantoprazole is not removed by hemodialysis.

Single oral doses of pantoprazole at 709 mg/kg, 798 ma/k, and 887 mg/kg were lethal to mice, rats, and dogs, respectively. The: symptoms of acute
toxicity were hypoactivity, ataxia, hunched sitting, limb-spiay, lateral position, segregation, absence of ear reflex, and tremor.

is, cholestatic jaundice, hepatitis, alkaline phosphatase increased,
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Nighttime heartburn:
a rude awakening




PROTONIX is indicated for the treatment and mainfenance of healing of erosive
esophagitis with associafed gastroesophageal reflux disease (GERD) sympfoms.
Controlled studies did not extend beyond 12 months.

The most frequently reported adverse events with PROTONIX Delayed-Release Tablefs are
headache and diarrhea. Symptomatic response to therapy does not preclude the presence

of gastric malignancy. PROTONIX is confraindicated in patients with known hypersensitivity
fo any component of the formulafion. Please see brief summary of Prescribing Information

on last page of this advertisement.



~In two well- confrolled 8-week sfud:es mormng dosmg of PROTONIX provided

Complete ellmmahon of mghi'hme
heartburn and regurgitation?

m In 82% of patients, symptoms disappeared and did not
come back while patients were on therapy?

27.5 million patients treated worIdW|de
since 1994°

Costs up to 28% less than other PPIs
to treat erosive esophagitis*

ONCE-A-DAY

PROTONIX
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ONCE-A-DAY

PROTONIX

(Pantoprazole Sodium) wagbes e

See package insert for full prescribing information.

INDICATIONS AND USAGE

Short-term treatment (up to 8 weeks) of erosive | reflux disease (GERD). For those patients who have
not healed after B weeks of treatment, an additional 8-week course of PHOTDN\X may be:considered.

The safety and efficacy of PROTONIX for maintenance therapy (e.g., beyond 16 weeks] have not been established (see PRECAUTIONS).
CONTRAINDICATIONS

Known hypersensitivity to any component of the formulation.

PRECAUTIONS

General

Symptomatic response to therapy with pantoprazole does not preclude the presence of gastric malignancy.

n rodents, pantoprazole is carcinogenic and caused rare types of gastrointestinal tumors. The relevance of these animal findings to humans
is unknown. The safety and efficacy of PROTONIX for maintenance therapy (e.q., beyond 16 weeks) have not been established. PROTONIX is not
indicated for maintenance therapy (see INDICATIONS AND USAGE).

No dosage adjustment is necessary in patients with mild or moderate hepatic impaiment. The phamacokinetics of pantoprazole has not been well
characterized in patients with severe hepatic impairment. Therefore, the potential for modest drug accumulation (<21%) when dosed once daily
needs to be weighed against the potential for reduced acid control when dosed every other day in these patients.

Information for Patients

PROTONIX tablets should be swallowed whole, with or without food in the stomach and should not be split, crushed, or chewed. Concomitant
administration of antacids does not affect the absorption of pantoprazole.

I:Inlg Imeramions

Most Frequent Adverse Events Reported as Drug Related in Short-term Domestic Trials
—— % /iiidence
Study 300-US

PROTONIX Placebo

Study Event {n=521) (n=82)
Headache ]
Diarrhea 4
Flatulence 2
1
1
1
1

Study 301-US
PROTONIX Nizatidine
(n=161) (n=82)

13

Abdominal pain
Rash %

Eructation

Insomnia =
Hyperglycemia 1 <1

Note: Only adverse events with an incidence greater than or equal to the comparatars are shown.
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In addition, in these short-term domestic trials, the following treatment-emergent events, regardless of causality, occurred at a rate of 21%
in PROTONIX-treated patients: asthenia, back pain, chest pain, neck pain, flu syndrome, infection, pain, migraine, constipation, dyspepsia,
gastroenteritis, gastrointestinal disorder, nausea, rectal disorder, vomiting, hyperlipemia, liver function tests abnormal, SGPT increased, arthralgia,
anxiety, dizziness, hypartonia, bronchitis, cough increased, dyspnea, pharyngitis, minitis, sinusitis, upper respiratory tract infection, urinary frequency,
and urinary tract infection.

Ini ional short-term double-blind or open-label, clinical trials involving 20 to 80 mg per day, the following adverse events were reported to

ibolized through the cytochrome PA50 system, primarily the CYP2C13 and CYP3AY i |sazymes and sub ly undergoes
Phase Il comugaunn Based on studies evaluating possible interactions of le with other drugs metabolized by the cytochrome
P450 system, no dosage adjustment is needed with concomitant use of the fallowing drugs: theaphylline, cisapride, antipyrine, caffeine,
carbamazepine, diazepam, diclofenac, digoxin, ethanol, glyburide, an oral contraceptive (levonargestrel/ethinyl estradiol), metoprolol, nifediping,
phenytoin, or warfarin. Clinically relevant interactions of pantoprazole with other drugs with the same metabolic pathways are not expected.
Therefore, when co-administered with pantoprazole, adjustment of the dosage of pantoprazole or of such drugs may not be necessary. There was
alsa no interaction with concomitantly administered antacids.
Because of profound and long lasting inhibition of gastric acid secretion, itis theoretically possible that pantoprazole may interfere with absorption
of dmgs where gasmc pH is an important determinant of their bioavailability (e, ketoconazole, ampicillin esters, and iron salts).
[ is, Imp of Fertility
Ina 24-month calmrmgemmy study, Sprague-Dawley rats were treated orally with doses of 0.5 to 200 mg/kg/day, about 0.1 to 40 times the
exposure on 3 body surface area basis, of a 50-kg person dosed at 40 ma/day. In the gastric fundus, treatment at 0.5 to 200 mg/kg/day produced
enterochromaffin-like (ECL) cell hyperplasia and benign and malignant neuroendacrine cell tumors in a dose-related manner. n the forestomach,
treatment at 50 and 200 mg/kg/day (about 10 and 40 times the recommended human dose on a body surface area basis) produced benign
squamous cell papillomas and malignant squamous cell carcinomas. Rare gastrointestinal tumors assaciated with pantoprazole treatment
included an adenocarcinoma of the duodenum at 50 mg/kg/day, and benign polyps and adenacarcinomas of the gastric fundus at 200 mg/kg/day. In
the liver, treatment at 0.5 to 200 mg/ka/day produced dose-related increases in the incidences of hepatocellular adenomas and carcinomas. In the:
thyroid gland, treatment at 200 mgfkgjday produced incleased incidences of follicular cell adenomas and carcinomas for both male and female rats.
Sporadic ocourrences of adenomas and a hiep carcinoma were observed in Sprague-Dawley rats exposed to pantoprazole
in 6-month and 12-month mxlcﬂy studies.
In 8 24-month carcinogenicity study, Fischer 344 rats were treated orally with doses of 5 to 50 mg/kg/day, approximately 1 to 10 times the

occurin 1% or mare of 2805 GERD patients receiving pantoprazole for up to 8 weeks.
Adverse Events in GERD Patients in Short-term International Trials

% Incidence
Pantoprazole Ranitidine Omeprazole Famotidine
Total 300 mg 20 mg 40 mg
Study Event (N=2805) (N=534) (N=474) (N=239)
Headache z 8 2 1
Diarrhea 2 2 2 <1
Abdominal Pain 1 1 <1 <1

Additional adverse experiences occurring in <1% of GERD patients based an pooled results from either short-term domestic or international trials
are shown below within each body system. In most instances the refationship to pantoprazole was unclear.

