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PROTONIX 1.V. is indicated for short-term NEV/ 
treatment (7 to 10 days) of gastroesophageal i VWLVV 
reflux disease (GERD), as an alternative to oral — ; se . 7 @ = > | ] 
therapy in patients who are unable to 1 iD \\ wT @\.* A \ 
continue taking PROTONIX Delayed-Release ie PS 7 | i. > ) ‘ | | \ 
Tablets. Safety and efficacy of PROTONIX 1.V. 4 ™~, gy oat’ i I~ . | Be. 
for Injection as an initial treatment for GERD : = y it 3s iy Fe 
have not been demonstrated. i aa 

The most frequently reported adverse events antopraZole ( {IM Far Ijetion 
with PROTONIX IV. are abdominal pain, chest 
pain, rash, and pruritus. Symptomatic response to z i so ets 
therapy does not preclude the presence of gastric i Tha firct ane rly I 
malignancy. PROTONIX IV. is contraindicated in ___ The first and only LV. PPI 
patients with known hypersensitivity to any Ln are oReRec  emmn eM ae mi an Ae: i 
component of the formulation. Treatment with i 
PROTONIX IV, should be discontinued as soon as Please see brief summary of Prescribing Information on 

the patient is able to be treated with PROTONIX reverse side of this advertisement. 
Delayed-Release Tablets. 

*PPI (proton pump inhibitor).
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e (Pantoprazoe Sodium) usin 
(The first and only IV. PPI_) 

See package inset for full peserbing information. BODY AS A WHOLE: headache, injection site reaction 
INDICATIONS AND USAGE DIGESTIVE SYSTEM: dyspepsia, nausea, ciarfea, vomiting 
Short-term treatment (7 to 10 days) of gastroesophageal reflux disease (GERD), as an alternative in patients who are unable to continue NERVOUS SYSTEM: dizziness. age i 
taking PROTONIX (pantoprazole sodium) Delayed-Release Tablets. Safety and efiacy of PROTONIK|. for Injection as an inital treatment RESPIRATORY SYSTEM hints 
‘or GERD have not been demonstrated. The safety of intravenous pantoprazole has also been evaluated during international clinical tals conducted in over 300 critical il patients. The 

CONTRAINDICATIONS safety profile of intravenous pantoprazole was similar to that of oral pantoprazole with the exception of injection site reactions including injection Patients with kinawn ypersensiity tothe formulation, site inflammation thrombophlebitis, hemorhage, and abscess. Hea-c-head comparative studies between PROTON for Ijcton and oral 
PRECAUTIONS PROTONI, other proton pump inhibitors oral or LV) or H2 receptor antagonists (oral or LV) have been limited. The available information doesnot 
Geol provide sufcent evidence to cstinguish the safety profile ofthese regimens. 
‘Symptomatic esponse to therapy with pantopraole doesnot preclude the presence of gastric malignancy. Safety Experience with Oral Pantoprazole 5 
No dosage ajustnentis necessary in patients wih mid or moderate hepatiimpirment. The pharmacokinetics of pantoraoehave not yet been sr cial tris in GERD patents wea with pantoyazl, te following adese eves, regaess of causal occured at arate > 1%, 
‘well characterized in patients with severe hepatic impairment. Therefore, the potential for modest drug accumulation (<21%), when dosed as BODY AS A WHOLE: headache, asthenia, back pain, chest pain, neck pain, flu syndrome, infection, pain. 
recommended at 40 mg once daly, needs tobe weighed agains the potential for reduced acid contol when decreasing the dose or altering the CARDIOVASCULAR SYSTEM: migraine : ne Aosing regimen in these patients. DIGESTIVE SYSTEM: ciahea, flatulence, abdominal pin, exuctatio, constipation dyspepsia, gastoenteriis, gastrointestinal disorder, nausea, Treatment with PROTOND LV for nection shoud be discontinued as soon asthe patent is able to resume treatment with PROTONKKDelayed- rectal disorder, vomiting, 
Release Tablets. HEPATO-BILIARY SYSTEM liver function tests abnormal, SGPT increased 
Drug Interactions METABOLIC AND NUTRITIONAL: hyperglycemia, hyperemia, 
Pantoprazoe is metabo mainly by CYP2C9 and to mina extents by CYPs 3A, 206, and 29, In in vio dugg interaction states with \JSCULOSKELETAL SYSTEM: alga, 
CYPZC19 substrates (ciazepam falso a CYP3A4 substrate] and phenytoin [also a CYP3A4 inducer, nifediine (a CYP3AA substrate), metoprolol (a : 
CYPZD6 substrate), coer YP2C9 substrate) and theophyline (a CYPIA2 subst in healthy sujas, the phamacckinets of pantopraoe ane ae eee es ee . E ; ‘ere not significantly altered. Its, therefore, expected that other drugs metabolized by CYPs 2C19, 344,206, 269, and 142 would not significantly RESPIRATORY SYSTEM: bronchitis, cough increased, dyspnea, pharyngitis, rints, simsits, upper respiratory tract infection. 
affect the pharmacokinetics of pantoprazole. in vivo studies also suggest that pantoprazole does not significantly affect the kinetics of other drugs SKIN AND APPENDAGES: rash. 
(isapite,teopylie, diazepam ands active metabolite, desmettyizepam,penycin warfarin, metoprolol nifedipine, carbamazepine and UROGENITAL SYSTEM uiaryequeney, nd urinary ac infin 

oral: contraceptives) metabolized by CYPS 2019, 3A4, 206, 209, and 142. Therefore, itis expected that pantoprazole would not significantly affect gditional adverse ‘experiences occurring in <1% of GERD patients receiving oral pantoprazole based on pooled results from either short-term the pharmacoknetes of other drugs metabolized by these sozymes. Dosage ajustnent of such cus isnot necessary when they are co-adninistted domestic ointemational als are sown below within each body sjstem. n most instances, the relationship to pantoprazole was unclear. 
ee eects cet Sane a ty alee fs Sm eat CODE irc LE dees alee eat le ofa ae eleva er vaeclind cians eat AU nc EMTS ee Because of pound and ng sing ibn fast cid setts thee possble tat patopanlemayinerete wit abspton alice, morass, neoplasm non-spetiddg reacon, 

of cogs whee gastric lis an important deteminant of ther bioavailability (2.9, ketoconazole, anpicilin esters, and rn sal) CARDIOVASCULAR SYSTEM: angina pectoris, artythmia, cardiovascular disorder, chest pain substeral, congestive heart failure, Carcinogenesis, Mutagenesis, Impairment of Fertility electrocardiogram abnormal, hemorrhage, hypertension, hypotension, myocardial ischemia, palpitation, retinal vascular disorder, syncope, {n.a24-month carcinogenicity study, Sprague-Dawley rats were treated oraly with doses of 0.5 to 200 mg/kg/day, about 0.1 to 40 times the exposure tachycardia, thrombophlebitis, thrombosis, vasodilatation 
na body surface bass, of 54 person dosed at 40 mg/d. Inthe gastic fundus, teatment at 05 to 200 mg/kg/day produced enteochromaltin- p\gESTIVE SYSTEM: anorexia, aphthous stoma, cadiospasm, colt, dry mouth, duodenitis, Aysphagia, enteritis, esophageal hemorrhage, the (ECL cel hyperplasia an benign and malignant neuroendocrine cel tumors ina dose-elted mane. nthe festomach, veanent a0 and esophagitis, gastrointestinal carcinoma, gatointestnal eortage, gastrointestinal moni, gg, gost, haltoss,hematemess, 200 e/a cbt 10 and 40 times the recmended human dose ona body sua area basis] produced benign squamcus cel pails 2nd ineased appetite, melena, mouth vera, oral moniiass, periodontal abscess, peridonits, etl henathage, stonach ulcer stomatitis, malignant squamous cell carcinomas. Rare gastrointestinal tumors associated with pantoprazole treatment included an adenocarcinoma of the stools abnor tongue discoloration, ulcerative colitis 
duodenum at 50 mg/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 re as 
mma/ka/day produced dose-elated increases inthe incidences ofhepatocelar adenomas and carcinomas. In the thytoid gland, treatment at 200 pose eens nelly, ee) ne epineerns ‘ i mg/kg/day produced increased incidences of follicular cell adenomas and carcinomas for both male and female rats. HEPATO-BILIARY S' ilary pain, hyperbilirubinemia, cholecystitis, cholelithiasis, cholestatic jaundice, hepatitis, alkaline phosphatase eae : increased, gamma gltamy! transpeptidase increased, SGOT increased Sporadic occurences of hepatocellular adenomas and a hepatocellular carcinoma were observed in Sprague-Dawley rat exposed to pantoprazole : ‘ : in Gah and 12a rl ity sas, HEMIC AND LYMPHATIC SYSTEM: anemia, echymosis, eosinophilia, hypochromic anemia, ion deficiency anemia, leukocytosis, leopenia, 

bs 5 ‘thrombocytopenia. . In a 24-month carcinogenicity study, Fischer 344 rats were treated orally with doses of 5 to 80 mg/k/day, approximately 1 to 10 times the oe 
recommended human dose based on body surface area. Inthe gastric fundus, treatment at 5 to 50 mg/kg/day produced enterochromafin-like (ECL) METABOLIC AND NUTRITIONAL: dehyation, edema, gout, peripheral edema, thirst, weight gain, weight loss cell hyperplasia and benign and malignant neuroendocrine cell tumors. Dose selection for this study may not have been adequate to MUSCULOSKELETAL SYSTEM: atts, arto, bone disorder, bone pan, bts, joint isd, lg cramps, neck iit, mali, tenosynovitis 
comprehensively evaluat the carcinogenic potential ofpantoprazole. NERVOUS SYSTEM: abnormal dreams, confusion, convulsion, depression, dysartria, emotional lability, hallucinations, hyperkinsia,bypesthesa, 
tna 24-mont carcinogenicity stud, BBC3F1 mice were treated orally with doses of 5 to 150 mg/day, 0.5 to 15 times the recommended human ibid decreased, nervousness, neural, neu, paresthesia, reflexes decreased, sleep disorder, sornolene thinking abnormal, tenor, vertigo. 
dose based on body surface area. In the liver, treatment at 150 mg/kg/day produced inreased incidences of combined hepatocellular adenomas RESPIRATORY SYSTEM: asthma epistaxis, hiccup, laryngitis, lung disorder, pneumonia, vooe alteration 
and carcinomas in female mice. Treatment at § to 180 mg/kg/day also produced gastric fundic ECL cell hyperplasia. SKIN AND APPENDAGES: acne, alopecia, contact dermatitis, dry skin, ezema, fungal dermatitis, hemorrhage, herpes simplex, herpes zoster, 
Pantoprazole was positive in the in vitro human, ee ‘Chromosomal aberration assays, in one of two mouse micronucleus ke forclastogenic lichenoid dermatitis, maculopapular rash, pain, pruritus, skin disorder, skin ulcer, sweating, urticaria, effets, and inthe a vito Chinese hamster ova el/ HGPRT foward mutation assay for mutagei eet. Equinocal ruts wee obseved in speeay SENSES: abnormal Edo coaractSpoii eine isis er ah ePIC PAG) clancate eB atone bet thei vi at ver DNA covalent iting asa. Pantoprazle was negate inthe in vite Anes muaian assay tein vito nscheed DNA Severson, tits nn en bones a, extoone palsy, auc, ots extea, ast 
x wie Rute eee invigo ine kase metO0 ura SYST: bun, bls, east pi, cst, yen, dy, cid hata npec, ey ah key : ctr, prostatic disorder, pyelonephritis, srotal edema, urethral pan, uetrts, urinary tract disorder, urination impaired, vit Pantorazle 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 pees ame nena ae a eee 
‘mg/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 manent " i 
‘reproductive performance. ‘There have been spontaneous reports of adverse events with postmarketing use of intravenous or oral pantoprazole, including anaphylaxis (including 
en anaphylactic shock); angioedema (Ouincke's edema) anterior ischemic optic neuopathy, severe dermatologic reactions, including erythema ad trultforme, Stevens-Johnson syndrome, and toxic epidermal necrosis (TEN, some fatal pnceatiis; jaundice; confusion hypokinesia; speech 

Teratogenic Effects disorder; increased salvation vertigo; nausea; and tinnitus. 
Pregnancy Category B {n addition, also observed have been confusion, hypokinesia, speech disorder, increased salvation, vertigo, nausea, tinnitus, and blured vision Tetlogy tues have been prone in sat intavenous doses upto 0 e/t/day (tins the retmmended hunan dose based on boy Laboratory Vales 
surface area and rabbits at intravenous doses up to 15 mg/kg/day 6 times the recommended human dase based on body surface area) and have : 
revealed no evidence of impaired fertity or harm to the fetus due to pantoprazole. There are, however, no adequate and wel-contoled studies ee oe Oars ae, oe eee 2 eal ee aL oo ea inpreqnant women, Because animal reproduction studies are not aways predictive of human response, this drug shoul be used during pregnancy Pantonrazole. Fr other laboratory parameters, there were no clinically important change: ; nace Wie Intwo US. controlled ras of oral pantoprazole inpatients with GERD, 0.4% ofthe patients on 40 mg oral pantoprazole experienced SGPT elevations 
Nursing Mothers ‘of greater than three times the upper limit of normal at the final treatment visit. Except in those patients where there was a clear alternative 

Bee : ; ! planation fora laboratory value change, such a intercurrent less, the elevation tended to be mild and spor. The following changes in Paropale and is mtables a exe in tei as. Riot own veer pntpaleb exceed in haan nik: Many dS gba prone were gre a adver ens: celine nceased,Ipeokstrlena, a ypriceia 
‘hich are excreted in human milk have a potential for serious adverse reactions in nursing infants. Based on the potential for tumorigenicity shown, OVERDOSAGE i ‘ for pantopraole in rodent carcinogenicity stuties, a decision shold be made whether to discontinue using oto iscontinve the drug, taking into ; f i 
‘account the benefit of the drug to the mother. ‘Some reports of overdosage with pantoprazole have been received, A spontaneous report of a suicide involving an overdosage of oral pantoprazole 
Petaxic Use (860 ma) fas been received however, the death was more reasonably atibuted to the unknown doses ofchlorouin and zopiclone which were 

Eee : also taken sine two other reprtd cases of pantopazoe overdosage iva similar amounts of pantprazole 400 and 600 mg with no adverse 
Safety and effectiveness in pediatric patents have not been established effects observed. One patient ina flexible dosing study of refractory peptic ulcer disease received a dase of 320 mg per day for3 months: treatment 