BODY AS A WHOLE: abscess, allergic reaction, chills, cyst, face edema, fever, generalized edema, heat stroke, hemia, laboratory test abnormal,
malaise, moniliasis, neaplasm, non-specified drug reaction.

CARDIOVASCULAR SYSTEM: angina pectoris, arrhythmia, cardiavascular disorder, chest pain substemal, congestive heart failure,
eleclrocald\oglam Labn}qlrfla_l hr?murbmaage Mpfﬁens\un hypotension, myocardial ischemia, palpitation, retinal vascular disorder, syncope,

thrombasis, n
DIGES‘II\JE SYSTEM: annrexla aphthous stomatits, cerdmspasm caliis, dry mouth, duudenil\s dysphagia, enteritis, esophageal hemorrage,

recommended human dose based on body surface area. In the gastric fundus, treatment at 5 to 50 mg/kg/day produced enterachromaffin-lik
(ECL) cell hyperplasia and benign ang malignant neuroendocrine cell tumors. Dose selection for this study may not have been adequate to
comprehensively evaluate the carcinogenic potential of pantoprazole.
In'a 24-month carcinogenicity study, BEC3F1 mice were treated orally with doses of 5 to 150 mg/ka/day. 0.5 to 15 times the recommended human
dose based on body surface area. In the liver, treatment at 150 mg/kg/day produced increased incidences of combined hepatocellular adenomas
and carcinomas in female mice. Treatment at 5 to 150 mg/ka/day also produced gastric fundic ECL call hyperplasia.
Pantoprazole was positive in the in vitro human lymphocyte chromosomal aberration assays, and in one of two mouse micronucleus tests for
clastogenic effects, and in the in vitro Chinese hamster ovarian cell/ HGPRT forward mutation assay for mutagenic effects. Equivocal results were:
observed in the in wivo rat liver DNA covalent binding assay. Pantoprazole was negative in the in witro Ames mutation assay, the in vitro
unscheduled DNA synthesis (UDS) assay with rat hepatocytes, the in vitra AS52/GPT mammalian cell-forward gene mutation assay, the in vitro
thymidine kinase mutation test with mouse lymphoma L5178Y cells, and the in vivo rat bone marrow cell chromosomal aberration assay.
Pantoprazole at oral doses up to 500 mg/ka/day in male rats (38 times the recommended human dose based on body surface area) and
450 mg/kg/day in female rats (BB times the recommended human dose based on body surface area) was found to have no effect on fertility
and reproductive performance.
Pregnancy
Teratogenic Effects
Pregnancy Category B
Teratology studies have been performed in rats at oral doses up to 450 ma/kg/day (B8 times the recommended human dose based an body surface.
area) and rabbits at oral dases up to 40 mg/kg/day (16 times the recommended human dose based on body surface area] and have revealed no
evidence of impaired fertility or hamm to the fetus due to pantoprazole. There are, however, no adequate and well-controlled studies in pregnant
women. Because animal reproduction studies are not atways predictive of human respanse, this drug should be used during pregnancy only if
clearly needed.
Nursing Mothers
le andi

P are excreted in the milk of rats. It is not known whether pantoprazole is excreted in human milk. Many drugs which
are excreted in human milk have a potential for serious adverse reactions in nursing infants. Based on the potential for tumorigenicity shown for
pantoprazole in rodent carcinogenicity studies, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into
account the benefit of the drug to the mather.

Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

Use in Women

Erosive esophagitis healing rates in the 221 women treated with pantoprazole in US clinical trials were similar to those found in men. The incidence
rates of adverse events were also similar between men and women.

Use in Elderly

Erosive esophagitis healing rates in the 107 elderly patients (>65 years old) treated with pantoprazole in US clinical trials were similar to those:
found in patients under the age of 65. The healing rates of the 25 patients at least 75 vears old were 80% for those treated with 10 mg of
pantoprazole and 100% for those patients treated with either 20 or 40 mg. In addition, the safety profile, including the incidence rates of adverse
events and laboratary abnormalities, in patients 65 years and older was similar to that of patients younger than 65 years of age.

ADVERSE REACTIONS

Worldwide, mare than 11,100 patients have been treated with pantoprazole in clinical trials invalving various tosages and duration of treatment.
In general, pantoprazole has been well tolerated in both short-term and long-term trials.

In two US controlled clinical trials involving PROTONIX 10-, 20-, or 40-mg doses for up to 8 weeks, there were no dose-related effects on the
incidence of adverse events. The following adverse events considered by investigators to be possibly, probably, or definitely related to drug occurred
in 1% or more in the individual studies of GERD patients on therapy with PROTONIX.

References: 1. Data on file, Wyeth-Ayerst Laboratories, GMR-32023 (Protocol
No. 3001A1-301-US). 2. Data on file, Wyeth-Ayerst Laboratories, GMR-32022 (Protocol
No. 3001A1-300-US). 3. Data on file, Wyeth-Ayerst Laboratories, Pantoprazole 10th
Periodic Safety Update: 24-FEB-1999 to 23-AUG-1999. 4. 2000 Drug Topics® Red
Book®: April 2000 Update. Montvale, NJ: Medical Economics Co; 2000:19(4).