Use in Women ‘was well tolerated. Doses of up to240 mg per day, ven intravenously for seven days, have been administered to healthy subjects and have been well tolerated. No gendeelateddifrenesin the safety file of ntavenos pantprazole were see in international as ion 18 men and 120 women Pantone snot raved ty hemodials 
wih BERD. Ersve esoptagsHealng rates inthe 221 women tated with ral pantoprace in US clzal tals were similar to tase found nine intravenous dass ofpntogtazale at 378,20, nd 68 e/a (8, 8, and 17 times the reznnmended una dose base on body surface 
men. The incidence rates of adverse events were also similar between men and women. area} were lethal to mice, ats, and dogs, respectively, The symptoms of acute toxicity were hypoactity, ataxia, hunched sittin, lmb-spay, lateral Use in Elderly postion, segregation, absence of ear refer, and tremor. 
No age-elated differences inthe safety profile of intravenous pantoprazle were seen in ntemationl tals iohng 86 edely(265 years old) and only 
200 younge 65 yas ol) atin wth GERD. Esive esophagitis healing rats in th 107 lel patnts (265 years oleate with rl patent No. 4788579 
fantoprazl in US cinical als were similar to those found inpatients under the age of 65, The incidence rates of averse events and laboratory a7 
abnormalities in patients aged 65 years and older wer similar to those associated with patents younger than 65 year of age. The healing rates of 
the 25 patients atleast 7 years old were 60% for those treated with 10mg of oral pantopazoe and 100% for those patients teated with ether 20 

or 40m, in ation the safety profilin patients 65 years and older was similar to that of patients younger than 65 years of age 
ADVERSE REACTIONS 

WwW Safety Experience with Intravenous Pantoprazole : 
Intravenous pantoprazole has ben wel tlre in cnical als of GERD patents and healthy subjects. A double bind placebo contol study Nee 
inthe US.evaitd te ft of PROTON I fr hetn on peiagastin tinted acid section in 65 GERD pains. Teatnent-emeaen pion PA SDT 
events considered possibly, robabl or definitely dug elated that were reported by 2or more patents 24%) taking PROTONIKIN(gantograzole rr een om 
sodium for nection 0-50] and by O° of patients aking placebo =18) ere: abdominal pain (12%) chest pain (6) ash (6%) and puri 4%). By Gulden Phamacatizals 
Adtnal atverse exeinces oouring in >1% of GERD patents treated wih intravenous pantorazole(n=42) in domestic (0-50) o¢ 7847 Konstan, Gemany 
international p-362 clinical als ae shown below by body sytem. In mast istanes, the relationship to pantoprzole was unclear Ths Brief Summary is base on Cl6005-2 427/01 

© 2001, Wyeth-Ayerst Laboratories 52116-00



7 i | Indicated for the treatment of pathological hypersecretory conditions 
my | , associated with Zollinger-Ellison syndrome or other neoplastic conditions. 
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n=17/21 PROTONIX LV. 80 mg q12h (Four patients required 240mg/day) 
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In clinical trials, the most frequently reported adverse events with PROTONIX |.V. were injection site reactions 
(including thrombophlebitis and abscess), headache, diarrhea, nausea, and dyspepsia. PROTONIX L.V. is 
contraindicated in patients with known hypersensitivity to any component of the formulation. Anaphylaxis has 
been reported. Treatment with PROTONIX I.V. should be discontinued as soon as the patient is able to be treated 
with PROTONIX DelayecRelease Tablets. Please see brief summary of Prescribing Information on adjacent page.



é e | MUSCULOSKELETAL SYSTEM: artraa 
e NERVOUS SYSTEM insomnia, amity, diziness, ypetnia, 

. RESPIRATORY SYSTEM: bronchitis, cough increased, dyspnea, chang ini, sinus, uper respiratory at infection 
¥ oe SN AND APPENDAGES: ash 

antoprazo OULU} Far jection 2s UROGENITAL SYSTEM ira fem ina ax infection, 
‘ditional averse experiences oouring in <1% of patients with erosive esophagitis associated with GERD receiving oral pantpraoe based on pooled results 
from either short-term domestic o:ntational vials are shown below within each body system. n mos instances, the relationship to pantoprazle was unclear. 

TTS Welana OAL Pe oe BODY AS A WHOLE: abscess, alc reaction, hls, cyst, fave edema, eer, generale edema, heat stoke, hei, laboratory test abnormal, malaise, mona, 
Ee nS OEY ere neoplasm, ronspecifd dug reaction. 

CARDIOVASCULAR SYSTEM: abnormal elestrocardagram, angina pectoris, anhythia, cardiovascular disorder, chest pain substeral, congestive heart failure, 
See package inset fo ful prescribing infomation, hemorrhage, hypertension hypotension, myocardial ischemia, palpitation, retinal vascular disorder, syncope, tachycardia, thrombophlebitis, thrombosis, 
INDICATIONS AND USAGE Yesodlatation - 

‘efi ot Geren ate Dee i ig ayo eee ere eee ee Shor-tem treatment (7 o 10 days) of patents having gastroesophageal fu seas GERD) with istry of east esophagitis, as an altemative to oral therapy . i a each Mee Gent a dna Hosiet wis ase Wooo rg PLUTON. aos al sla aeyet Rees ome Stoves ROTC gz, (exabe oa] mTwE pita expos, heoap Seah Ho sexs shoshui toate 

Satie an enamine aS [ember ENDOOAIE SYSTEM: dees mais, heosu, ote 
ln ae peewee esac Vt Cate ao pe tht reas nti HEPATOBILIARY SYSTEM biliary pan, hypebibinenia, choles, choeitiass cholestatic june, hepatitis, alkaline phosphatase increased, gamma 
AES aluiam! transpeptidase increased, SOT increased 
is als ine et Sy utp oN ee HEMIC AND LYMPHATIC SYSTEM: anemia, ecxhyosis, eosinophilia, hpocvomic anemia ron defcieney anemia, ekoeytsis, ekopena thrombocytopenia 

PRECAUTIONS ae [METABOLIC AND NUTRITIONAL: dehyration, edema, gout, peiheral edema, thst, weight gain, weight loss 
aac [MUSCULOSKELETAL SYSTEM: arti, atosis, bone disorder, bone pain, busts, joint dsodey leg cramps, neck igi, mala, tenosynovitis 

; NERVOUS SYSTEM: ebnormal deans, confusion, comulson, depression, dy mouth dysarthria, emotional abit, hallucinations, hypetinesia,hypesthesia, ido Inmet hypersensitivity resin: Anapylas has been pred ith use of invavenous pantoprazl Tis may equteenergency medical treatment Set CRA HE ee ete Toe eee connie tien haninmalvemene 
Hed eae aTieynuoleas Ys Se ae : eee sce of tis dna na re pont of TNO SISTEM at, cists Nii, gnats, hn isd, remo, wie ltt, 
lepatic effects: Mild, transient transaminase elevations have been observed in clinical studies. The clinical significance of this finding in a large population of skin AND APPENDAGES: acne, alopecia, contact dermatitis, dry skin, eczema, fungal dermatitis, hemorrhage, herpes simplex, herpes zoster, lichenoid dermatitis, subjects administered intravenous pantoprazoei unknown, (See ADVERSE REACTIONS section) recep as pan pa’ el und saa ewes cr 
SUG is 2a |e anne we we a cee ‘SPECIAL SENSES: abnormal vision, amblyopia cataract specified, deafness, diplopia, ear pain extraocular palsy, glaucoma, otitis externa, taste perversion, tints 
Teatment wit PROTON 1 action tol be dscontimed as son she pai is abl to resume reatrent wih PROTONK Delayed Release Tells. yrngewTaL SYSTEM: atuninua, balan, beast pin, css, djsmenorea, dsuia, epididymis, hematuria, impotence, kidney cael, 
Drug Interactions kidney pain, nocturia, prostatic disorder, pyelonephritis, scrotal edema, urethral pain, urethritis, urinary tract disorder, urination impaired, vaginitis. 
Peantgraole is metabolized mainly by CYPZCI9 and to mina extents by CYPS 344, 20, and 209. nin vivo dug drug interaction studies with CYPZC19 substates Postmarketing Reports 
(diazepam also a CYP3A4 substrate] and phenytoin [ls @ CYP3AA inducer, nifedipine, midazolam, andclaritvonycin(CYP3A4 substrates), metopoiol (a CYFZ06 i fc 
‘subate, ciclfenar fa CYPZC9 substrate) and theopyline (a CYPIA2 substrata in healthy subjects, the pharmacokinetics of pantopraole were not significantly Coat ety te sucess oO) eta) sat at ee oe ora 
altered, tis, therefore, expected that other drugs metabolized by CYPs 2C18, 2A, 206,208, and 1A2 would not significantly affect the phamacokinetcs of 
pantoprazole. tn vivo studies also suggest that pantoprazole does not significantly affect the kinetics of other drugs (isapride, theophylline, diazepam Tere have been spontaneous reports of averse events with postmarketing use of intravenous or oral pantopravole. These reports. include 
{and its active metabolite desmethydiazepam], phenytoin, warfarin, metoprobl, nifedipine, carbamazepine, midazolam, claritramyein, and oal contraceptives) phylaxis (including anaphylactic shock), angioedema (Quincke's edema, anterior ne optic neuropathy, severe dermatologic reactions, including 
imetaboied by CYPs 2019, 3A6, 208, C9, and 142. Therefor, itis expected that pantgrazoe would nt significantly affect the pharmacokinetics of other drugs &"Vthema multiforme, Stevens Johnson syndrome, and toxic epidermal necrolysis (TEN, some fatal hepatcellar damage leading to jaundice and hepatic failure 
metabolized by these isorymes, Dosage adjustment of such drugs is nt necessary when they are coadminstered with pantoprazle In other in vivo studies,  aNcteatits,panytopena, and rhabdomyolysis. n adition, aso observed have been confusion, hypokinesia, speech disorder, increased salvation vertigo, nausea, 

igonn, ethanol, glyburide, antiytne caffeine, metronidazole, and amoxcilin had no clinically elevant interactions with pantoprazole. Although no significant initus, and bred vision. 
ugg intrerton have been observed in clnical stuf, te potential for sigicantdug-dug interaction with more then one daily dosing with high doses Laboratory Values 
‘of pantoprazole has not been studied in poor metabolizers or individuals who are hepatically impaired. In US. clinical trials of patients having GERD with a history of erosive esophagitis and international clinical trials of patients with erosive esophagitis associated with 
Because of profound and long lasting inhibition of gastric acid secretion, pantoprazole may interfere with absorption of drugs where gastric pH is an important GERD, the overall percentages of transaminase elevations dd not increase during treatment with intravenous pantoprazoe, For othe laboratory parameters, there were 
‘determinant ofthe bioavalabilty eg, ktoconaoe, amici esters, ad ion sls) no clinically important changes identified, 
Carcinogenesis, Mutagenesis, Impairment of Fertility ive US cna i ll rp ipa wih ase elt st wi GRD Oo pales 0 moa tale 
iazsaant ‘ Dawley rs were Yat oral wih does of 05 0 200 ma 4 viare experienced SGPT elevations of greater than thee times the upper limit of noma atthe final treatment vst. Except in those paints where there was @ clear 
ae dasa gen tole rl We sti, tet 1050 zinta hee enoadeonatin aol pecs pd ateratve explanation fc laboratory value change, such as ntrcurent ills, th elevations tended tobe mil and spac. The loving cares in brainy 
benign and malignant neuroendocrine cell tumors in adoseelated manne. nthe forstomact, treatment at 60 and 200 ma/ka/ay (about 10 and 40 times the Peeters were repre as adverse evens: creatine cease, hyperctolestrlemia, ad hyperuricemia 
recommended human dose ona body suface area basis) produced benign squamous cel papillomas and malignant squamous cel carcinomas Rae gastointestinal OVERDOSAGE 
tumors associated with pantoprazole treatment included an adenocarcinoma of the duodenum at 50 ma/kq/day, and benign polyps and adenocarcinomas of the Experience inpatients taking very high doses of pantoprazole is limited, There have been spontaneous reports of overdosage with pantoprazole, including a suicide 
gastric fundus at 200 ma/ka/day. In the lve, treatment at 0.5 to 200 mg/kg/day produced dose-related increases inthe incidences of hepatocellular adenomas and in which pantoprazole 560 mg and undetermined amounts of chloroquine and zopiclone were also ingested. There have also been spontaneous reports of patients 
Carino. Inthe thrid gland treatment at 200 mg/ky/ay produced increased incidenes of fliculrcell adenomas and carcinomas for both male and femalerats. taking similar amaunsofpantorezle (400 and 600 mal wth no adverse effects 
Sporadic ocutences of hepatoceliular adenomas and ahepatceliuar carcinoma were observed in Sprague-Dawley ras exposed to pantopamle in Gsmonth and. Pantoprazol isnot removed by hemotiasis in case of overdose, treatment shoul be symptomatic and supportive 
‘2-month oral exity tues. Single intravenous doses ofpantoprazle at 378, 230, and 266 mg/kg (8,46, and 17 mes the recommended human doe based on body surface area were lethal 
‘n.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 tg mice, rats, and dogs, respectively. The symptoms of acute toxicity were hypoactivity, ataxia, hunched sitting, limb-splay, lateral position, segregation, 
dase based on body surface ate. nthe gasic fundus, treatment at o 50 maig/day produced enterochromafi ik ECL) el hyperplasia end benign and malignant sence of ear flex, and ero. 
reurendoxing call tumors. Dose selection fortis study may not have been adequate to comprehensively evaluate the carchogenic potential of entonemle. —_QgAGE AND ADMINISTRATION 
Ina 24-month carcnogenicty stuy, BOC mie were teted orally wih doses ofS to 150 mg/day, 05 to 15 times the reemmended human dose based on pao IV fry ' jection adnintures shoud be administered inravenousy though a dedicated le, ving the inne itr provided. The filter must be used to 
boty fae tenth er tesnent at 150 mae ede erased inenes hp cdeames and cacinonasin ene moe, TEBINEN ene he pia thatmay fom hen he ecnsittd dg produ! mined with soils Sues ave sown hat fain doesnot ashe anount 
at Sto 150 mg/kg/day also produced gesric fundic ECL cel hyperplasia cof drug that is availabe for administration. If administration through a Y-siteis desirable, the in-line filter must be positioned below the Y-ste that is closest to the 
Pantoprazole was positive in the in vitrohuman lymphocyte chromosomal aberration assays, in one of two mouse micronucleus tests for clastogenic effects, and in patient. The intravenous line should be flushed before and after administration of PROTONIX |. for Injection with either 5% Dextrose Injection, USP, 0.9% Sodium 
the in vio Chinese hamster vein cal/HGPR forward mutation assay for mutagenic eet, Equivcal results were observed inthe in vivo rt ver ONA covalent Chloride Injention, USP or Lactate Ringe’ Injection, USP PROTON or jection sould not be simultaneously administered though the same line with other 
tindng assay, Patopazle was negative nthe in vr Ames mutation assay, thei vio unscheduled DNA syiesis(UDS) assay wth at hepatoytes the mito. intravenous solutions. 
ASS2/GPT mammalian cel-rward gene mutation assay, the n wo thymidine kinase mutation test wth mouse phoma L517BY cells, andthe in vivo at bone tment wit PROTON fr njcton soul be discontinued as soon asthe Mt i i gatients abet resume treatment with PROTON Delayed Release Teles. As, 
‘marow cel cromasomal aeration assay. A 26-week p53 + transgenic mouse carcinogenicity study was not positive. data on sfeand effective dosing fr contons ote thn hose deszbed in INDICATIONS AND USAGE, suchas iterating upper astointesinal bee, ae 
Pantoprazole at oral doses up to 600 mg/kg/day in male rats (98 times the recommended human dose based on body surface area) and 450 mg/ko/day not available. PROTONIK LV. 40 mg once daily does nat raise gastric pH to levels sufficient to contribute tothe treatment of such life-threatening conditions. 
We ‘als (68 times the reconmendd human dose based on body surface area) was found to ave o effect on fertility and reproductive perfomance ei usaf ahiiseeben Ge ha ASaNS ee wl Roi 
TeURaRCY No dosage adjustment is necessary in patients with renal impaiiment, hepatic impairment, or for elderly patents, No dosage adjustment is necessary in patients 
Teratogeni Ettects undergoing hemodialysis 
Pregnancy Category B ‘Treatment of Gastroesophageal Reflux Disease Associated With a History of Erosive Esophagitis 
Teratology studies have been performed in ats at intravenous doses up to 20 mg/kg/day (4 times the recommended human dose based on body surface area) and The recommended adult dose, as an alternative to continued oral therapy, is 40-mg pantoprazole given once daily by intravenous infusion for 7 to 10 days. 
rabbits at intravenous doses up to 15 ma/kg/day (6 times the recommended human dose based on body surface area) and have revealed no evidence of impaited Safety and efficacy of PROTONIX LV. for Injection as a treatment of patients having GERD with a history of erosive esophagitis for more than 10 days have not been 
fetlityor ham to the fetus due to panogrzole There ae, however, no adequate and well contol studies in pregnant women. Because animal reproduction demonstrated (see INDICATIONS AND USAGE} 
Studies arena lays prediive of human espnse this rug shold be used dung pregnancy ony if clearly needed PROTONIX LV for Injection shouldbe reconstituted with 10 mL of 0.9% Sodium Chloride Injection, USP and further cuted admixed) with 100 mL of §% Dextrose 
Nursing Mothers Injection, USP. 09% Sodium Conde jection USP. or Lacated Ringe’ Injectin, USP to a final concentration of eporximately 04 mg/m. The reconstituted 
Pantoprazole and its metabolites are excreted in the milk of rats. isnot known whether pantoprazole is excreted in human milk. Many drugs which are excreted solution may be stored for up to 2 hous at room temperature prior to further dilution; the admixed solution may be stored for up to 12 hours at room temperature 
in human milk havea potential for serious adverse reactions in nutsing infants. Based onthe potential for tumorigenicity shown fr pantopraole in rodent pir to ntavenus infusion, Neither th reconstituted solution nr the admined solution neds to be protected fom ight 
‘carcinogenicity studies, a decision should be made whether to discontinue nursing orto discontinue the drug, taking into account the benefit ofthe drug tothe mother. PROTONIX LV, for Injection admixtures should be administered intravenously over a period of approximately 1 minutes at a rate not greater than 3 mg/min 
Pediatric Use (7 mini} 
Safety and effectiveness in peatic patients have not ben established Pathological Hypersecretion Associated With Zllinger-Elison Syndrome 
Use in Women The dosage of PROTONK for nection inpatients with pathological ypersecetry condition associated with Zolingerlison syndrome or other neoplastic 
No genderelateddiferences inthe safety profile of intravenous pantprazole were seen in international trials involving 166 men and 120 women with erosive vditions varies with individual patents. The recommended adult dosage is 60 mg q2h The frequency of dosing canbe adjusted to individual patient needs based 