© 2000, Wyeth-Ayerst Laboratories

| carcinoma, | moniliasis, gingivitis, glossitis, halitosis, hematemesis,

increased eppeme melena, mouth ulceration, oral moniliasis, permdumal absoess, periodontitis, rectal hemorrhage, stomach ulcer, stomatitis,
stools abnormal, tongue discoloration, ulcerative colitis.
ENDOCRINE SYSTEM: diabetes mellitus, glycosuria, goiter
HEPATO-BILIARY SYSTEM: biliary pain, bilirubinemia, cholecystitis, cholelithiasis, cholestatic jaundice, hepatitis, alkaline phosphatase increased,
gamma glutamyl transpeptidase increased, SGOT increased.
HEMIC AND LYMPHATIC SYSTEM: anemia, ecchymosis, eosinaphilia, hypochromic anemia, iron deﬂuenw anemia, leukocytosis, leukopenia,
thrambocytopenia
METABOLIC AND NUTRITIONAL: dehydration, edema, gout, peripheral edema, thirst, weight gain, weight loss.
MUSCULOSKELETAL SYSTEM: arthritis, arthrosis, bone disorder, bone pain, bursitis, joint disorder. leg cramps, neck rigidity, myalgia,
tenosynovitis.
I\FER\JDUS SYSTEM: abnormal dreams, confusion, convulsian, depressm dry mouth, dysarthria, emotional lability, hallucinations, hyperkinesia,

pesthesia, libido decreased, , neuralgia, neuritis, reflexes decreased, sleep disorder, somnolence, thinking abnormal, tremor,
vertigo.
RESPIRATORY SYSTEM: asthma, epistaxis, hiccup, laryngitis, lung disorder, pneumonia, voice alteration.
SKIN AND APPENDAGES: acne, alopecia, contact dermatitis, dry skin, eczema, fungal dermatitis, hemorthage, herpes simplex, herpes zoster
lichenoid dermatitis, maculopapular rash, pain, pruritus, skin disorder, skin ulcer, sweating, urticaria.
SPECIAL SENSES: abnomal vision, amblyopia, cataract specified, deafness, diplopia, ear pain, extraocular palsy, glaucoma, ofitis extera, taste
perversion, tinnitus.
UROGENITAL SYSTEM: albuminuria, balanitis, breast pain, cystitis, dysmenorrhes, dysuria, epididymitis, hematurie, impotence, kidney calculus,
kidney pain, nocturia, prostatic disorder, pyelonephitis, scrotal edema, urethral pain, urethritis, urinary tract disorder, urination impaired, vaginitls.
Postmarketing Reports
There have been spontaneous reparts of adverse events with the postmarketing use of pantoprazole, including anaphylaxis; angioedema [Quincke's
edema); anterior ischemic optic neuropathy; severe dermatologic reactions, including erythema multiforme, Stevens-Johinson syndrome, and toxic
epidermal necrolysis (TEN, some fatal); pancreatitis; jaundice; confusion; hypokinesia; speech disorder; increased salivation; vertigo; nausea; and
tinnitus.
Lahoratory Values
In two US controlled trials, 0.4% of the patients on 40 mg pantoprazole experienced SGPT elevations of greater than three times the upper limit of
normal at the final treatment visit. Except in thase patients where there was a clear altemative explanation for a laboratory value change, such as
intercument illness, the elevations tended to be mild and sporadic. The following changes in laboratory p were reported as adverse events:
creatinine increased, hypercholesterolemia, and hyperuricemia.
OVERDOSAGE
Some reports of overdosage with pantoprazale have been received. A spontaneous repart of 2 suicide involving an overdosage of pantoprazole
(560 mg) has been received; however, the death was more reasanably attributed to the unknown doses of chloroquine and zopiclone which
were also taken since two other reported cases of pantoprazole overdosage involved similar amounts of pantoprazale (400 and 600 mg) with no
adverse effects observed. One patient i a flexible dosing study of refractory peptic uicer disease received a dose of 320 mg per day for 3 months;
treatment was well tolerated. Doses of up to 240 mg per day, given intravenously for seven days, have been administered to healthy subjects and
have been well tolerated.
Pantaprazole i not removed by hemodialysis.
Single oral doses of pantaprazole at 708 mg/kg, 798 mo/kg and 887 mo/kg were lethal to mice, rats, and dogs, respectively. The symptoms of acute
toxicity were hypoactivity, ataxia, hunched sitting, limb-splay, lateral position, segregation, absence of ear reflex, and tremor.
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can be a monster at night

Now, say goodnight fo symptoms!

PROTONIX 40-mg Delayed-Release Tablets are indicated for short-term treatment
(up to 8 weeks) of erosive esophagitis associated with gastroesophageal reflux
disease (GERD); an additional 8-week course may be considered if necessary.

The most frequently reported adverse events with PROTONIX are headache and diarrhea. Symptomatic
response to therapy does not preclude the presence of gastric malignancy. PROTONIX is contraindicated
in patients with known hypersensitivity to any component of the formulation. Please see brief summary
of Prescribing Information on last page of this advertisement.



Erosive GERD

can be a monster at night




Now for short-term treatment* of erosive esophagitis
associated with GERD :

Say goodnight
to symptoms with
New PROTONIX

*Up to 8 weeks; an additional 8-week course may be considered if necessary.

The most frequently reported adverse events with PROTONIX are headache and diarrhea. Symptomatic response
o therapy does not preclude the presence of gastric malignancy. PROTONIX is contraindicated in patients with
known hypersensitivity to any component of the formulation. PROTONIX is indicated for use for up fo 16 weeks.
Please see brief summary of Prescribing Information on last page of this advertisement.



In two well-controlled 8-week studies, mbming dosing of PROTONIX provided

Complete elimination of...

m Symptoms disappeared and did not come back
while patients were on therapy'?

Nighﬂime heartburn

m Twice as effective as b.i.d. nizatidine (Axid®") on Day 1*

® In a separate study, 82% of patients had complete
elimination of symptoms by Week 8%

Regurgitation

m Two and a half times as effective as b.i.d. nizatidine
on Day 1

~ m In a separate study, 82% of patients had complete
elimination of symptoms by Week 8

T Axid is a registered trademark of Eli Lilly and Company
#In a double-blind study vs. nizatidine (n=237, P<0.05)
In a double-blind, placebo-controlled study (n=590, P<0.05)
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Say goodnight to erosive esophagitis (EE)

Impressive healing...nearly all patients completely
healed by Week 8

EROSIVE GERD HEALING RATES®

100

e - *(P<0.0001 PROTONIX 40 mg
£ 9 oL ¥t Sl B and 20 mg.vs.'Placebo)
2 3 § (P<0.05 vs. 20 mg PROTONIX)

0—

40 —

% Patients Healed

20

¢ PROTONIX 40 mg PROTONIX 20 mg Placebo

8-WEEK DOUBLE-BLIND, PLACEBO-CONTROLLED STUDY

* PROTONIX 40 mg was significantly more effective than
the 20-mg dose in EE healing’

® PROTONIX 40 mg provided superior healing rates in a
separate study vs. nizatidine 150 mg b.i.d.’

The most frequently reported adverse events with PROTONIX are headache and diarrhea.
Symptomatic response to therapy does not preclude the presence of gastric malignancy.
PROTONIX is contraindicated in patients with known hypersensitivity fo any component of the
formulation. PROTONIX is indicated for use for up fo 16 weeks. Please see brief summary
of Prescribing Information on last page of this advertisement.