esophagitis associated with GERD. Erosive esophagitis healing rates in the 221 women treated with orl pantgrzole in U.S, clinical ils were similar to those 9 td ouput measurement [nthse patients who need higher dosage, 80 mg adh sexed to maintain aod output below 1d mE@/h, Daly cses higher tan 740mg ot aministred fr more than 6 days have not ben stud, See Clinical Studies section of ul rescibing Information} Transition fom eal to LV. and found in men, Te incidence aes of adverse events were also similar between men and women, ls Hick from Vt orl formulations f gate acid init shuld be performed in such a manne to ensure cout f eft of supressionof acid ection. Patents 
eae ‘with Zolinger Elson syndrome may be vwunerabe to serious clinical complications of increased acid production even after a short period of lass of effective 

No age elated diferences inthe safety profile of intravenous pantopraole were seen in international ils involving 86 elderly [> 65 years old) and 200 younger inhibition, 
{65 years od atents with erosive esophagitis associated with GERD. Erosive esophagtis healing rte inthe 107 elder patients (65 years of) eated wit ar vl of PROTONIKIN. fo yj jection should be reconstituted wih 10m of 09% Sodium Chore nection USE. The contents ofthe two vas shoul be combined 
a peta in US. cli als versio fa flu in paters unt th age fT nid aes of ads rs and aay ebay uh ise (ated) with 0 nL. 5% Deas heton, US, 0% Sun Chard rect, US or Lactated Ringer’ etn US, ttl lume 
Umno 0a Noess ae Ones EAE tN Ios S90 wt WIN Dalles YOUN MUL Oa fs O60 cof 100 ml with a final concentration of approximately 0.8 mg/mL. The reconstituted solution may be stored for up to 2 hours at room temperature prio to further 
Laboratory Tests ciltion; the admixed solution may be stored for up to 12 hours at room temperature prior to intravenous infusion, Neither the reconstituted solution nor the admixed 
There have been reports of alse postive urine srening tests for trahytrocanabinol (THC inpatients reeiving pantorale solution needs to be protected fom ight 
ADVERSE REACTIONS PROTONIK IV fr injection should be cninistred intravenous overapeidof approximately 15 minutes ata rate not greater than 6 mg/nin (7 m/min). 
Sofety Experience With Intravenous Pantoprazole 
Inrevnous pantprzoe hasbeen stud in clinica til in several populations incuting paint having GERD with history of erosive esophagitis, patents with _B. only 
Zalinger-Elison syndrome, end healthy subjects. Averse experiences occuring in >1% of patients treated with intravenous pantoprazole n=714) in domestic US Patent No. 4758579 
and intematonal clinical trials are shown below by body system. In mst instances, the relationship to pantoprazole was unclear. 
BODY AS AWHOLE: ebdominal pain, headache injection site reaction [nln thrombophlebitis and abscess. 
DIGESTIVE SYSTEM: constipation, dyspepsia, nausea, ianhea 
NERVOUS SYSTEM: insomnia, 
RESPIRATORY SYSTEME hint 
Head-o-head comparative stuies between PROTONIK for extn and oral PROTON, ater proton pump intr oral or or #2 receptor antagonists [rl 
«1 have been limited. The avalible infomation des not provide sufficient evidence to itnquish the seat profile of hese regimens 
Safety Experience With Oral Pantoprazole 
inshore crcl tials inpatients with erosive esophagitis associated with GERD treated with orl pantoprazle, the follwing adverse events, regardless of ® 
causality, occured at arate of 21%. Wyet 
BODY AS AWHOLE: headache, asthenia, back pain, chest pain, neck pain, iu syndrome, infection, pan 
CARDIOVASCULAR SYSTEM: migraine, adr iceeetion 
DIGESTIVE SYSTEM: dea, flatulence, abdorinal ain, entation, constipation dyspepsia, gastoenterits, gastrointestinal sod nause, rectal sade vomiting. Byk Gulden Pharmaceuticals 
HEPATO-BILIARY SYSTEM ver function tess abnormal, SGPT increased 078467 Konstanz, Germany 
METABOLIC AND NUTRITIONAL: hyperycemi,hypertpienia. This Brief Summary is based on Cl 6005-5 2/11/02 

References: 1. Data on file, Wyeth Pharmaceuticals. 2. Lew EA, Pisegna JR, Starr JA, ef al. Intravenous pantoprazole rapidly controls gastric acid hypersecretion in patients with Zollinger-Ellison syndrome, Gastroenterology. 2000;118:696-704. 

© 2002, Wyeth Pharmaceuticals, Philadelphia, PA 19101, 101458-01



Nighttime heartburn: _ 

a rude awakening ( = 

i (SF r 

ee. A oe . a 7 
io ra y > tn 

-_” <i. ft Sal 

N. ‘ A ad 4 

Se 

‘ . & 

PROTONIX® tames erosive GERD 
tt =) night after night — 

i ) 

| : 

A hes 4 oF 

wom 4 , — ) =. 

Bera $0 a Se < 1, eos 

Maze 

tien 
Wp 

PROTONIX is indicated for the treatment and maintenance 0 —— e~ Si 
OMRON SO ones oye @s / a> 

istroesophageal reflux d 7s 7-4, o\ 2 
a Pre fare ena TOUISH ONCE A DN i San 

The most frequently reported adverse events with PROTON IX 40 
alee CS aie ee ey Al Pp | ( i : mg 

iarrhea, Symptomatic response to therapy does no! 
Aco PH feat of ae Hein PROTONIX | anlopraZ0 Eo un} Delayed Release alts 
is contraindicated in patients with known hypersensitivity 

~ fo any component of the formulation. Please see brief 
TN MCCUE TM LOOT CMCC Cee LL Le! (om



ea 7 @ 1 Py 
= PROTONIX far im x 

Partoazl Sodium) dye Rete t layed Release Tablets 4 
) 

(Sia REE US GEBD RIG En EE a 

See package insert for ful Prescribing Information Inintemetional short-term double blind or oper abe nica tials ivovng 20 to 80 mg per dy, the following adverse evens were repre to occur 1% INDICATIONS AND USAGE ‘oF more of 2805 GERD patients receiving antoprazole fr upto 8 weeks. 
Maintenance of healing of erosive esophagitis and reduction in relapse rates of daytime and nighttime heartbum symptoms in patients with ‘Adverse Evens in GERD Patients in Short-term Intemational Tals gastroesophageal reflux disease (GERO). Controlled studies did nat extend beyond 12 months, a rg ea 

‘Short term treatment (up to 8 weeks) of erosive esophanitis associated with GERD. For those patients who have not healed after 8 weeks of ‘ 
treatment, an additonal 8. ek couse of PROTON may be considered Seni cee Cereae feniae CONTRAINDICATIONS as ma am ae Known hypersensitivity to any component of the formulation Stuy Event (N=2806) Nese) IN=474) INEZ) eee PRECAUTIONS Headache ae? oa 20S i 

General Dianhea 2 2 2 d Symptomatic response to therapy with pantorazole does nat preclude te presence of gastric malignancy. ‘Abdominal Pan SE eaaeee EOE yan ey Sal 
Owing tothe chronic nature of erosive esophagitis, there may be a potential for prolonged administration of pantoprazole. Infongterm rodent studies, SS eae ATL a ean antoprazle was carcinogenic and caused rare types of gastrointestinal tumors. The levance of these findings to tumor development in humansis In two U.S. controlled clinical trials involving PROTONIX 10:, 20-, or 40-mg doses for up to 12 months, the following adverse unknown. events considered by investigators to be possibly, probably, or definitely related to drug occurred in 1% or more of GERD 
Information for Patients patients on long-term therapy. 
PROTONIX Delayed-Release Tablets shouldbe swallowed whole, with or without food in the stomach and should nat be split, crushed, or chewed ‘Most Frequent Adverse Evens Reported as Drug Related in Long term Domestic aks Concomitant ainistaton of antacids doesnot affect the absorption of pantoprazole — ~ e —— - 
Drug interactions zy ¥ Pertoprazol is metabolized trough the cytochrome PASO sytem, primarily the CYP2CT9 and CYPBAA isozymes, and subsequently undergoes Phase ) Stu Event joe TUENIDE ey Ranitidine n= 185) 
conjugation, Based on studies evaluating possible interactions of pantoprazole with other drugs metabolized by the cytochrome P45D system, no Headache =e 5 = eI dosage adjustment is needed with concomitant use ofthe following drugs: theoohyline, antipyrine, caffeine, carbamazepine, diazepam, diclofenac, Abdominal pain dela ieee =a oat digoxin, ethenol, glyburide, an oral contraceptive (levonorgestethiy| estrada), metoprolol, nifedipine, phenytoin, warfarin, midazolam, ver function tests abnormal 2 is a Gltromyein, metoniazle, or amaxin, Cia relevent interacons of pantopazle wth othe drugs withthe same metabo pathwaysare ge i — 7 : not expected. Therefore, when coadministered with pantoprazoe, adjustment of the dosage of pantoprazole or of such drugs may not be necessary, N@S€@_ Ss —_—_— — There was also no interaction with concomitantly administered antacids Noxaing oa 2 di _ 
Because of profound and long lasting inhibition of gastric acid secretion, iis theoretically possible that pantoprazole may interfere with absorption of Note: Only adverse events with an incidence greater than or equal to the comparators are shown, rugs where gastric pH isan important determinant of ther bioavailability (eg, Ketoconazole, ampicilin esters, and iron salts) Inaction, in these short- and longterm domestic and intemational rls, the following treatment-emergent evens, regardless of causality, occured 
Carcinogenesis, Mutagenesis, Impairment of Fertility at arate of 21% in pantoprazoe-teated patients: amet, arthralgia, asthenia, back pain, bronchitis, chest pain, constipation, exh ease ina 24-month carcinogenicity study, Spraue-Davdey ats wer treated orally with doses of 5 to 200 mg/ka/ay, about. to 40 times the exposure  iziness, dyspepsia, dyspnea, fu syndrome, gastoenteiis, gastointestinl Ae Iam, pero, ecto, er icon tests nabody surface area basis, ofa 0-kg person dosed at 40 ma/ay, Inthe cast undus treatment at 05 to 200 mgg/day produced enterecromefnike 200ml, migraine, nausea, néck pan, pain, phayngts, ental disorder, hints, SGPT increased, inst, upper respiratory tract infection unary 
(ECL) cell hyperplasia and benign and malignant neuroendocrine cell tumors in a dose-elated manner. inthe forestomach, treatment at 60 and  fequency, unary tac infection, and vomiting 