27.5 million patients treated worldwide since 1994°

* Clinical experience in over 60 countries

Documented in 100 clinical studies involving more than 45,000
patients worldwide*

No known clinically relevant drug interactions

Costs up to 28% less than Prilosec to treat
erosive esophagitis’

PROTONIX 40 mg
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Prilosec® 20 mg'™
(omeprazole)

"$3.00 T T

Cost per dose for EE

$2.00

*Short-term freatment (up to 8 weeks); an additional 8-week course may be considered if necessary.

' Based on average wholesale prices (AWPs) in 2000 Drug Topics® Red Book®: April 2000 Update.* AWP is suggested by
Wyeth-Ayerst Laboratories to certain independent pricing services, which publish AWPs for generic pharmaceutical
products. Wyeth-Ayerst makes no representation that AWP represents an actual price charged for its products.

* Prilosec is a registered trademark of Astra AB.



See package insert for full prescribing information.

INDICATIONS AND USAGE

Short-term treatment (up to 8 weeks) of erosive | reflux disease (GERD). For those
patients who have not healed after 8 weeks of treatment, an additional B week course of PROTONIX may be considered.

The safety and efficacy of PROTONIX for maintenance therapy (e.g., beyond 16 weeks) have not been established (see PRECAUTIONS).

CONTRAINDICATIONS

Known I itivity to any of the lati
PRECAUTIONS

General

Symptomatic response to therapy with pantoprazole does not preclude the presence of gastric malignancy.

In rodents, pantoprazole is carcinogenic and caused rare types of gastrointestinal tumors. The relevance of these animal findings to
humans is unknown. The safety and efficacy of PROTONIX for maintenance therapy (e.q., beyond 16 weeks) have not been established.
PROTONIX is not indicated for maintenance therapy (see INDICATIONS AND USAGE]

No dosage adjustment is necessary in patients with mild or moderate hepatic impai The le has
not been well characterized in patients with severe hepatic-impairment. Therefore, the potential for modest drug accumulation (<21%)
when dosed once daily needs to be weighed against the potential for reduced acid control when dosed every other day in these patients,
Information for Patients

PROTONIX tablets should be swallowed whole, with or without food in the stomach and should not be split, crushed, or chewed.
Concomitant administration of antacids does not affect the absorption of pantoprazole.

Drug Interactions

Pantoprazole is metabolized through the cytochrome P450 system, primarily the CYPZE 19 and CYP3A4 isozymes, and subsequem\v
undergoes Phase Il conjugation. Based on studies evaluating possible with other drug:

cytochrome P450 system, no dosage adjustment is needed with concomitant use of the following drugs: theoph-.nhne cwapr\de
antipyrine, caffeine, carbamazepine, diazepam, diclofenac, digoxin, ethanal, glyburide, an oral contraceptive (levonorgestrel/ethinyl
estradiol), metoprolol, nifedipine, phenytoin, or warfarin. Clinically relevant m(eractlms of panmpramle with other drugs with the
same metabolic pathways are nat expected. Therefore, when co-admi d with | of the dosage of
pantoprazole or of such drugs may not be necessary. There was also no interaction with concomitantly administered antacids.
Because of profound and lang lasting inhibition of gastric acid secretion, it is theoretically possible that pantoprazole may interfere
with absorption of drugs where gastric pH is an important determinant of their bioavailability (e.q., ketoconazole, ampicillin esters, and
iron salts).

Carcil i is, I of Fertility

In a 24-month carcinogenicity study, Sprague-Dawley rals were treated orally with doses of 0.5 to 200 mg/kg/day, about 0.1 to
40 times the exposure on a body surface area basis, of a 50-kg person dosed at 40 mg/day. In the gastric fundus, treatment at 0.5 to
200 mg/kg/day produced enterochromaffin-like (ECL) cell hyperplasia and benign and malignant neuroendocrine cell tumors in a dose-
related manner. In the forestomach, treatment at 50 and 200 mg/kg/day (about 10 and 40 times the recommended human dose on 2
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Most Frequent Adverse Events Reported as Drug Related in Short-term Domestic Trials

% Incidence
Study 300-US Study 301-US
PROTONIX Placebo PROTONIX Nizatidine
Study Event (n="521) (n=82) (n=161) (n=82)
Headache = [ 6 9 13
Diarrhea - 4 = SibE= ]
Flatulence 2 2 4 0
Abdominal pain 1 2 4 4
Fash . < 0 7 0
Eructation 1 T 0 0
Insomnia <1 2 1 1
Hyperglycemi: 1 0 <1 0

Note: Only adverse events with an incidence greater than or equal to the comparators are shown.

In addition, in these shart-term domestic trials, the following treatment-emergent events, regardless of causality, occurred at a rate of
>1% in PROTONIX-treated patients: asthenia, back pain, chest pain, neck pain, flu syndrome, infection, pain, migraine, constipation,
dyspepsia, gastroenteritis, gastrointestinal disorder, nausea, rectal disorder, vomiting, hyperlipemia, liver function tests abnormal,
SGPT increased, arthralgia, anxiety, dizziness, f?)er'eoma bronchitis, cough increased, dyspnea, pharyngitis, rhinitis, sinusitis, upper
respiratory tract infection, urinary frequency, and urinary tract infection.

In international short-term double-blind or apen-label, clinical trials involving 20 to 80 mg per day, the following adverse events were
reported to oceur in 1% or more of 2805 GERD patients receiving pantoprazole for up to 8 weeks.

.

Adverse Events in GERD Patients in Short-term International Trials

% Incidence
Pantoprazole Ranitidine Omeprazole Famotidine
Total 300 mg 20 mg 40 mg
Study Event (N=2805) (N=594) (N=474] (N=239)
Headache 2 3 2 1
Diarrhea 2 2 2 <l
Abdominal Pain 1 1 <1 <1

Additional adverse experiences occurring in <1% of GERD patients based on pooled results from either short-term domestic or

body surface area basis) produced benign squamous cell papillomas and malignant squamous cell Rare

tumors associated with pantoprazole treatment included an adenocarcinoma of the duodenum at 50 mg/kg/day, and benign polyps and

adenocarcinomas of the gasmc fundus at 200 mg/kg/day. In the liver, treatment at 0.5 to 200 mg/kg/day produced dose-related

increases in the incid llular adenomas and carcil In the thyroid gland, treatment at 200 mg/kg/day produced

increased incidences of fnilu:ular cell adenomas and carcinomas for both male and female rats.

Sporadic occurrences of hepatocellular adenomas and a hepatocellular carcinoma were observed in Sprague-Dawley rats exposed to

pantoprazole in 6-month and 12-month toxicity studies.

In a 24-month carcinogenicity study, Fischer 344 rats were treated orally with doses of 5 to 50 mg/kg/day, approximately 1 to 10 times

the recommended human dose based on body surface area. In the gastric fundus, treatment at 5 to 50 mg/kg/day produced

enterochromaffin-like (ECL) cell hyperplasia and benign and malignant neuroendocrine cell tumors. Dose selection for this study may

not have been adequate to ively evaluate the carci ic potential of pantoprazale.

In a 24-month carcinogenicity study, BEC3F1 mice were treated orally with doses of 5 to 150 mg/kg/day, 0.5 to 15 times the

recommended human dose based on body surface area. In the liver, treatment at 150 mg/kg/day produced increased incidences of

combined h lular adenomas and carcit in female mice. Treatment at 5 to 150 mg/kg/day also produced gastric fundic ECL

cell hyperplasia.

Pantoprazole was positive in the in vitro human lymphocyte chromosomal aberration assays, and in one of two mouse micronucleus

tests for clastogenic effects, and in the in vitro Chinese hamster ovarian cell/HGPRT forward mutation assay for mutagenic effects.

Equivocal results were observed in the in wivo rat liver DNA covalent binding assay. Pantoprazole was negative in the /n vitro Ames

mutation assay, the in vitro unscheduled DNA synthesis (UDS) assay with rat hepatocytes, the in vitro AS52/GPT mammalian cell-

forward gene mutation assay, the in vitra thymidine kinase mutation test with mouse lymphoma L5178Y cells, and the in vivo rat bone

marrow cell chromosomal aberration assay.

Pantoprazole at oral doses up to 500 mg/kg/day in male rats (38 times the recommended human dose based on body surface area) and

450 mg/kg/day in female rats (88 times the recommended human dese based on body surface area) was found to have no effect on

fertility and reproductive performance.

Pregnancy

Teratogenic Effects

Pregnancy Category B

Teratology studies have been performed in rats at oral doses up to 450 mg/kg/day (88 times the recommended human dose based on

body surface area) and rabbits at aral doses up to 40 mo/kg/day {16 times the recommended human dose based on body surface area)

and have revealed no evidence of impaired fertility or harm to the fetus due to pantoprazole. There are, however, no adequate and

well-controlled studies in pregnant women. Because animal réproduction studies are not always predictive of human response, this

drug should be used during pregnancy only if clearly needed.

Nursing Mothers

Pantoprazole and its metabolites are excreted in the milk of rats. Itis not known whether pantoprazole is excreted in human milk. Many

drugs which are excreted in human milk have a potential for serious adverse reactions in nursing infants. Based on the potential for
icity shown for 1 icity studies, a decision should be made whether to discontinue nursing or

to discontinue the drug, taking into account the benefit of the drug to the mother.

Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

Use in Women

Erosive esophagitis healing rates in the 221 women treated with pantoprazole in US clinical trials were similar to those found in men,

The incidence rates of adverse events were also similar between men and women.

Use in Elderly

Erosive esophagitis healing rates in the 107 elderly patients (265 years old) treated with pantoprazole in US clinical trials were similar

1o those found in patients under the age of 65. The healing rates of the 25 patients at least 75 years old were 80% for thase treated

with 10 mg of pantaprazole and 100% for those patients treated with either 20 or 40 mg. [n addition, the safety profile, including the

incidence rates of adverse events and laboratory abnormalities, in patients 65 years and older was similar to that of patients younger

than 65 years of age.

ADVERSE REACTIONS

Worldwide, more than 11,100 patients have been treated with pantoprazole in clinical trials involving various dosages and duration of

treatment. In general, pantoprazole has been well tolerated in both short-term and long-term trials.

In two US controlled clinical trials involving PROTONIX 10-, 20-, or 40-mg doses for up-to 8 weeks, there were no dose-related effects

on the incidence of adverse events. The following adverse events considered by investigators to be possibly, probably, or definitely

related to drug occurred in 1% or more in the individual studies of GERD patients on therapy with PROTONIX.

trials are shown below within each body system. In most instances the relationship to pantoprazole was unclear.

BODY AS A WHOLE: abscess, allergic reaction, chills, cyst, face edema, fever, generalized edema, heat stroke, hemia, laboratory test

abnormal, malaise, moniliasis, neoplasm, non-specified drug reaction.

CARDIOVASCULAR SYSTEM: angina pectoris, arhythmia, cardiovascular disorder, chest pain substernal, congestive heart failure,

electrocardiogram abnormal, hemarrhage, hypertension, hypatension, myocardial ischemia, palpitation, retinal vascular disorder,

syncope, tachyeardia, thrombasis,

DIGESTIVE SYSTEM: anorexia, aphthous stomatitis, cardiospasm, oo\ms dry mouth, duodenitis. dysphagta enteritis, esophageal

hemarrhage, esophagitis, moniliasis, gingivitis, glossitis,

halitosis, hematemesis, increased appetite, melena, mumh ulceration, oral i abscess, p rectal

hemorrhage, stomach uicer, stomattis, stools abnormal, tongue discoloration, ulcerative coliis.

ENDOCRINE SYSTEM: diabetes mellitus, glycosuria, goiter.

HEPATO-BILIARY SYSTEM: biliary pain, bilirubinemia, cholecystitis, cholelithiasis, cholestatic jaundice, hepatitis, alkaline phosphatase

increased, gamma glutamyl transpeptidase increased, SGOT increased

HEMIC AND LYMPHATIC SYSTEM: anemia, ecchymosis, eosinophilia, hypochromic anemia, iron deficiency anemia, leukocytosis,

leukapenia, thrombocytopenia.

METABOLIC AND NUTRITIONAL: dehydration, edema, gout, peripheral edema, thirst. weight gain, weight loss

MUSCULOSKELETAL SYSTEM: arthritis, arthrosis, bone disorder, bone pain, bursitis, joint disorder, leg cramps, neck rigidity, myalgia,

tenosynovitis.

NEHVDUS SYSTEM abnormal dreams, confusion, convulsion, depression, dry mouth, dysarthria, emotional labilty, hallucinations,
ibidc d, nervousness, neuralgia, neuritis, paresthesia, reflexes decreased, sleep disorder,

somnolence, Ihmklng abnormal, tremor, vertigo.

RESPIRATORY SYSTEM: asthma, epistaxis, hiccup, laryngitis, lung disorder, pneumonia, voice alteration

SKIN AND APPENDAGES: acne, alopecia, contact dermatitis, dry skin, eczema, fungal dermatitis, hemorrhage, herpes simplex, herpes
zoster, lichenoid dermatitis, maculopapular rash, pain, pruritus, skin disorder, skin ulcer, sweating, urticaria.