200 mej/g/ ay ebout 10a 40 tines the recommended human dase on a body suece area basis produced benign squamous cell papillomas and malignant Adkitionaltreatment-emergent adverse experiences occuring in <1% of pantoprazcle-treated patents from these tials ae listed below by body sytem Squamous cell carcinomas. Rare gastrointestinal tumors associated with pantoprazole treatment included an adenocarcinoma ofthe duodenum at In most instances the elatonship to pantoprazole was unclear. 
50 mo/ig/day, and benign polyps and adenocarcinomas of the gastric fundus at 200 ma/kg/day. In the liver, treatment at 05 to 200 mg/kg/day BODY AS A WHOLE: abscess, allergic reaction, cil, cyst, face edema, fever, generalized ecema, heat stroke, hemia, laboratory test abnormal, produced doseelated increases inthe incidences of hepatocellular adenomas and carcinomas. in the thyroid gland, treatment at 200 mg/kg/day malaise, monilasis, neoplasm, ronspetified dug reaction, phatsenstty reaction 
Droduoed increased incidences of flicular cell adenomas and carcinomas fr both male an female rat. CARDIOVASCULAR SYSTEM: abnormal electrocardiogram, angina pects, anhythmia, tal fibilation/futer, cardiovascular cisode, chest pain Sporadic occurences of hepatocellular adenomas and a hepatooeluiar carcinoma were observed in Sprague-Dawley rats exposed to pantoprazole in supstema, congestive hear failure, hemorrhage, hypertension, hypotension, myocardial infarction, myocardial ischemia, palpitation, retinal vascular G:month and 12:month toxicity stuies. <isorder, syncope, tachycartia, thrombophlebitis, thrombosis, vasodilatation, 
{na 24-month carcinogenicity study Fischer 34 rats were treated orally with doses of Sto 50 mg/kg/day, approximately 1 to 1Otimes the recommended DIGESTIVE SYSTEM: anorexia, ephthous stomatitis, ccardiospasm, colitis, dey mouth, duodenitis, dysphagia, enteritis, esophageal hemorrhage, human dose based on body surface area. Inthe gastric fundus, treatment at 5 to 50 mg/kg/day produced enterochromafin-like (ECL) cell hyperplasia esophagitis, gastrointestinal carcinoma, {gastrointestinal hemorrhage, gastrointestinal moniliasis, gingivitis, glossitis, halitosis, hematemesis, 
‘and benign and! malignant neuroendocrine cell tumors. Dose selection for his study may not have been adequate to comprehensively evaluate the increased appetite, elena, mouth ulceration, oral moniliasis, periodontal abscess, ‘periodontitis, rectal hemorrhage, stomach ulcer, stomatitis, stools 
carcinogenic potential of pantoprazole ‘abnormal, tongue discoloration, ulcerative colts 
Ina 24 month carcinogenicity sty BBC mice wee eae rly wih doses of 5 to 150 mykg/day, 05 to 15 times the recommended human ENDOCRINE SYSTEM ciabetes melts, goosura goiter, dose based on body surface area. Inthe ver treatment at 150 mg/kg/day produced increased incidences of combined hepatocellular adenomas and ii i carcinomas in female mice, Treatment at5 to 150 ma/kg/day also produced gastric fundic ECL cel hyperplasia. Eee oe eae shoes Colestae eins, beets, alkane pspataso areas, 
AA26-week p53 +/- transgenic mouse carcinogenicity study was not postive. __HEMIC AND LYMPHATIC SYSTEM: anemia, exchymosis, eosinophilia, hypochomic anemia, iron deficiency anemia, levkoctoss, leukopenia, Pantorazole was postive inthe in vito human ymphooyte chromosomal aberration assays, n one of two mouse micronucleus tests for lstogeictrombocytoenia, 
effects, and in the in vt Chinese hamster ovarian oel/ HGPRT foward mutation assay for mutagenic effects. Equivocal results were observed in the 
invivoratlver DNA covalent binding assay, Pantoprazcle was negative inthe in vitro Ames mutation assy, the in vo unscheuled DNA synthesis METABOLIC AND NUTRITIONAL dehydration, edema, out, peripheral edema, this, weight gain, weight loss (UDS) assay witht hepatocytes tein va ASS2/GPT mammal clforwrd gene mutatn assay, hin vir thymidine knse maton est MUSCUOSKELEAL SYSTEM arts, anos one dsr bone pi, ust jin eso eg camps, eck ity, mya, esos 
with mouse lymphoma L5178Y cells, and the in vivo rat bone meron cel chromosomal aberation assay NERVOUS SYSTEM: atnormal deans, confusion, conwlsion, depression, dry mouth, sara, emotional lability, halucnations,hypekinesa 
Pantoprazoe at oral doses up to 500 mg/kg/lay in male as (98 times the recommended human dose based on body surface area] and 450 mg/kg/day _ypesthesa, libido decreased, nervousness, neuralgia, neuritis, newopathy, paresthesia, reflexes decreased, sleep disorder, somnolence, thinking 
in female rats (88 times the recommended human dase based on body surface area) was found to have no effect on fertility and reproductive dno, tremor, vertigo. 

performance, RESPIRATORY SYSTEM: asthma, epistaxis, hiccup, layngits, lung disorder, pneumonia voice alteration, 
Pregnancy ‘SKIN AND APPENDAGES: acne, alopecia, contact dermatitis, dy skin, eczema, fungal dermatitis, hemorrhage, herpes imple, herpes zoster ichenod regnancy 

Teratogenic Effects dermatitis, neculopapular rah, pruritus, skin corde, skin ulcer, sweating, urticaria, 
Pregnancy Category B SPECIAL SENSES: abnormal vision, amblyopia, cataract specified, deafness, diplopia, ear pain, extraocular palsy, glaucoma, otitis extema, taste Teratology studies have been performed in ats atoal doses up to 450 ma/ka/ay (8 times the recommended human dose based on body surface perversion tinnitus, 
ae) and rabitsat oral doses upto 40 may/ka/day (16 times the recommended human dase based on body sue area) and have revealed no evidence i 
ating ety orham ote es dota tain. Ter are howe: matequte an welcontoledstuesinpertoTen. Bae ftw ai rote moc deete mee ee Gee ae went ‘animal reproduction studies are not always predictive of human response, tis drug shouldbe used during pregnancy ony if clearly needed. saa f ee : : 
Nerang Motors There have beens é i s H spontaneous reports of adverse events withthe postmarketing use of pantoprazole. These reports include anaphylaxis including Fantopraole and its metabolites ae exretedin the mik ofa. isnot known whether pantopraole s excreted inhuman mikt Menyduas which spsriviatic shoo angioedema (ines edemal anterior ischenic optic neuropathy, severe dermatologic reactions, including erythema af ert nanan ik hae a poeta sau are reactions in nun fans, Based nthe peta for umoigenicty sown for Futiyme, Steensdomson omcfone, end oie epee rests EN, sure wk epee ares ey Io nec hepatic Fennel net cogent stds edecsion sil be mate whee b sxotne rin oro scat te dug. lignocaine. hodaton sy sone hve a cnn pfneso, ost rds Teese ohote, wie account the bene ofthe drug tothe mother. Talbes Gite aid Hired veon i ‘ : ee 
Pediatric Use ee ry Values 
Safety and effectiveness in pediatric patents have not been established Intwo US. controlled, short-term trials, 0.4 % ofthe patients on PROTONIX 40 mg experienoed SGPT elevations of greater than three times the upper Use in Women limit of normal atthe final treatment visit. In two US. controlled, long tem trials, none of 178 patents (0%) on PROTONIX 40 mg and two of 181 Erosive esopheaits healing rates in the 221 women treated with PROTONIX(gantoprazle sodium) Delayed Release Tablets in U.S. clnical tials were patents (1.1%) on PROTONIK 20 ma experienced significant transaminase elevations at 12 months (or eal fa patient discontinued prematurely). similar to those found in men. In the 122 women treated long tem with PROTONIX 40 mg or 0 mg, healing was maintained at arate similar to that Significant elevation of SGOT or SGPT were defined as values atleast tree times the uper limit of nomal that were non-sporadic and had no clear inmen. The incidence rates of adverse events were also siilar for men and women. altemative explanation The following changes in aboratory parameters were reported as adverse events: creatinine increased, hypercholesteolemia, 
Use in Elderly and hyperuricemia, 
Inshore term US. clinical tals, erosive esophagitis healing rates inthe 107 elder patents (265 years old) treated with PROTON were smilarto  QVERDOSAGE 
those found in patents under the age of 65. The incidence rates of adverse events an laboratory anomalies in patients aged 65 years and older Some reports of overdosage with pantoprazole have been received. A spontaneous report ofa sui imling an overdosage of pantoprazole Were similar to those associated with patients younger than 65 years of age (660 mg) tas been received; however, the death was more reasonably attributed tothe unknown doses of chloroquine an zopiclone which were also ‘ADVERSE REACTIONS taken since two ater reported cases of pantoprazole overdosage involved similar amounts of pantprazole (400 and 600 ma) with no adverse eects ‘Werdwide, more than 11,100 patient have been treated with pantoprazole in clinical tals invlvng various dosages and duration of treatment. In observed. One patient tolerated a dose of 320 mg per day for3 months. Doses of up to 240 mig per dy, civen intravenously fr seven days, have been 
general, pantoprazole has been wel tolerated in both short-term and long-term tras administered to healthy subjects and have been well tolerated 
‘two US. controlled clinical als involving PROTONIK 10,20, 40-mg doses for upto 8 weeks, there were no dose-related effects on the ncidence  Pantoprazole i not removed by hemodiaysis 
af averse events, The following advese events considered by imestigatrs to be possibly, probably, or defintely related to dug oud in 1% 0" Single oral doses of pantoprazl at 709 g/k, 798 ma/, and 87 mg/kg wer thal o mie, ats, and dogs, repeal The symptoms of axe 
‘more in the individual studies of GERD patients on therapy with PROTONIX. toxicity were hypoactivity, ataxia, hunched sitting, limb-splay, lateral position, segregation, absence of ear refiex, and tremor. 
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Note: Only averse events with an incidence greater than or equal to the comparators are shown. This Brief Summary is based on the approved PROTONIX Delayed Release Tablets direction circular (C! 7482-1, Issued June 18, 2001). 
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See package inser fo fl presrbng information. Inintertional shore double-blind a operlbel incl trials invohing 20 to 8 ng per day, the following adverse events were reported to ocurin 1% 
INDICATIONS AND USAGE or more of 2805 GERD patients receiving pantopazole for upto 8 wees, 
Maintenance of healing of erosive esophagitis and reduction in relapse rates of daytime and nightime heartbum symptoms in patients with Adverse Evens in GERD Ptiens in Sho:tem Intemational Tals 
gastroesophageal reflux disease (GERD). Controlled stuies didnot extend beyond 12 months, Sa 
Short-term treatment (up to 8 weeks) of erosive esophagitis associated with GERD. For those patients who have not healed after 8 weeks of 
tteatment, an additional eek couse of PROTONX may be considered Fenpyane Femaie Gneree Tenet 

CONTRAINDICATIONS ibe au aM ae 
Known hypersensitivity to any component of the formulation AR NE 

PRECAUTIONS eS a SR ER, 8 SAR TSE TNE BTS 
General Diaries 2 z 2 zi 
Symptomatic response to therapy with pantoprazole does nat precide the presence of gastric malignancy. iii a Soe AEE MISE ea eae 
(Owing othe chronic nature of erosive esophagits, there may be a potential for polonged administration of pantoprazole. Inlongterm rodent studies, 
Pantoprazoe was carcinogenic and caused rare types of gastrointestinal tumors. The relevance ofthese findings to tumor development inhumansis Jn two U.S. controlled clinical trials involving PROTONIX 10-, 20:, or 40-mg doses for up to 12 months, the following adverse 

unknown, events considered by investigators to be possibly, probably, or definitely related to drug occurred in 1% or more of GERD 
Information for Patients patients on long-term therapy. 
PROTONIX Delayed Release Tablets shouldbe swallowed whole, wih or without fod in the stomach and should not be spit crushed, or chewed Most FRequent verse Events Reporte as Dna Related in Long term Domestic Tals 
Concomitant administration of antacids doesnot affect the absorption of pantopazoe. Ss ee ee 
Drug Interactions a ie 
Pantpraol is metabolized trough the ojtchrome PASO sytem, primarily the CYPZCIS end CYPGAA isoqymes, and subsequently undergoes Phase | ‘SudvEvent_____—_PROTONKIn=886) Rants n= 186) 
conjugation, Based on studies evaluating possible interactions of pantoprazole with other drugs metabolized by the cytochrome PASO system, no Headache 
dosage adjustment is needed with concomitant use ofthe following drugs: theophyline, antipyrne, caffeine, carbamazepine, diazepam, diclofenac, Abdominal pain 3 1 7 
digoxin, ethanol, giypuride, an oral contraceptive (levonorgeste/ethiny! estradiol), metoprolol, nifedipine, phenytoin, warfarin, midazolam, iver function tests abnormal 2 a 
clrtromycin, metronidazole, or amaxilin. Clinical relevent interactions of pantopraole with other drug with the same metabolepatnwaysare acy 
not expected. Therefore, when coadministered with pantopraole, adjustment ofthe dosage of pantoprzole oof such chugs may ot be necessary, S@¥S2@ 
There ws also no interaction with concomitantly administered antacids, rity ein RARER ewe 1:2 SUTaSRTARLa I Ni ete NSE ae eat 
Because of profound and lng lasting inhibition of gastric acid secretion, itis theoretically possibe that pantoprazle may interfere with absorption of Note: Only adverse events with an incidence greater than or equal tothe comparators are shown. 
drugs where gastric pH is an important determinant of ther bioavailability, ketoconazole, ampicilin ester, and iron sti). In addition, in hese shor- and long-term domestic and intemationa als, the following treatment emergent events, regardless of causality, occured 
Carcinogenesis, Mutagenesis) Impairment of Fartlity at ato 21% in pntrardeesed pales: ay aati, asta, bck en bois, chest pa, csp, ou eased 
Ina 2t-mnth carcinogenicity study, Sprague Dawiy ats were teaed orally with doses of 05 to 00 my/g/day about to40 ims the exposure SNES, Cspepsia,Gispea,. sndome, gesteetens,gasetesinal sade hyperipenia, Fypertna, infection, Wve function test cn abot surface arabs of Sg parson dosed at 4 malay Inthe gas unk, teetment at 5 to 200 mgtay produced eneecromatike  2212al, migraine, nausea, nek pin, pi, phannaits, rectal sod, nts, SGPT icwesed, sus, upper resto tract infection, urinary 
(ECL) cell hyperplasia and benign and malignant neuroendocrine cell tumors in a dose-eated manner. Inthe foestomach, treatment at 50 and ffeqven, unnary tract nfetion, and vomiting, 
7200 mo/kg ay about 10 nd 40 tines the ecarrrendet hun dose on body surface are bass) produced beion squares cel panilomas and malignant Aditional teatment-energent adverse experiences occuring in <1% of pantoprazole treated patents from these tials are liste below by body system 
squamous cell carcinomas. Rare gastrointestinal tumors associated with pantoprazle treatment included an adenocarcinoma ofthe duodenum at In mast instances the relationship to pantopazole was unclear. 
50 mg/ka/day, and benign polyps end adenocarcinomas of the gastric fundus at 200 mg/ka/dy. In the iver, teatment at 05 to 200 mg/kg/day BODY AS A WHOLE: abscess, alli reaction chil, cyt, fece edema, fever, generalized edema, heat stroke, emia laboratory test abnomal, 
produced dose-related increases inthe incidences of hepatocellular adenomas and carcinomas. In the thyroid gland, treatment at 200 mg/kg/day malaise, moilasis, neoplasm, nanspecfed drug reaction, photosensitvty reaction. 