SPECIAL SENSES: abnormal vision, amblyopia, cataract specified, deafness, diplopia, ear pain, extraocular palsy, glaucoma, ofitis
externa, taste perversion, tinnitus.

UROGENITAL SYSTEM: albuminuria, balanitis, breast pain, cystitis, d dysuria, ep is, hematuria, i kidney
calculus, kidney pain, nocturia, prostatic disorder, pyelanephritis, ‘scrotal edema, urethral paln urethritis, urinary tract disorder,
urination impaired, vaginitis.

Postmarketing Reports y y

There have been spontaneous reports of adverse events with the use of pantop including

angioedema (Quincke's edema); anterior ischemic optic neuropathy; severe dermatologic reactions, including erythema multiforme,
Stevens-Johnson syndrome, and toxic epidermal necrolysis (TEN, some fatal); pancreatitis; jaundice; confusion; hypokinesia; speech
disorder; increased salivation; vertigo; nausea; and tinnitus.

Laboratory Values

In two US controlled trials, 0.4% of the patients on 40 mg [ ienced SGPT el of greater than three times the
upper limit of normal at the final treatment visit. Except in those patients where there was a clear altemative explanation for a
laboratory value change, such as intercurrent iliness, the elevations tended to be mild and spuradlc The following changes in
laboratory parameters were reported as adverse events: creatinine increased, hyr and

OVERDOSAGE

Some reports of overdosage with pantoprazole have been received. A spontaneous report of a suicide involving an overdosage of
pantoprazole (560 ma) has been received; however, the death was more reasanably attributed to the unknown doses of chioroquine
and zopiclone which were also taken since two other reported cases of pantoprazole overdosage involved similar amounts of
pantoprazale (400 and 60D mg) with no adverse effects abserved. One patient in a flexible dosing study of refractory peptic ulcer
disease received a dose of 320 mg per day for 3 months; treatment was well tolerated. Doses of up to 240 mg per day, given
intravenausly for seven days, have been administered to healthy subjects and have been well tolerated.

Pantoprazale is not removed by hemodialysis.

Single oral doses of pantoprazole at 709 mg/kg, 798 ma/kg and 887 ma/kg were lethal to mice, rats, and dogs, respectively. The
symptoms of acute toxicity were hypoactivity, ataxia, hunched sitting, limb-splay, lateral position, segregation, absence of ear reflex,
and tremar.
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Philadelphia, PA 19101
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PROTONIX |V, is indicated for short-term
treatment (7 fo 10 days) of gastroesophageal
reflux disease (GERD), as an alternative to oral
therapy in patients who are unable to
continue taking PROTONIX Delayed-Release
Tablets. Safety and efficacy of PROTONIX [.V.
for Injection as an initial freatment for GERD
have not been demonstrated.

The most frequently reported adverse events
with PROTONIX |V. are abdominal pain, chest
pain, rash, and pruritus. Symptomatic response to
therapy does not preclude the presence of gastric
malignancy. PROTONIX [V is contraindicated in
patients with known hypersensitivity to any
component of the formulation. Treatment with
PROTONIX LV, should be discontinued as soon as
the patient is able fo be treated with PROTONIX
Delayed-Release Tablets.

(PHH a0le 0 Illﬂl) For npeton

t and only

Please see brief summary of Prescribing Information on
reverse side of this advertisement.




See package insert for full prescribing information.
INDICATIONS AND USAGE

Short-term treatment (7 to 10 days] of gastroesophageal reflux disease (GERD), as an alternative in patients who are unable to continue
taking PROTONIX (pantoprazole sodium) Delayed-Release Tablets. Safety and efficacy of PROTONIX L. for Injection as an initial treatment
for GERD have not been demonstrated.

CONTRAINDICATIONS

Patients with known hypersensitivity to the formulation.

PRECAUTIONS

General

Symptomatic response to therapy with pantoprazole does not preclude the presence of gastric malignancy.

No desage adjustment is necessary in patients with mild or moderate hepatic impail The phar ics of pantoprazole have not yet been
well characterized in patients with severe hepatic impairment. Therefore, the potential for modest drug accumulation (<21%), when dosed as
recommended at 40 mg once daily, needs to be weighed against the potentlal fur reduced acid control when decreasing the dose or altering the
dosing regimen in these patients.

Treatment with PROTONIX 1V, for Injection should be discontinued as soon as the patient is able to resume treatment with PROTONIX Delayed-
Release Tablats.

Drug Interactions

Pantoprazole is metabolized mainly by CYP2C19 and to minor extents by CYPs 3A4, 206, and 2C9. In in vivo drug-drug interaction studies with
CYP2C19 substrates (diazepam [also a CYP3A4 substrate] and phenytoin [also a CYP3A inducer]], nifedipine [a CYP3A substrate), metoprolol (2
CYP206 substrate), diclofenac {a CYP2CY substrate) and theophylline (a CYP1A2 substrate] in healthy subjects, the pharmacakinatics of pantoprazole
were not significantly altered. Itis, therefore, expected that other drugs metatiolized by CYPs 2C19, 344, 206, 269, and 1A2 would not significantly
affect the pharmacokinetics of pantoprazole, Jn vivo studies also suggest that pantoprazale does not significantly affect the kinetics of other drugs
cisapride, theophylline, diazepam [and its active metabolite, desmethyldiazepam, phenytain, warfarin, metoprolol, nifedipine, carbamazeping and
oral contraceptives) metabolized by CYPs 2C19, 3Ad, 206, 2C9, and 1A2. Therefore, itis expected that pantoprazale would not significantly affect
the pharmacokinetics of other drugs metabolized by these isozymes. Dosage adjustment of such drugs is not necessary when they are co-administered
with pantoprazole. I other in vivo studies, digoxin, ethanol, gfyberide. antipyring, and caffeine had na clinically relevant interactions with pantoprazole.
Because of profound and long lasting inhibition of gastric acid secretion, itis theoretically possile that pantoprazole may interfere with absorption
of drugs where gastric pH is an important determinant of their bicavailability (e.g., ketocanazole, ampicillin esters, and ron salts).
Carcinogenesis, Mutagenesis, Impairment of Fertility

Ina 24-month carcinogenicity study, Sprague-Dawley rats were treated orally with doses of 0.5 to 200 my/kg/day, about 0.1 to 40 times the exposure
on a body surface basis, of a 50-kg person dosed at 40 mg/day. In the gastric fundus, treatment at 0.5 ta 200 ma/ka/day produced enterochromaffin-
ke {ECL) cell hyperplasia and benign and malignant neuroendocrine cell tumors in a dose-related manner. In the forestomach, treatment at 50 and
200 ma/kg/day (about 10 and 40 times the recommendsd human dose on a body surface area basis) produced benign squamaus cell papillomas and
malignant squamous cell carcinomas. Rare gastrointestinal tumors associated with pantoprazole treatment included an adenocarcinoma of the
duodenum at 50 mg/kg/day, and benign polyps and adenccarcinomas of the gastric fundus at 200 mg/kg/day. In the liver, treatment at 0.5 to 200
mo/kg/day produced dose-related increasas in the incidences of hepatocellular adenamas and carcinomas. In the thyrold gland, treatment at 200
mg/kg/day praduced increased incidences of follicular cell adenomas and carcinomas for bath male and female rats.