Pr eee ee ae es ee CARDIOVASCULAR SYSTEM: ebnomal electocardigram, angina pects, anfythnia, tal fiilation/futer, cardiovascular iso chest pain 
Sporadic occurrences of hepatocellular adenomas and a hepatocellular carcinoma were observed in Sprague-Dawley rats exposed to pantoprazole in substemal, congestive heart failure, hemorhage, hypertension, hypotension, myocardial infarction, myocardial ischemia, palpitation, retinal vascular 
‘month and 12-month toxicity studies disorder, syncope, tachycardia, thrombophlebitis, thrombosis, vasodilatation, 
|ina24-month carcinogenicity study, Fischer 344 rats were treated orally with doses of 5 to50 mg/kg/day, approximately 1 to 10 times the recommended DIGESTIVE SYSTEM: anorexia, aphthous stomatitis, cardiospasm, colts, dry mouth, duodenitis, dysphagia, enteritis, esophageal hemonthage, 
human dose based on body surface area. In the gastric fundus, treatment at 5 to 50 mg/kg/day produced enterochromaffin-ike (ECL) cell hyperplasia esophagitis, gastrointestinal carcinoma, gastrointestinal hemorrhage, gastrointestinal moniliasis, gingivitis, glossitis, halitosis, hematemesis, 
and benign and malignant neuroendocrine cell tumors. Dose selection for this study may not have been adequate to comprehensively evaluate the increased appetite, melena, mouth ulceration, oral moniliasis, periodontal abscess, periodontitis, rectal hemorrhage, stomach ulcer, stomatitis, stools 
carcinogenic potential of pantograzole abnormal, tongue isolation, ulcerative colts 
ina 24m casey sh ECF nb ver wend oy wth oe of 5 180 ni, 05 tines he conned Donon ENDOOANE SYSTEM debts eli gosuf, git 
lose based on bay surface are. Inthe Iver, eatmentat 150 mg/kg/day produced increased incidences of combined hepatocellar adenomes and HEPAT BILIARY SYSTEM: bila pain, hyperbirubineia, choles cholelithiasis cholestatic jaundice, hepatitis, alkaline phosphatase increased, Carcinomas in fee mice. Treatment at to 180 meyka/ay also prodveed gasbicfuncic ECL cell perp, Sir : Jeune Tepes rere eam ‘ 
‘A 26-week 183 +/-ransgenic mouse carcinogenicity study was not postive ; HEMIC AND LYMPHATIC SYSTEM: anemia, exchymosis, eosinophilia, hypochromic anemia, iron deficiency anemia, leukocytosis, leukopenia, 
Pantoprazole was positive inte in vio human lymphocyte chromosomal aberration assays, in one of two mouse micronucleus tests for clastogenic thrombocytopenia, 
effects, and in the in vitro Chinese hamster ovarian cel/ HGPRT forward mutation assy for mutagenic effets. Equvocal suits were observed in the i 
invvort liver DNA covalent binding assay. Patoprazole was negative inthe nvro Ames mutation assay, the in vrounschedvled DNA synthesis METABOLIC AND NUTRITIONAL: detycrtion edema, gout, peripheral edema, thst, weight gain, weightloss 
(UDS) assay with rat hepatocytes, the in vitro ASS2/GPT mammalian cel-forward gene mutation assay, the i vito thymidine kinase mutation test. MUSCULOSKELETAL SYSTEM: arthritis, arthrasis, bne disorder, bone pain, busts joint disorder leg cramps, neck rity, mylgia tenosynovitis 
with mouse lymphoma L5178Y cells, andthe in vivo rat ne marrow cell chromosomal aberation assay. NERVOUS SYSTEM: abnormal dreams, confusion, commision, depression, dry mouth, dysarthria, emotional laity, hallucinations, hyperkinesia, 
Peantoprazol at oral doses up to 500 mg/ka/day n mae rats (98 times the recommended huran dose based on body surface area) and 450 mg/kg/day Hypesthesaibido decreased, nervousness, neuralgia, nets, neuropathy, paresthesia, reflexes decreased, sleep disorder, somnolence, thinking 
in female rats (68 times the recommended human dose based on body surface area) was found to have no effect on fertility and reproductive t0rmal, tremor vertigo, 

performance, RESPIRATORY SYSTEM asthma, epistaxis iceup, laryngitis, lng disorder, pneumonia, voce alteration. 
Pregnancy SKIN AND APPENDAGES: acne, alopecia, contact dematts, dry skin, eczema, fungal dmatts,hemortage, herpes simple, herpes zoster ichenoid 

Teratogenic Effects dermatitis, maculopapuar rash, ruts, skin disorder, skin cer, sweating, urticaria 
Pregnancy Category B SPECIAL SENSES: abnormal vision, amblyopia, cataract specified, deafness, ciplopa, ear pain, extraocular palsy, glaucoma, otitis exteme, taste 

Teratology studies have been performed in rats at orl doses up to 450 may/ka/day (88 times the recommended human dase based on body surfaoe perversion, tnt 
area) and retits at oral doses up o 40 ma/ka/day 16 times the recommended human dose based on body surface area and have revealed no evidence jaqgeNTAL SYSTEM: albuninuia, bala, breast pal iyi i ie : : (I: , balanitis, breast pain, cystitis, dysmenorhea, dysua, epididymitis, hematuria, impotence, kidney calcul, 

of impaired fertty orharm tothe fetus due to pantoprazol. There are, however, no adequate and well-controlled studies in pregnant women. BeC2USE kidney pain, nocturia, prostatic disorder, pyelonephritis, scrotal edema, urethral pan, urethritis, urinary tract disorder, urination impaired, vaginitis. animal reproduction studies ae not always predictive of human response, this drug shouldbe used durin pregnancy ony if clearly needed Postushctoy Ropata 
‘Nursing Mothers = inc Ju 
Panola ismeabolesaeecretdin emits is atnvn ete gantpraneisecretdinhuanik, Mon dus which resnae sod) argesdars louiies eden aveio Coeme oe meter: see donate tac tole enters 
are excrete in human milk have @ potential for serous adverse reactions in nursing infants. Based on the potential for tunorgenicty shown for mutifrme, Stevens Johnson syndrome, and toxic epidermal necrolysis (TEN, some fatal hepatocellular damage leading to jaundice and hepatic pantopanle in rodent crcinognisiystutes,  decson should be made whether to dscontnue nursing oro discontinue the du, tng into fr: pareeatisand atoms. lh ation. lo observed have been consion hypokinesia, speeth sor, inceased elation, vertigo, 
ou eect terete nausea, tits an lured vison, 

ae ee Laboratory Values 
Safety and effectiveness in pediatric patients have not been established. Intwo U.S. controlled, short-term trials, 0.4 % of the patients on PROTONIX 40 mg experienced SGPT elevations of greater than three times the upper 
Use in Women ‘ limit of normal atthe final treatment vst. Intwo US. controled, longterm tras, nan of 178 patients (0%) on PROTONX 40 mg and two of 181 
Erosive esophagitis healing rates in the 221 women treated with PROTONIX (pantoprazole sodium) Delayed-Releae Tablets in U.S. clinical trials were patents (1.1%) on PROTONIX 20 mg experienced significant transaminase elevations at 12 months (or ear i patient discontinued prematurely). 
Similar to those found in men. In the 122 women treated long tem with PROTONIX 40 mg or 20 ma, healing was maintained at arate similar to that Significant elevations of SGOT or SGPT were defined as valves atleast tree times the upper limit of norm that were non-spoadicand hat no clear 
inmen. The incidence rates of adverse events were also similar for men and women, altemative exlanation The following changes in aboratory parameters were reported as adverse events creatinine increased, hypercholesterolemia, 
Use in Elderly and hyperuricemia 
In shor-temm US. clinical trials, erosive esophagitis healing rates in the 107 elderly patents (2 65 years old) treated with PROTONIX were similar to QVERDOSAGE 
those found inpatients under the age of 65. The incidence rates of adverse events and laboratory abnormalities in patients aged 65 years and older Some reports of overdosage with pantopazole have been received. A spontaneous report of a suicide involving an overdosage of pantopazole 
‘were similar to those associated with patients younger than 65 years of age. (560 mg} has been received; however, the death was more reasonably attributed to the unknown doses of chloroquine and zopiclone which were also. 
‘ADVERSE REACTIONS taken since two other reported cases of pantopraole overdosage involved similar amounts of pantoprazole (400 and 600 mq) with no aherse eects 
‘Wealdwide, more than 11,100 patients have been treated with pantoprazol in cinical als involving various dosages and duration of treatment. In. observed. One patent tolerated dose of 320 ma pe day for 3 months, Doses of up to 240mg pe dy, iven intravenously for seven days, have been 
‘general, pantorazle has been wel tolerated in both short tem and long-term tal, administered to healthy subjects and have been wel tolerated 
IntwoUS. controled cinial als involving PROTONIX 10, 20- or 40-ng doses for up to 8 weeks there were no doseelated effects ontheincidence  Pantoprazle is nat removed by hemodialysis. 
of adverse events. The following adverse events considered by investigators to be possibly, probably, or definitely related to drug occurred in 1% or Single oral dases of pantoprazole at 709 mg/kg, 798 mg/kg, and 887 mg/kg were lethal to mice, rats, and dogs, respectively. The symptoms of acute 
‘more in the individual studies of GERD patients on therapy with PROTONX. toxicity were hypoactivity, ataxia, hunched sitting, limb-splay, lateral position, segregation, absence of ear reflex, and tremar. 
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Stuy Event in=821 n= 82 in= 164 in=62 
Headache 6 6 9 3 = ow 
Fietulence 2 2 4 0 Giga GS TE Manufactured for Wyeth Laboratories ia eae ———4______A Wyeth-Ayerst Company 
Fash = ee st 0 _ Philadelphia, PA 19101 
Enctaon mi 1 0 0 under license from 

Insomnia J 2 1 1 Byk Gulden Pharmaceuticals 
perce Se a SaaS 78467 Novia Germiay 
Noe: Only adverse events with an incdenoe greater than or equa tothe comparators ae shown. This Brief Summary is based on the approved PROTONIX Delayed:-Release Tablets direction circular (C1 7482-1, Issued June 18, 2001), 

References: 1. Data on file, Wyeth-Ayerst Laboratories. 2. A study to determine gastroenterologists’ first choice of a proton pump inhibitor for nighttime heartburn patients with 
erosive gastroesophageal reflux disease. New York, NY: Guideline Research Corp; 2001:1-10. 
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PROTONIX is indicated for the treatment and maintenance of healing of erosive 
esophagitis with associated gastroesophageal reflux disease (GERD) symptoms. 
Controlled studies did not extend beyond 12 months. 

The most frequently reported adverse events with PROTONIX Delayed-Release Tablets 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. Please see brief summary of Prescribing Information 
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In two well-controlled 8-week studies, morning Peery of PROTONIX provided 3 

Complete elimination of nighttime 
heartburn and regurgitation’? _ 

= In 82% of patients, symptoms disappeared and did not e 

come back while patients were on therapy’ j 

27.5 million patients treated worldwide 
since 1994° 

Costs up to 28% less than other PPis 
to treat erosive esophagitis‘ 

ONCE-A-DAY 

PROTONIX 
[Pantoprazole SOCiUMT} say Odqet ees
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See package inset fr full presribing information Most Frequent Adverse Events Reported as Drug Related in Short-term Domestic Trials 
INDICATIONS AND USAGE Ss  Incidtte ——— 
Short-term treatment (yp to 8 weeks of erosive esophagitis associated with gastroesophageal reflux disease (GERD), Fr those patients who have Study 300-US Study 301-US 
not eal afte 8 wees of treatment, national week couse of PROTONIK may be considered PROTONIX Placebo PROTONIK Nizatidine 
The safety and efficacy of PROTONIX for maintenance therapy (e.g., beyond 16 weeks) have not been established [see PRECAUTIONS). Study Event (n= 521) (n= 82) (n= 161) (n= 82) 

CONTRAINDICATIONS Headache 6 6 g 3 
Known hypersensitivity to any component ofthe formulation. Diarrhea 4 1 6 6 

PRECAUTIONS Flatulence 2 2 4 0 
General ‘Abdominal pain 1 2 4 4 
‘Symptomatic response to therapy with pantoprazole does not preclude the presence of gastric malignancy. Rash <i 0 2 0 
In rodents, pantoprazole is carcinogenic and caused rae types of gastrointestinal tumors. The relevance of these animal findings to humans  Eructation 1 1 0 0 
is unknown, The safety and efficacy of PROTONIX for maintenance therapy (9, beyond 16 weeks) have nat been established. PROTONIX isnot Insomnia al 2 1 1 

; indicated fr maintenance therapy (see INDICATIONS AND USAGE}. Hyperglycemia 1 0 <i 0 
No dosage atjustment is necessary inpatients with mild or moderate hepatic impaiment. The pharmacokinetics of pantoprazle has notbeen well Note: Only adverse events with an incidence greater than or equal to the comparators are shown. 
chacterizd inpatients with severe hepatic impairment. Therefore, the potential for modest drug accumulation (<21%) when dosed once dally. 
needs to be weighed against the potential for reduced acid control when dosed every other day in these patients In addition, in these short-term domestic trials, the following treatment-emergent events, regardless of causality, occured at a rate of 21% 

Information for Patients in PROTONDtreated patents: asthenia, back pain, chest pain, neck pain, fu syndrome, infection, pain, migraine, constipation, dyspepsia, 
PROTONIX tablets should be swallowed whole, with or without food in the stomach and should not be split, crushed, or chewed. Concomitant gastroenteritis, gastrointestinal disorder, nausea, rectal disorder, vomiting, hyperlipemia, liver function tests abnormal, SGPT increased, arthralgia, 
‘administration of antacids does not affect the absorption of pantoprazole. ansiety, dizziness, hypertoni, bronchitis, cough increased, dyspnea, pharyngitis, rhinitis, sinusitis, upper respiratory tract infection, urinary frequency, 
res earetties and urinary tac infection 
Pantoprazole is metabolized through the cytochrome PASO system, primarily the CYP2C19 and CYP3A4 isozymes, and subsequently undergoes In intemational short-term double-blind or open abel, clinical trials involving 20 to 80 mg per day, the following adverse events were reported to 
Phase ll conjugation, Based on studies evaluating possible interactions of pantopazole with other drugs metabolized by the eytochrome occur 1% or more of 2805 GERD patients receiving pantoprazole fr up o 8 weeks, 
460 system, no dosage adjustment is needed with concomitant use of the following drugs: theophylline, cisapride, antiprine, caffeine, ‘Adverse Events in GERD Patients in Short-term International Trials 
carbamazepine, diazepam, diclofenac, digoxin, ethanol, clyburide, an oral contraceptive (levonogestel/ethiny estrada), metoprolol, nifedipine, <§ aap? TEES ET 
henytoin, or warfarin, Ciniclly relevant interactions of pantoprazle with other drugs with the same metabolic pathways are not expected. a i 
Therefore, when co-adinistered with pantograol, adjustment ofthe dosage of pantopazole or of such drug may not be necessary There was Pao Senge pee aus 
also no interaction with concomitantly administered antacids. Et (e2805) iNeso4) iN 3474) (e239) 
‘Because of profound and long lasting inhibition of gastric acid secretion, itis theoretically possible that pantoprazole may interfere with absorption He 
‘of drugs where gastric pH is an important determinant of their bioavailability (e.g., ketoconazole, ampicillin esters, and iron salts}, Sates aes See TEIN ETRE 

Carcinogenesis, Mutagenesis, Impairment of Fertility ‘AboHuIa Pai Coa a Des ak aS (Cer o> te 
In a 24-month carcinogenicity study, Sprague-Dawley rats were treated orally with doses of 05 to 200 mg/kg/day, about 0.1 to 40 times the “COMMIS Pa 
exposure ona body surface area basis, ofa 504g person dosed at 40 mg/day. nthe gastric fundus, treatment at 0.5 to 200 mavkq/day produced 
enteroctromafinlike (ECL cell hyperplasia and benign and malignant neuroendocrine cell tumors ina dose-elated manne. the forestomach, tional atverse experiences oocuring in <1% of GERD patients based on pooled results from ether short-term domestic or international ils 
treatment at 60 and 200 mg/ka/day (about 10 and 40 times the recommended human dose on a body surface area basis) produced benign are shown below within each body system. In most instances the relationship to pantoprazoe was unclear 
squamous cell papillomas and malignant squamous cell carcinomas. Rare gastrointestinal tumors associated with pantoprazoe treatment BODY AS A WHOLE: abscess, allergic reaction chills, ost, face edema, fever, generalized edema, heat stoke, hema, laboratory test abnormal, 
included an adenocarcinoma ofthe duodenum at 50 ma/kg/day, and benign polyps and adenocarcinomas ofthe gastic fundus at 200 ma/k/day. In malaise, mosis, neoplasm, non-spcifie drug reaction 
oe a pa Lae peat eae 2 the etek See fol anes ae CARDIOVASCULAR SYSTEM: angina pectoris, antiythmia, cardiovascular disorder, chest pain substernal, congestive heart failure, 
thyroid gland, treatment at 20 ma/k/ay produced increased incidenes of folicular cell adenomas and carcinomas forboth male andfemlerats. tecravadiogam abnomal, hemontage, hypertension, fypotension, myocardial icheia, palitation, retinal vascular disor, syncope, pace ate a eae ome anda hepatcellar carcinoma were observed in Sprague-Dawley rats exposed topantopazole tachycardia, thrombophlebitis, thrombosis, vsoditation, 

Fi Sa e DIGESTIVE SYSTEM: anorexia, aphthous stomatitis, cardiospasm, colitis, dry mouth, duodenitis, dysphagia, enteritis, esophageal hemorrhage, 
In-a 24-month carcinogenicity study, Fischer 344 rats were treated orally with doses of 6 to 60 mg/kg/day, approximately 1 to 10 times the esophitis, gastrointestinal carcinoma, gastrointestinal hemorrhage, gastrointestinal maniiasis, gingivitis, glssts, haitsis, hematemesis, 
fecommended human dose based on body sufae ate. nthe gat fundus, treatment at 6 to 50 ma/kltay profucedentochromaffiv-lte  ineased appetite, melea, mouth uration, oa mons, prodotalabsoes,periodont, rca hemorhage, stomach ue, stomatitis (ECL) cell hyperplasia and benign and malignant neuroendocrine cell tumors. Dose selection for this study may not have been adequate to ane Ee : : z He : i 
comprehensively evaluate the carcinogenic potential of pantoprazole seals arnt earn doar ee 
Ina 24-month crcnogeniity stud, BEC3F1 mice were treated orally with doses ofS to 160 ma/ka/day, 0.5 to 15 times the recommended human ENDOCRINE SYSTEM: diabetes melts, alyeasuria, goiter ; 
dose based on body surface area. In the liver, treatment at 150 mg/kg/day produced increased incidences of combined hepatocellular adenomas HEPATO-BILARY SYSTEM: biliary pain bilrubinemia,cholerytits, cholelithiasis, cholestatic jaundice, hepatitis, alkaline phosphatase increased, 
and carcinomas in female mice, Treatment at 5 to 150 mg/kg/day also produced gastric fundc ECL. cell hyperplasia, gamma glutamy! transpeptidase increased, SGOT increased. ; 
Pantoprazole was positive in the in vitro human lymphocyte chromosomal aberration assays, and in one of two mouse micronucleus tests for HEMIC AND LYMPHATIC SYSTEM: anemia, ecchymosis, eosinophilia, hypoctromic anemia, iran deficiency anemia, leukocytosis, leukopenia, 
clastogenic effects, and in te in vitro Chinese hamster ovarian cel HGPRT forward mutation assay for mutagen effects. Equivocal results were thrombocytopenia 
observed in the in vivo rat iver DNA covalent binding assay. Pantoprazole was negative inthe in vitro Ames mutation assay, the in vitro } 

Ui eet ON oes Us esca Miter Wait Ge 1 OOELET nanalen cllioventgroemutaiay con, tema) Lee AU NUTITONS se tation, elena wt vated ies et Heute VO es 
thymidine kinase mutation test with mouse lymphoma L5178Y cells, and the in vive rat bone marrow cell chromosomal aberration assay ee ee ee a ee ee ee ae ae 
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 ‘enosynouitis. 
450 mg/kg/day in female rats (88 times the recommended human dose based on body surface area) was found to have no effect on fertility NERVOUS SYSTEM: abnormal dreams, confusion, convulsion, depression, dry mouth, dysarthria, emotional lability, hallucinations, hyperkinesia, 
and reproductive performance. hypsthesa, lid decreased, enousnes, neural, neu, paresthesia, reflexes decreased, sleep disorder, somnolence thinking abnormal, remo, 

Pregnancy vertigo. 
Teratogenic Effects RESPIRATORY SYSTEM: asthma, epistaxis, hiccup, laryngitis, lung disorder, pneumonia, voce alteration, 
Pregnancy Category B SKIN AND APPENDAGES: acne, alopecia, contact dermatitis, dry skin, eczema, fungal dermatitis, hemorrhage, herpes simplex, herpes zoster, 
ey i Pe i ee i Sal oes e e sind a es Ye eect es Seen Poa ae lichenoid dermatitis, maculopapular rash, pain, pruritus, skin disorder, skin ulcer, sweating, urticaria, 

it u i ul Su : ‘ fics impo ty Me eGR te taroreane Tee ae veer mabe Pate tote ea rerant STECALSENSES: anamal vs, abo, cataract serif, deans, clo, carpi, extenoa pals, gaunma ots extama taste 
women. Because animal reproduction studies are nat always predictive of human response, this drug should be used during pregnancy only if  Pevesion tints ; A ‘ 
clearly needed UROGENITAL SYSTEM: albuminuria balanitis, breast pain, cystitis, dysmenorhea, dysuria, epididymitis, hematuria, impotence, kidney calculus, 
Nursing Mothers Kidney pain, nocturia, prostatic disorder, pyelonephritis, scrotal edema, urethral pain, urethritis, urinary tract disorder, urination impaired, vaginitis 
Pantoprazole and its metabolites are excreted in the mik of rats. Itis not known whether pantoprazole is excreted in human milk. Many drugs which Postmarketing Reports r 
ae excreted in human milk have a potential for serious adverse reactions in nursing infants, Based on the potential for tumorigenicity shown for There have been spontaneous report of adverse events withthe postmarketing use of pantoprazol, including anaphylaxis; angioedema [Quinckes 
fantopraole in rodent carcinogenicity studies, a decison should be made whether to discontinue nursing orto discontinue the dug, taking into edema; anterior ischemic optic neuropathy; severe dermatologic reactions, including erythema multiforme, Stevens Johnson syndrome, and toxic 
account the benefit of the drug tothe mothe. epidermal necrolysis (TEN, some fatal pancreatitis; jaundice; confusion; hypokinesia; speech disorder, increased salvation; vertigo; nausea; and 
Pediatric Use tints. 
Safety and effectiveness in pediatric patients have not been established. Laboratory Values 
Use in Women Intwo US controled trials, 0.4% ofthe patients on 40 mg pantoprazle experienced SGPT elevations of grater than three tines the upper limit of 
Erosive esophagitis healing rates in the 21 women treated with pantoprazol in US clinica rials were similar o those found in men. The incidence normal at the final treatment visit. Exoetin those patients where there was a clea alternative explanation fora laboratory vale change, suc as 
‘ates of adverse events were also similar between men and women, intercurrent illness, the elevations tended to be mild and sporadic. The following changes in laboratory parameters were reported as adverse events: 

Use in Elderly creatinine increased, hypercholesterolemi, and hyperuricemia 
Erosive esophagitis healing rates in the 107 elderly patients (265 years old) treated with pantoprazole in US clinical trials were similar to those OVERDOSAGE 
found in patients under the age of 65. The healing rates of the 25 patients at least 75 years old were 80% for those treated with 10 mg of Some reports of overdosage with pantoprazole have been received. A spontaneous report of a suicide involving an overdosage of pantoprazole 
Dantoprazole and 100% for those patients treated with either 20 or 40 mg, In addition, the safety profil, including the incidence rates of adverse (560 mg) has been received; however, the death was more reasonably attributed to the unknown doses of chloroquine and zopiclone which 
events and laboratory abnormalities, in patients 65 years and older was similar to that of patients younger than 65 years of age. ‘were also taken since two other reported cases of pantoprazole overdosage involved similar amounts of pantoprazole (400 and 600 mg) with no. 
ADVERSE REACTIONS adverse effets observed, One patient ina flexible dosing study of refractory peptic uler disease received a dose of 320 mg per day for 3 months; 
Worlivid, more than 11,10 patients have been treated wit pantoprazole in clinical rials invavng various dosages and duration of treatment.  eatment was well tolerate. Doses of up o 240 mg pe day, given intravenous for seven days, have been administered to heathy subjects and 
In general, pantoprazoe has been well tolerated in both shorterm and long-term tials. have been wel tolerated. 
{n two US controlled clinica trials involving PROTONIX 10:, 20-, or 40-mg doses for up to 8 weeks, there were no dose-related effects on the  Pantoprazole is not removed by hemodialysis 
incidence of adverse events. The following adverse events considered by investigators tobe possibly, probably, or defintely related to drug occurred Single oral doses of pantoprazole at 709 mg/kg, 798 mg/kg and 887 mg/kg were lethal to mice, rats, and dogs, respectively. The symptoms of ate 
in 1% or more in the indvidal studies of GERD patents on therapy with PROTONIX toxicity were hypoactvty, ataxia, hunched siting, imb-spay, lateral position, segregation, absence of ear reflex, and tremor 

W\ 
References: 1. Data on file, Wyeth-Ayerst Laboratories, GMR-32023 (Protocol Manufactured for Wyeth Laboratories 
No. 3001A1-301-US). 2. Data on file, Wyeth-Ayerst Laboratories, GMR-32022 (Protocol A Wyeth-Ayerst Company 

No. 3001A1-300-US). 3. Data on file, Wyeth-Ayerst Laboratories, Pantoprazole 10th eae ea 
Periodic Safety Update: 24-FEB-1999 to 23-AUG-1999. 4. 2000 Drug Topics® Red By Gulden Pharmaceuticals 
Book®: April 2000 Update. Montvale, NJ: Medical Economics Co; 2000:19(4). 078467 Konstanz, Germany 

This Brief Summary is based on the approved PROTONIX tablets direction circular (March 1, 2000, Cl 6004-1) 

© 2000, Wyeth-Ayerst Laboratories 52420-00
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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 
CIM UOC LOMO COS a TCO mm MIC TL
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Now for short-term treatment” of erosive esophagitis 

associated with GERD i 
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Say goodnight * 
to symptoms with 
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*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 

to therapy does not preclude the presence of gastric malignancy. PROTONIX is contraindicated in patients with 

known hypersensitivity o any component of the formulation. PROTONIX is indicated for use for up to 16 weeks. 

Please see brief summary of Prescribing Information on last page of this advertisement.



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

Complete elimination of... 
= Symptoms disappeared and did not come back 

while patients were on therapy'” 

Nighttime heartburn 
= 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 
= Two and a half times as effective as b.i.d. nizatidine 

on Day 1' 

= In a separate study, 82% of patients had complete 

elimination of symptoms by Week 87 

: 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) 

ONCE-A-DAY 

““PROTONIX | \ f) @ y 

Pantoprazole Sodium) sng ita



™ ONCE-A-DAY 

Pantoprazole SoCiUAt} sO ee ies 

Say goodnight to erosive esophagitis (EE) 

Impressive healing...nearly all patients completely 

healed by Week 8’ 

EROSIVE GERD HEALING RATES’ 

100 eee - - - — 
gae———)__iC"7” “P< 0.0001 PROTONIX 40 mg : 

3 | | EY Ge 1(P<0.05 vs. 20 mg PROTONIX) 
$ oes we ee 
2 ] 
oO 4 

— oo | ae 2) ee Pe ua 40 1° aes 

(n=162) _ (n=158) (n=68) 

: 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 to any component of the 
formulation. PROTONIX is indicated for use for up to 16 weeks. Please see brief summary 
of Prescribing Information on last page of this advertisement.
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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 $3.00 

i a EG sua os estas ee ea REST ! 