Sporadic occurrences of hepatocellular adenomas and a hepatocellular carcinoma were observed in Sprague-Dawley rats exposed ta pantoprazole
in 6-month and 12-month oral toxicity studes.

In-a 24-month carcinogenicity study, Fischer 344 rats were treated orally with doses of 5 to 50 mg/kg/day, approximately 1 to 10 times the
recommended human dose based on body surface area. In the gastric fundus. treatment at 5 to 50 mo/kg/day produced enterochromatfin-like (ECL)
cell hyperplasia and benign and malignant neuroendocrine cell tumors. Dose selection for this study may not have been adequate to
comprehensively evaluate the carcinogenic potential of pantoprazole.

In‘a 24-month carcinogenicity study, BEC3F1 mice were treated orally with doses of 5 to 150 mg/kg/day, 0.5 to 15 times the recommended human
dose based on body surface area. In the liver, treatment at 150 mg/ko/day produced increased incidences of combined hepatocellular adenomas
and carcinomas in female mice. Treatment at 5 to 150 mg/kg/day also produced gastric fundic ECL cell hyperplasia.

Pantoprazole was positive i the in vitro human lymphocyte chromosomal aberration assays, in one of two mouse micranucleus tests for clastogenic
effects, and in the in vitro Chinese hamster ovarian cell/HGPRT forward mutation assay for mutagenic effects. Equivacal results were observed in
the in vivo rat liver DNA covalent binding assay. Pantoprazole was negative in the in vitro Ames mutation assay, the in vitro unscheduled DNA
synthesis (UDS) assay with rat hepatocytes, the in vitro AS52/GPT mammalian cell-forward gene mutation assay, the in vitra thymiding kinase mutation
test with mouse lymphoma L5178Y cells, and the in vivo rat bone marrow cell chromasomel absrration assay.

Pantoprazole at oral doses up to 500 mg/kg/day in male rats (98 times the recommended human dose based on body surface area) and 450
ma/kg/day in female rats (88 times the recommended human dose based on body surface area] was found to have no effect on fertility and
reproductive performance.

Pregnancy

Teratogenic Effects

Pregnancy Category B

Teratology studies have been performed in rats at intravenaus doses up to 20 mo/kg/day (4 times the recommended human dose based on body
surface area) and rabbits at intravenous dases up to 15 mg/ka/day (6 times the recommended human dose based on body surface area) and have
revealed no evidence of impaired fertility or harm to the fetus due to pantaprazole. There are, however, no adequate and well-controlled studies
in pregnant women. Bacause animal reproduction studles are not always predictive of human response, this drug should be used during pregnancy
only if clearly needed.

Nursing Mothers

Pantoprazole and its metabolites are excreted in the milk of rats. It is not known whether pantoprazole is excreted in human milk. Many drugs
which are excreted in human milk have  potential for serfous adverse reactions in nursing infants. Based on the potential for tumorigenicity shown
for pantoprazole in rodent carcinogenicity studies, a decision should be made whether to discantinue nursing or to discontinue the drug, taking into
account the benefit of the drug to the mother

Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

Use in Women

No gender-related differences in the safety profile of intravenous pantoprazole were seen in international trials invalving 168 men and 120 women
with GERD. Erosive esophagitis healing rates in the 221 women treated with oral pantoprazole in US clinical trials were similar to those found in
men. The incidence rates of adverse events were also similar between men and women.

Use in Elderly

No age-related differences in the safety profile of i pantoprazole were seen ini | trials involving 86 elderly (> 65 years old) and
200 younger (< B5 years old) patients with GERD. Erosive esophagitis healing rates in the 107 elderly patients {2 85 years old) treated with oral
pantoprazole in US clinical trials were similar to those found in patients under the age of 85. The incidence rates of adverse events and laboratary
abnormalities in patients aged 65 years and older were similer to thase associated with patients younger than 65 years of age. The healing rates of
the 25 patients at least 75 years old were 80% for those treated with 10 mg of oral pantaprazole and 100% for those patients reated with either 20
or48mg. In addition, the safety profile in patients 65 years and older was similar to that of patients younger than 85 years of age.

ADVERSE REACTIONS

$Safety Experience with Intravenous Pantoprazole

Intravenous pantoprazole has been well tolerated in clinical trials of GERD patients and healthy subjects. A double-blind placebo controlled study
in the U.S. evaluated the effect of PROTONIX 1.V, for Injection an pentagastrin-stimulated acid secretion in 65 GERD patients. Treatment-emergent
events considered possibly, probably or definitely drug-related that were reported by 2 or more patients 24%) taking PROTONIX |V, (pantoprazale
sodium} for Injection (n=50} and by 0% of patients taking placeba (n=15] were: abdominal pain (12%), chest pain {6%), rash (6%}, and pruritus (45%).
Additional adverse experiences ocourring in >1% of GERD patients treated with intravenous pantoprazole (n=412) in domestic (n=50) or
international n=362] clinical trials are shown below by body system. In most instances, the relationship to pantoprazole was unclear.
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BODY AS A WHOLE: headache, injection site reaction.

DIGESTIVE SYSTEM: dyspepsia, nausea, diarrhea, vomiting,

NERVOUS SYSTEM: dizziness.

RESPIRATORY SYSTEM: thinitis.

The safety of intravenous pantoprazole has also been evaluated during international clinical trials conducted in over 300 critically ill patients. The
safelv profile of MI81EN0LS pamopramle was similar to that of oral pantoprazole with the exception of injection site reactions including injection
site infl hage, and abscess. Head-to-head comparative studies between PROTONIX LV. for Injection and aral
PROTONLX, other proton pump inhibitors {oral or | V) or HZ recaptor antagonists (oral o LV have been limited. The available information does not
provide sufficient evidence to distinguish the safety profile of these regimens.

Safety Experience with Oral Pantoprazole

Iyshort-term clinical trials in GERD patients treated with oral pantoprazoe, the following adverse events, regardless of causality, ocouned atarateof 21%.
BODY AS A WHOLE: headache, asthenia, back pain, chest pain, neck pain, flu syndrome, infection, pain.

CARDIOVASCULAR SYSTEM: migraine.