Prilosec® 20 mgt vo 
(omeprazole) 9 a a } 

$2.00 $2.50 S3 00 $3.50 $4.00 

Cost per dose for EE 

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

1 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.
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See package insert fo ful prescribing information. Most Frequent Adverse Events Reported as Drug Related in Short-term Domestic Trials 
INDICATIONS AND USAGE % Incidence: 
Short-term treatment (up to 8 weeks) of erosive esophagitis associated with gastroesophageal reflux disease (GERD), For those Study 300-US Study 301-US 
Batients who have not healed after 8 weeks of treatment, an adltional 8 week course of PROTONIX may be considered PROTONIX Placebo PROTONIX Nizatidine 
The safety and efficacy of PROTON for maintenance therapy (eq, beyond 16 weeks) have not been established (see PRECAUTIONS), Study Event (n=521) (n=82) (n= 161) (n= 82) 

CONTRAINDICATION Headache 6 8 9 B 
Known hypersensitivity to any component ofthe formulation. Diarrhea 4 1 6 6 

PRECAUTIONS Flatulence 2 2 4 0 
cect Abdominal pain, Sines nanan? Sa = id Cae Symptomatic response to therapy with pantoprazole does not preclude the presence of gastric malignancy Rash a 0 2 0 
In rodents, pantoprazole is carcinogenic and caused rare types of gastrointestinal tumors, The relevance of these animal findings to Eructation 1 i 0 0 
humans is unknown, The safety and eficacy of PROTONIX for maintenance therapy (e.., beyond 16 weeks) have not been established. insomnia a 2 i i 
PROTONIX isnot indicated for maintenance therapy (see INDICATIONS AND USAGE} ee | 0 TO 
No dosage adjustment is necessary inpatients with mild or moderate hepatic impairment. The pharmacokinetics of pantoprazole has jYgte: Only adverse events with an incidence greater than or equal to the comparators are shown SO 
rot been wel characterizedin patients with severe hepatic impaiment. Therefore, the potential for modest rug accumulation(<21%6) Note: Only adverse events with an incidence greater than or equal tothe comparators are shown. 
when dosed once daily neds to be weighed against the potential for reduced acid contol when dosed every other day in these patents, 
Information for Patients In adition, in these short-term domestic trials, the folowing treatment emergent events, regardless of causality, occured ata rate of 
PROTONIX tablets should be swallowed whole, with or without food in the stomach and should not be split, crushed, or chewed.  >1% in PROTONIX treated patients: asthenia, back pain, chest pain, neck pain flu syndrome, infection, pain, migraine, constipation, 
Concomitant administration of antacids does not affect the absorption of pantoprazole, dyspepsia, gastroenteritis, gastrointestinal disorder, nausea, recta disorder, vomiting, hyperipemia, liver function tests abnormal, 
Drug Interactions SGPT increased, arthralgia, anxiety, dizziness, hypertonia, bronchitis, cough increased, dyspnea, pharyngitis, rhinitis, sinusitis, upper 
Pantoprazole is metabolized through the cytochrome P450 system, primarily the CYP2C19 and CYP3A4 isozymes, and subsequently respiratory tract infection, urinary frequency, and urinary tract infection. 
‘undergoes Phase il conjugation, Based on studies evaluating possible interaction of pantoprazole with other drugs metabolized by the In international short-term double-blind or open-label, clinical trials involving 20 to 80 mg per day, the following adverse events were 
cytochrome P450 system, no dosage adjustment is needed with concomitant use of the following drugs: theophiline, cisapride, reported to occur in 1% or more of 2805 GERD patients receiving pantoorazole for up to 8 weeks. 
antiprine, caffeine, carbamazepine, diazepam, diclofenac, digoxin, ethanol, lyburide, an oral contraceptive (levonorgestel/ethinyl : ‘ 
estradiol), metoprolol, nifedipine, phenytoin, or warfarin, Clinically relevant interactions of pantoprazole with other drugs with the Adverse Events in GERD Patients in Short-term International Trials 
same metabolic pathways are not expected. Therefore, when co-administered with pantoprazole, adjustment of the dosage of 4% Incidence 
pantoprazole or of such drugs may not be necessary There was also no interaction with concomitantly administered antacids Pantoprazole Ranitidine Omeprazole Famatidine 
Because of profound and long lasting inhibition of gastric acid secretin, i is theoretically possible that pantoprazle may interfere Total 300 mg 20mg 40 mg 

with absorption of drugs where gastric pHs an important determinant of their bioavailability (9, ketoconazole, ampcilin esters, and Study Event (N=2805) (Ne594) (N=474) (N=239) 
iton salts). Headache 2 3 2 1 

Carcinogenesis, seater Impaiment of Frit ech Cee cose aeroarn see 2 2 Z <1 
In a 24-month carcinogenicity study, Sprague-Dawley rats were treated orally with doses of 0.5 to 1, about 0.1 10 Abdominal Pain 71 1 j a 
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 05 to “wom PMN} tt 
200 mg/kg/day produced enteroohromaffn-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/ka/day (about 10 and 40 times the recommended human dose on a Additional adverse experiences occurring in <1% of GERD patients based on pooled results from ether short-term domestic or 
body surface area bass) produced benign squamous cll papillomas and malignant squamous cell carcinomas. Rare gastrointestinal intemational trials are shown below within each body system. In most instances te relationship to pantoprazole was unclear. 
‘tumors associated with pantoprazole treatment included an adenocarcinoma of the duodenum at 50 mg/kg/day, and benign polyps and BODY AS A WHOLE: abscess, allergic reaction, chills, cyst, face edema, fever, generalized edema, heat stroke, hernia, laboratory test 
adenocarcinomas of the gastric fundus at 200 mg/kg/day In the lve, treatment at 0.5 to 200 ma/ka/day produced dose-elated abnormal, malaise, monliasis, neoplasm, nonspecfied drug reaction, 
increases in the incidences of hepatocellular adenomas and carcinomas. n the thyroid gland, treatment at 200 mg/kg/day produced Nena : er s : 
ineasd incidences foc al adenomas and eatinomas for oth lead female as aT ee ener eer ee Ae ae a 
Sporadic occurences of hepatoclluiar adenomas and a hepatocellular carcinoma were observed in Sprague-Dawley rats exposed 0 Syncope, tachycardia, trombophebiistronasis,vasedletaton, 1 ee : 
Renee Mee eet DIGESTIVE SYSTEM: anorexia, aphthous stomatitis, cardiospasm, colts, dy mouth, duodenitis, dysphagia, enters, esophageal 
a Zi pon eae: uy ses oes toate aly aie m9) notaleay Se ea ae hemorrhage, esophagitis, gastrointestinal carcinoma, gastrointestinal hemorthage, gastrointestinal moniliasis, gingivitis, glossts, 
erterchramatini (EC) a hypapesia and bein ard malignant neurendocine cl unas Dose seeton forth study may PENS, Monae, reread apetie, meena, mau uesaton, rl manhas, geodata ates, penn, rev 
not have been adequate to comprehensively evaluate the carcinogenic potential of pantoprazole, ge, i is | tong y 
In a 24-month carcinogenicity study, BGC3F1 mice were treated orally with doses of 5 to 150 mg/kg/day, 0.5 to 15 times the ENDOCRINE SYSTEM: diabetes mellitus, glycosuria, goiter. 
recommended human dose based on body surface area. Inthe liver, treatment at 150 mg/kg/day produced increased incidences of HEPATO-BILIARY SYSTEM biliary pain bilrubinemia, cholecystitis, cholelithiasis, cholestatic jaundice, hepatitis, alkaline phosphatase 
combined hepatocellular adenomas and carcinomas in female mice. Treatment at 5 to 150 mg/kg/day also produced gastric fundic ECL increased, gamma glutamyl transpeptidase increased, SGOT increased 
cell hyperplasia, HEMIC AND LYMPHATIC SYSTEM: anemia, ecchymosis, eosinophilia, hypochromic anemia, iron deficiency anemia, leukocytosis, 
Pantoprazole was positive in te in vitro human lymphocyte chromosome aberration assays, and in one of two mouse micronucleus leukopenia, thrombocytopenia. 
tess fr clone efes and in the in tro Chines hamster oan all HPA forward mutton asa fo mutagenic fe. YETAROLIC AND NUTRITIONAL deytaton, eden, gout peripheral ena, thst, weigh gin, eight ass quivocal results were observed inthe in vivo rat liver DNA covalent binding assay. Pantoprazole was negative in te in vitro Ames Sa See ee a 
‘mutation assay, the in vitro unscheduled DNA synthesis (UDS) assay with rat hepatocytes, the in vitro AS52/GPT mammalian cell SS EEA SYSTEM: arthritis, arthrosis, bone disorder, bone pain, bursitis, joint disorder, leg cramps, neck rigidity, myalgia, 
forward gene mutation assay, the in vitro thymidine kinase mutation test with mouse lymphoma L517BY cells, and the in vivorat bone 'enosynovits. 

‘marrow cell chromosomal aberration assay. NERVOUS SYSTEM: abnormal dreams, confusion, convulsion, depression, dry mouth, dysarthria, emotional lability, hallucinations, 
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 hyperkinesia, hypesthesia, libido decreased, nervousness, neuralgia, neuritis, paresthesia, reflexes decreased, sleep disorder, 
450 mg/kg/day in female rats (88 times the recommended human dose based on body surface area) was found to have no effect on Somnolence, thinking abnormal, tremor, vertigo. 
fertility and reproductive performance. RESPIRATORY SYSTEM: asthma, epistaxis, hiccup, laryngitis, lung disorder, pneumonia, voice alteration 
Pregnancy SKIN AND APPENDAGES: acne, alopecia, contact dermatitis, dry skin, eczema, fungal dermatitis, hemorrhage, herpes simplex, herpes 
Taruqanic Ents zoster, lichenoid dermatitis, maculopapular rash, pain, pruritus, skin disorder, skin ulcer, sweating, urticaria. 

mancy Category : i 
Teratology studies have been performed in ats at oral doses up to 450 mg/ka/day (8 times the recommended human dose based on See ee ee ee snbivente teeter? yeaa: deans copia eedeh-ecrecle pele, eto, Ce 

body surface areal and rabbits at oral doses up to 40 may/kg/day (16 times the recommended human dose based on body surface area) ; Se 3 Sait 
and have revealed no evidence of impaired felt or ham tothe fetus due to pantoprazol, There ar, however, no adequate and UROGENITAL SYSTEM albuminuria, balan, beast pai, cysts dysmenotea,dysuria, epididymis, hematuria, impotence, Kidney 
\el-controled studies in pregnant women, Because animal reproduction studies are not always predictive of human response, this Calculus, kidney pain, nocturia, prostatic disorder, pyelonephritis, scrotal edema, urethral pain, urethritis, urinary tract disorder, 
drug should be used during pregnancy only if clearly needed, ee vaginitis: 
Nursing Mothers ostmarketing Reports i, : 
Pantoprazole adits metabolites are excreted in the miko ats. Itis not know wheter pantoprazole is excreted in human mik. Many There have been spontaneous reports of adverse events wih the postmarketing use of pantopraole, including anaphyfanis 
drugs which are excreted in human milk have a potential for serious adverse reactions in nursing infants. Based on the potential for angioedema (Quinckes edema), anterior ischemic optic neuropathy, severe dermatologic reactions, including erythema multiforme, 
{umorgencity shown fr pantoprazole in rodent carcinogenicity stuies, a decision shouldbe made whether to discontinue nursing or Stevens dohnson syndrome, and toxic epidermal necrolysis (TEN, some fatal; pancreas, jaundice; confusion; hypokinesia; speech 

to discontinue the drug, taking into account the benefit of the drug to the mother. i te Salivation; vertigo; nausea; and tinnitus. 
iat oratory Values 

Sr rec ivees (Ue pterts Hee pot bor ash In two US controled trials, 0.4% of the patients on 40 mg pantoprazole experienced SGPT elevations of greater than thre times the 
? upper limit of normal at the final treatment visit. Except in those patients where there was a clear alternative explanation fora 

Use in Women < : 5 laboratory value change, such as intercurrent illness, the elevations tended to be mild and sporadic. The following changes in Erosive esophagitis healing rates in the 221 women treated with pantoprazole in US cinical trials were similarto those found in men. jaboratory parameters were reported as adverse events: creatinine increased, hypercholesterolema, and hyperuricemia, 
The incidence rates of adverse events were also similar between men and women. aveabiekee : : 
Use in Elderly ‘ Jide invohi 
Erosie esophagitis healng rate inthe 107 ery patients 285 yer ol treated wth pantarazale in US clinica rls weresimar SOE DO a vedas wih pantonazle have Den erie spatanens apr of i vo an rerae ot to those found in patients unde the ae of 65. The healing rates ofthe 25 patients at lest 75 years old were 0% for those treated EAS copiclne which were also taken since two other reported cases of pantopazole overdosage Involved similar amounts of 
wit 10m of petorazole and 10% for tase patentee wit tet 200 40mg. nation, he ste poe, clung he parnperle Dard 600 mg with ro adverse xs observed. Ono patient no lexle dosing sy of rex pepe Ue 
inden ates fades vents and latrtrabnomatesn patents 5 years acoder was sar tat of ates younget sane recs a dose of 20mg per dy fr 3 mans; eaten wes well brated. Dass of up 0240 mq et Gy gen 
a ane intravenously for seven days, have been administered to healthy subjects and have been well tolerated. 

SWAIN ne ar D0 ps hye beer ested wi patoneele neil i Inching val docgee nd Cutan ee es te ents hav i in clincal tials involving various urati ; p Single oral doses of pantoprazole at 709 mg/kg, 798 mg/kg and 887 ma/kg were lethal to mice, rats, and dogs, respectively. The treatment. in general, pantoprazole has been well tolerated in both short-term and longe-term trials See es festooned eee 
two US coy ole lige wale nvr PRCT ONIN 0520" or Any utes far in B ieska) hemstiee woe vied fects ees es eel ere oman tad ene ete SEE Bron ean ; 

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 inthe individual studies of GERD patients on therapy with PROTONIX 

Ww 
Manufactured for Wyeth Laboratories 
‘AWyth-Ayerst Company 
Philadelphia, PA 19101 
under license from 
Byk Gulden Pharmaceuticals 
78467 Konstanz, Germany 

This Brief Summary is based on the approved PROTONIX tablets direction circular (March 1, 2000, 1 6004-1) 

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. Data on file, Wyeth-Ayerst Laboratories, Commercial Marketing Summary for Protonix. 
5. bata on fle, Wyeth-Ayerst Laboratories, Table of Studies for Pontoprazole Tablets. 6, 2000 Drug Topics* Red Book: April 2000 Usciate. Montvale, NJ: Medical Economics Co 2006-194). 

© 2000, Wyeth-Ayerst Laboratories 75408-01
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PROTONIX IV. is indicated for short-term AJEV/ 
treatment (7 to 10 days) of gastroesophageal IVELVY 
reflux disease (GERD), as an alternative to oral ~ » ® i 
therapy in patients who are unable to BD i» Te ) » we ay ‘ | 
continue taking PROTONIX Delayed-Release _4, Gu ]] A a | Nee te ‘ | ’ 
Tablets. Safety and efficacy of PROTONIX |.V. i ™~ YT ih Ww We I ©. Wr 
for Injection as an initial treatment for GERD oe zi me : : il 
have not been demonstrated. es pimee 

The most frequently reported adverse events antOprazole (| {lM Fo Injection 
with PROTONIX 1.V. are abdominal pain, chest 
pain, rash, and pruritus. Symptomatic response to Se ss 
therapy does not preclude the presence of gastric a HY 
malignancy. PROTONIX IV. is contraindicated in The first and only IN. PPI 
patients with known hypersensitivity to any Saieaaee = feaac 
component of the formulation. Treatment with = 5 
PROTONIX IV, should be discontinued as soon as Please see brief summary of Prescribing Information on 
the patient is able to be treated with PROTONIX reverse side of this advertisement. 
Delayed-Release Tablets.
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(The first and only LV, PPI_) 
See package inset for full peserbing information. BODY AS A WHOLE: headache, injection site reaction. 
INDICATIONS AND USAGE DIGESTIVE SYSTEM: dyspepsia, nause,darhea, vomiting 
Short-term treatment 7 to 10 days) of gastroesophageal reflux disease (GERD), as an alternative inpatients who are unable to continue NERVOUS SYSTEM diziness. 
taking PROTONIX (pantoprazole sodium) Delayed-Release Tablets. Safety and efiacy of PROTONIX NV. for Injection as an inital treatment RESPIRATORY SYSTEM: hints 
for GERD have not been demonstrated. The safety of intravenous pantoprazle has also been evaluated during international clinical tials conducted in over 300 ctl il patients. The 

CONTRAINDICATIONS safety profile of intravenous pantoprazole was similar to that of oral pantoprazole with the exception of injection site reactions including injection 
Patients with know hypersensitivity to the formulation sit inflammation, thrombophlebitis, hemorthage, and abscess. Head-c-head comparative studies between PROTONIX I fo nection and oral 