DIGESTIVE SYSTEM: diarrhea, flatulence, abdominal pain, eructation,
tectal disorder, vomiting.

HEPATO-BILIARY SYSTEM: liver function tests abnormal, SGPT increased.

METABOLIC AND NUTRITIONAL: hyperglycemia, hyperlipidemia.

MUSCULOSKELETAL SYSTEM: arthralgia.

NERVOUS SYSTEM: insomnia, anxiety, dizziness, hypertonia.

RESPIRATORY SYSTEM: bronchitis, cough increased, dyspnea, pharyngitis, chinitis, sinusitis, ugper respiratory tract infection.

SKIN AND APPENDAGES: rash.

UROGENITAL SYSTEM: urinary freguency, and urinary tract infection,

Additional adverse experiences occurring in <1% of GERD patients receiving oral pantoprazole based on pooled results from either short-term
domestic or international trials are shown below within each body system. [n most instances, the relationship to pantoprazole was unclear.
BODY AS WHOLE: abscess, allergic reaction, chills, cyst, face edema, fever, generalized edema, heat stioke, hemia, |aboratory test anormal,
malaise, moniliasis, neoplasm, non-specified drug reaction.

CARDIOVASCULAR SYSTEM: angina pectoris, arrhythmia, cardiovascular disorder, chest pain substernal, congestive heart failure,
electrocardiogram abnormal, hemorthage, hypertensin, hypotension, myocardial isthemia, palpitation, retinal vascular disorder, syncope,
tachycardia, thrombophlebits; thrombasis, vasodilatation.

DIGESTIVE SYSTEM: anurexua aphthous stomatits, uardlospasm callts, dry mouth, duodenitis, dysphagia, enteritis, esaphageal hemorrhage,
esophagitis, gastrointestinal carcinoma, inal hemarrhage, inal maniliasis, gingivitis, glossitis, halitosis, hematemesis,
increased appetite, melena, mouth ulceration, oral moniliasis, periodontal abscess, periodontitis, rectal hemorrhage, stamach ulcer, stomatits,
staals abnormal, tangue discoloration, ulcerative colitis

ENDOCRINE SYSTEM: diabetes mellitus, glycosuria, goiter.

HEPATO-BILIARY SYSTEM: biliary pain, hyperbilirubinemia, cholecystitis, cholelithiasis, cholestatic jaundice, hiepatitis, alkaline phosphatase
increased, gamma glutamyl transpeptidase increased, SGOT increased.

HEMIC AND LYMPHATIC SYSTEM: anemia, ecchymosis, eosinophilia, hypochromic anemia, iron deficiency anemia, leukacytosis, leukopenia,
thrombecytapenia.

METABOLIC AND NUTRITIONAL: dehydration, edema, gout, peripheral edema, thirst, weight gain, weight loss.

MUSCULOSKELETAL SYSTEM: arthritis, arthrosis, bone disorder, bone pain, bursitis, joint disorder, leg cramps, neck rigidity, myalgia, tenosynovitis.
NERVOUS SYSTEM: abnormal dreams, confusion, convulsion, depression, dysarthria, emational latility, hallucinations, hyperkinesia, hypesthesia,
libido decreased, nervousness, neuralgia, neuritis, paresthesia, reflexes decreased, sleep disorder, somnalence, thinking abnormal, tremar, vertigo.
RESPIRATORY SYSTEM: asthma, epistaxis, hiccup, laryngitis, lung disorder, pneumonia, voice alteration.

SKIN AND APPENDAGES: acne, alopecia, contact dermatitis, dry skin, eczema, fungal dermatitis, hemarrhage, herpes simplex, hierpes zoster,
lichenoid dermatitis, maculopapular rash, pain, pruritus, skin disorder, skin ulcer, sweating; urticaria.

SPECIAL SENSES: atinormal vision, amblyopia, cataract specified, deafness, diplopia, ear pain, extraocular palsy, glaucoma, atitis externa, taste
perversion, tinnitus.

UROGENITAL SYSTEM: albuminuria, balanitis, braast pain, cystitis, dysmenarrhea, dysunia, epididymitis, hematuria, impotence, kidney caloulus, kidney
pain, nocturia, prostatic disorder, pyelonephritis, scrotal edema, wrethral pain, urethritis, urinary tract disorder, urination impaired, vaginitis.
Postmarketing Reports

There have been spontaneous reports of adverse events with postmarketing use of intravenous or oral pantoprazole, including anaphylaxisincluding
anaphylactic shock); angioedema (Quincke's edemal; anterior ischemic optic neuropathy; severe dermatologic reactions, including erythema
multiforme, Stevens-Johnson syndrome, and toxic epidermal necrolysis (TEN, some fatall; pancreatitis; jaundice; confusion; fhypokinesia; spesch
disorder; increased salivation; vertigo; nausea; and tinnitus.

Inaddition, also observed have been confusion, hypokinesia, speech disorder, increased salivation, vertigo, nausea, tinnitus, and blurred vision.
Laboratory Values

InUS. and intemational GERD clinical trials, the overall percentages of transaminase elevations did not increase during treatment with intravenous
pantoprazole. For other laboratory parameters, there were no clinically important changes identified.

In twa U.S. controlled trials of oral pantoprazole in patients with GERD, 0.4% of the patients on 40 mg oral pantoprazole experienced SGPT elevations
of greater than three times the upper limit of normal at the final treatment visit. Except in those patients where there was a clear altemative
explanation for a laboratory value ehange, such as intercurrent illness, the elevations tended to be mild and sporadic. The following changes in
|abaratory parameters were reported as adverse events: creatining increased, hypercholesterolemia, and hyperuricemia.

OVERDOSAGE

Same reports of overdosage with pantoprazole have been received. A spontaneous report of a suicide involving an overdosage of oral pantoprazole
(560 mg) has been received; however, the death was more reasonably attributed to the unknown doses of chloroquine and zopiclone which were
als0 taken since two ather reported cases of pantoprazole overdosage involved similar amounts of pantoprazole {400 and 600 mg) with no adverse
effects observed. One patient in & flexible dosing study of refractory peptic ulcer disease received a dose of 320 mg per day for 3 months; treatment
was welltolerated. Doses of up to 240 mg per day, given Iy for seven days, havebe inistered to healthy subjects and have been well tolerated.
Pantoprazole is not removed by hemodialysls.

Single intravenous doses of pantoprazole at 378, 230, and 266 mg/kg (38, 46, and 177 times the recommended human dose biased on body surface
area) were lethal o mice, rats, and dogs, respectively. The symptoms of acute toxicity were hypoactivity, ataxia, hunched sitting, limb-splay, lateral
position, segregation, absence of ear reflex, and tremor.
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