PRECAUTIONS PROTONIX, other proton pump init (oral or LV.) or H2 receptor antagonists (orl or LV) have been lnted. The available infomation dos not 
tam provide sufficient evidence ta istinguish the safety profile ofthese regimens. 
$)mptomatc response to therapy with pantoprazole doesnot preclude the presence of gastric malignancy Safety Experience with Oral Pantoprazole 
No dosage atjustment is neessary in patients with il or moderate hepatic impairment. The pharmacokinetics of pantpraolehavenotyet been sorte lnc tras in GERD patents weated with or partograzoe, the following adverse events, regardless of causality orcured at arate of 21%, 
well characterized in patients with severe hepatic impairment. Therefore, the potential for modest crug accumulation (<21%), when dosed as BODY ASA WHOLE: headache, asthenia, back pain, chest pain, neck pain, flu syndrome, infection, pain, 
recommended at 40 mg once daly, needs tobe weighed agains the potential for reduced acid conto when decreasing the dose or altering the CARDIOVASCULAR SYSTEM migraine. coe a 
losing regimen in these patients. DIGESTIVE SYSTEM: ciahea, latlenc, abdominal ain, euctatio, constipation, dyspepsia, gestoenterifs, gastrointestinal disorder, nausea, 
Treatment with PROTONI 1 or Injection shoud be discontinued as soon asthe patent is able to resume treatment with PROTONIK Delayed- rectal disorder, voting, 
Release Tablets. HEPATO-BILIARY SYSTEM: liver function tests abnormal, SGPT increased 
Drug Interactions METABOLIC AND NUTRITIONAL: hyperlyemia, hyperlipidemia 
Fenioprazle is metabolized mainly by CYP2C19andto minor extents by CYPS 344,206, and 2C8. In in vio dugg interaction tui with MUSCULOSKELETAL SYSTEM: atalia, 
CYP2C19 substrates (tiazepam [also a CYP3AA substrate] and phenytoin also a CYPBAA inducer), nifedipne (a CYP3A4 substrate), metoprolol a ; ; 
(¥P206 substrate), icofenae a C¥P2C9substete) and theophylin (a CYPIA2 strate n Realy subjects, te phamackinetis cf pantpenole NEVOUSSYSTEM insomnia, amity ciziness ypertonia, 
were not significantly altered. Is, therfore, expected that other drugs metabolized by CYPs 2019, 344,206, 269, and 1A2 would not significantly RESPIRATORY SYSTEM: bronchitis, ough increased, dyspnea, pharynfts, rhinitis, sinusitis, upper respiratory trac infection, 
affect the pharmacokinetics of pantoprazole. /n vivo studies also suggest that pantoprazole does not significantly affect the kinetics of other drugs SKIN AND APPENDAGES: rash, 
(isapide, theopyline, izepam ond its active metabolite desmethyliaepan|, phenytoin, warfarin, metoprolol nifedipine, carbamazepine and. UROGENITAL SYSTEM: unary fequeny, and urinary tact infection, 
ral contraceptives] metaboled by CYPs 2018, 2A, 206 2C9, and 1A2. Therefore, tis enected that pantoprazole would not significantly eect agational adverse enerences oocuing in <1% of GERD patients receiving oral pantoprazole based on pooled results fom either short-term 

Pe areas aie ip ital eens Dee aT ee (eh a ace domestic or intemational trials are shown below within each body system. In mast instances, the relationship to pantoprazole was unclear. 
with pantoprazole. nother in vio tutes, digo et nal glyburide, antprineandctfeine ‘had no clinically relevant interaction with pantopazl BODY AS WHOLE: abscess, allergic reaction, chills, cyst, face edema, fever, generalized edema, heat stroke, hernia, laboratory test abnormal, Because of profound an ong lasting nition of gastric acid section, ts theoretical posible that pantoprazle mayne with absorption ise, moni, neoplasm, non-geafid dugeacton, 
af chugs where gastric pl isan important determinant oftheir bcavalaity (eg, Ketoconazole, amici esters, an ion salt) CARDIOVASCULAR SYSTEM: angina pectoris, arthythmia, cardiovascular disorder, chest pain substeral, congestive heart fall, 
Carcinogenesis, Mutagenesis, Impairment of Fertility elestocardogtam abnormal, hemorhage, hypertension, hypotension, myocarial ischemia, palpitation, retinal vascular disorder, syncope, 
Ina 24-month carcinogenicity study, Sprague-Dawley rats were treated rly with doses of 0.5 to 200 mg/kg/day, about 0.1 to 40 times the exposure tachycardia, tombophlebits, thrombosis, vesodattion 

‘on a body surface basis, of @S0-kg person dosed at 40 mg/day. In the gastric fundus, treatment a 0.5 to 200 ma/ka/day produced enterochromatfin- \GESTIVE SYSTEM: anorexia, aphthous stomatitis, cardospasm, colitis, dy mouth, duodenitis, dysphagia, enteritis, esophageal hemorrhage, 
ike (ECL oe hyperplasia and benign and malignant neuroendocrine cel tumors ina doseelated manner. nthe forestomach treatment at S0and esophagitis, gastrointestinal carcinoma, gastrointestinal hemorhage, gastontestnal monliasis, gingivitis, gloss, haltss, hematemesis, 
700 majtq/day (about 10 and 40 tims the recommended human dose on a body surface area basis] produced benign squamaus cell papillomas and ingreased appetite, melena mouth uleration, oral moniliasis, periodontal absoess, periodontitis, rectal hemorthage, stomach uler, stomatitis, 
malignant squamous cll carcinomas. Rare gastrointestinal tumors associated with pantgrazole treatment included an adenocarcinoma ofthe stools abnormal, tngue discoloration, ulcerative colts 

Auodenum at 80 m/ka/dy, and benign polyps and adenocarcinomas ofthe gat fundus at 200 g/t Ive raiment at 050200 nn oawe everey dabetes mali, eos, coer 
‘m/ka/day produced dose-related increases inthe incidences of hepatocellular adenomas and carcinomas. Inthe thyrod glan, treatment at 200 Se ee eee es 
ive rele sec tee of lil ell adeorie crveome ts Wet nel and ena a HEATLY SYSTEM: iy in jee cil, Seascale hoe 
Sporadic occurences of hepatocellular adenomas and a hepatocellular carcinoma were observed in Sprague-Dawley ats exposed to pantoprazole "28d. gamma lutamyl transpeptidase increased, SGOT increas ee 
in Bort and! 12-nonth orl oxity suds a A LYMPHATIC SYSTEM: anemia, ezchyasis, eosinopiia,hypochromic anemia, iron deficiency anemia, leukoytsis, leukopenia, 

. e oe irombocytopenia. Ina 24-month carcinogenicity study, Fischer 344 rats were treated orally with doses of § to 50 ma/ka/day, approximately 1 to 10 tines the ates 
recommended human dose based on body surface area. Inthe gastric fundus, treatment at Sto 50 mg/kg/day produced enterochromaffinjike (ECL) METABOLIC AND NUTRITIONAL: dehydration, edema, gout, peripheral edema, this, weight gain, weightloss. 
cell hyperplasia and benign and malignant neuroendocrine cell tunors. Dose selection for this sty may not have been adequate to MUSCULOSKELETAL SYSTEM: atts, atrosis, bone disorder, bone pain, busts, joint cso leg cramps, nek iii, mya, tenosynovitis 
comprehensively evaluate the carcinogenic potential of pantprazle. NERVOUS SYSTEM: abnormal dreams, confusion, convulsion, depression, dsatha, emotional aby hallucinations, hyperkinesia,hypesthesia, 
Ina 24-month carcinogenicity stud, BBC3F! mice were treated orally with doses of 5 to 150 mg/ka/day, 0.5 to 15 times the recommended human Ibid deceased, nervousness, neural, neuritis, paresthesia, reflexes deteased, sleep disorder, somnolence, thinking abnormal, tremor, vertigo. 

dose based on body surface area. In the liver, treatment at 150 mg/kg/day produced inereased incidences of combined hepatocellular adenomas RESPIRATORY SYSTEM: asthma, epistaxis, hiccup, laryngitis, lung disorder, pneumonia, voice alteration, 

Sn carcnoms in female mice, Teatmentatoto 130mg a/Cay aso produced gat fond ECL cel hyperplasia SKIN AND APPENDAGES: acne, alopecia, contact dermatitis, dry skin, eczema, fungal dermatitis, hemorthage, herpes simplex, herpes zostey, 
roomate 'was positive ‘ the in vitro human et one aberration a inone of i) Ts cent tests forclastogenie lichenoid dermatitis, maculopapular rash, pain, pruritus, skin disorder, skin ulcer, sweating; urticaria. 

jets, and inthe in vt Chinese hamster ovarian cel frward mutation assay for mutagenic ets, Equvocal results were obseved in special SENSES; anormal EeGa soot GURL GRRE EIN eRiancdln DST ais oleate Ee 
the inva ner DNA covalent iting asa. Pantone was nepate inthe in vito Aes mutation ase, tein virownsthedved DNA Canersun,imits, eae eect across Can ee Se 
synthesis US) assay with rat hepatocytes, the in vio AS52/GPT mammalian oelwerd gene mutation assay, the in vir thymidine kinase mutation ‘ Are a {Est se ptr LE TEV Gl de Bott Ove rw cl enomonel cen Se UROGENITAL SYSTEM: albuninua,balrits, beast pain, sit, ysmenorhea, sui, entity, hematuria, impotence Kidney clos, kidney 

pain, nocturia, prostatic isorde, pyelonephritis, scrotal edema, urethra pain, wets, urinary trac disorder, urination impaited, veg. Pantopranle at rl doses up to 500 mga in male ats 6 tines the recormendedhuran dose based on boty suface ata and 4805s ponots 
mg/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  Postmarketing Repor 3 : ' 
reproduaive performance There have been spontaneous reports of adverse events with postmarketng use of intravenous or oral pantopazole including anaphylaxis including 

anaphylactic shock); angioedema (Quncke's edema); anterior ischemic optic neuropathy, severe dematologic reactions, including erythema Pregnancy e Z GaGa tmltfome, Stevens-Joinson syndrome, and toxic epidermal ners (TEN, some fatal pancreatitis; jaundice; confusion hypokinesa; speech 
Teratogenie Effects cisorder, inxeased salvation, vertigo; navsea; and tmtus 

Prowiancy Crone) B In adition, also observed have been contusion, hypokinesia, speech dsorday, increased salvation, vertigo, nausea tinnitus, and blued vision. 
Teratology sts have been periments atintravenos doses upto 20 maga (tines th eommended human dose based on bot Laboratory Values 
surface ra and rab at intavennis oss up to 15 mya times the eoommende hunen dose based on iy sare aa and hae «4 ematnlGERD cali he vealpereranesf (asa Nita weseo cies Reentnitsene 
vealed evidence finger ote esd to pentoprecl, There ae, hove mada ard el-canoled Sufes een a ae a ea ton cares Rene toamentih atcenes 

inpregnant women, Because animal reproduction studies are nat alvays predictive of human response, this dug shoud be used during pregnancy Patonrazoe. Fr other laboratory parameters, there were no clinically important changes identied, ; 
onl if clearty needed In two US. contol tal foal pantopazle in paints with GERD, 0.4% ofthe patents on 40 mg orl pantoprazole experienced SGPT elevations 
mer of greater than three tines th upper init of normal atthe final treatment visit. Eicep in those patents where there was a clear altematve 1j Mothers : ; ; explanation fora laboratory value change, such as intrcurent less, the elevation tended tobe mld and sporaic. The following changes in Pantprazl and its metabolites are excreted inthe milk of ats. It snot known wheter pantopeoe excreted in huran mk, Many dugS ebro parameters were reported ac aderse evens crating intease,hpecolestenlemia, and hypeurcenia 

wh ae exretetin hunan ia ote fos avr acon in using ifans Basdon te potent rtunogericty sown. yen age ‘ i 
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 mother. Some reports of overdosage with pantoprazole have been reveived. A spontaneous report ofa suicide involving an overdosage of oral pantoprazole 
Pediat Uso (860 ma) has been received; however, the death was more reasonably atbuted to the unknown doses of chloroquine and zopiclone wich were 
eee eee also taken since two other reported cases of pantoprazole overdosage imolvedsiilar amounts of pantoprazole (400 and 600 ma) with no adverse 

ety and effectiveness in potiahc patients have not ben established effects observed. One patient ina flexible dosing study of refactor peptic ulcer disease received a dose of 320 mg per day for3 months; treatment. 
Use in Women ws wel tolerated Doses of ut 240m ar day, gen ntavenousy fr sven days, have been adninstered oat sbjxs and have ben wel tolerated 
No gender-related itferenes in the safety profile of intravenous pantprazole wee sen in international tals involving 168 men and 120 women Pantograole isnot removed by hemodiais 
with GERD. Erosive esophagitis healing rts n the 221 women treated wih oral patopazle in US lc tals wer similar to hose found iengavenous doses ofpanoprezlat 73,20, nd 266 mag (8, 8, and 177 tne the recommended human dose based on body sure 
Ime The Incidence Yates of vers events Were aso similar betwee men and women. area] were lethal to mice, ats, and dogs, respective. The symptoms of acute toxicity were hypoactiity, ataxia, hunched siting, imb-spay, lateral 
Use in Elderly position, segregation absence of ear reflex, and tremor. 
No age-elateddtferenes in the safety profile of intravenous pantograole were seen in ntemational tials involving 86 elderly 2 65 ears old) and Re only 
200 younger (< 65 yeas old) paints with GERD. Erosive esophagtis healing rates in the 107 elderly patients (& 65 years od) treated with ral Jg patent No. 4.758579 
partoprazol in US circa als wer similar to thse found in patients unde the age of 5. The incidence rates of adverse events and laboratory ake 
‘abnormalities in patients aged 65 years and older were similar to those associated with patents younger than 65 ears of age. The healing rates of 
the 25 patients atleast 75 years od were 80% for those treated with 10 mg of oral pantoprazole and 100% fo thse patients treated with either 20 
f 401mg. In ation, the safety prof inpatients 65 yeas and oder was similar to that of patients younger than 65 year of age 

ADVERSE REACTIONS WwW 
Safety Experience with Intravenous Pantoprazole 
Intravenous pantorazole has been well tlrted in clinical als of GERD patients and healthy subjects. A double-blind placebo contol study Aa Ae le 
inthe US. evaluated the eft of PROTONK IV fonction on petagastin stimulated acid sevetin in 65 GERD patients. Treatment-erergentpitela P1910 
events considered possibly, probably or definitely drug-related that were report by 2or more paints 24% taking PROTONIK IV. (pantoprazole inde eene fom 
sodiun fr jection n-5] and by 0% of patents aking placebo (=15] were: abdominal pain (12%) chest pain (6) rash 6%), and purus 49. By Gulden Phamaceutcals 
Additonal adverse experiences cooing in >1% of GERD paints treated with intravenous pantopazle(n=42} in domestic (n-0) or 078467 Konstan, Gemany 
international 1-362] clnical als ae shown below by body system, In most instances, the rlationship to pantoprazole was unclear This Brief Summary is base on C16005-24/27/01 
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