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; FOR WOMEN WITH DIARRHEA-PREDOMINANT IRRITABLE BOWEL SYNDROME 
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One tablet (1 mg) b.i.d. for relief of IBS pain and discomfort, urgency, and frequency : 

LOTRONEX is indicated for the treatment of irritable bowel syndrome (IBS) in female patients whose predominant bowel 
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adverse event. LOTRONEX should not be used in constipation-predominant patients or those currently constipated. 
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considered. Acute ischemic colitis was infrequently (0.1% to 1%) reported; a causal relationship has not been 

established, nor have risk factors been identified. There were no cases reported after 12 months Oats 
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promptly evaluated. Safety and effectiveness in men and efficacy beyond 12 weeks have not been Cedi § 

www.lotronex.com 

Please see Brief Summary of Prescribing Information for LOTRONEX at the end of this advertisement. 7} ax (6) Wel II com (@
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BRIEFSUMMARY studies have been performed in rats at doses up to 40 mg/kg/day (about ALT, AST, alkaline phosphatase, and bilirubin) without jaundice was re- LOTRONEX™ 160 times the recommended human dose based on body surface area) _ported in a 12-week study. A causal association with LOTRONEX has not 5 and rabbits at oral doses up to 30 mg/kg/day (about 240 times the rec- been established, (alosetron hydrochloride) ‘ommended daily human dose based on body surface area). These stud- Long-Term Safety: The pattern and frequency of adverse events in a Tablets ies have revealed no evidence of impaired fertility or harm to the fetus long-term, placebo-controlled safety study in which women with IBS due to alosetron. There are, however, no adequate and well-controlled (n= 473) were treated with LOTRONEX 1 mg twice daily for up to studies in pregnant women. Because animal reproduction studies are 12 months were essentialy the same as observed in 12-week safety and The following isa brief summary only; see full prescribing information _not always predictive of human response, LOTRONEX should be used effectiveness trials. There were no reports of acute colts in these alos- for complete product information. during pregnancy only ifclearly needed. etron-treated women. : Nursing Mothers: Alosetron and/or metabolites of alosetron are excret- Other Events Observed During the Premarketing Evaluation of TIEHG RL ROS (GS ee nce ue tectnent f edn the breast milk of lactating rats tis notknown whether losetronis_LOTRONEX: During its premarketing assessment, multiple and single eriptoni ie Rane’ excreted in human milk. Because many drugs are excreted in human doses of LOTRONEX were administered resulting in 2574 patient expo- Tete LTC menhaentnn mic glbec nn OBKReoebs ey pe a ee an ot COATHARUICRTIONSTT CIE ener patntskrown Pediatrie Use: Safty and effectiveness in peti ants have nat ined heaty mala fle outers a wel ale an foe 
eae ie aty commonant rete in pa- Geriatric Use: 0 all patients who received atleast one dose of alsetron Inthe listing that follows, reported adverse events were classified tients receiving LOTRONEX in 3-month clinical rials. The reported cases" premarketing studies, 211 were 65 years of age and over and 39 were using a standardized coding dictionary. Only those events that an invest resoved over several days to weeks without sequeiae or complications 78 Years of age and over. Te safely proie of LOTRONEX was simiarin gator believed were possibly related to alosetron, occurred in atleast following supportive management. A causal association between treat, older and younger patients. 2 patients, and occurred ata greater frequency during treatment with ment with LOTRONEX and acute cots has not been established, nor two placebo-contoled 18S safety and efficacy tals Studes 1 and2), _LOTRONEX than durin placebo administration are presented. Serious have risk factors been identified. LOTRONEX shouldbe discontinued in 60 Patents 65 yeas of age and over and 14 patients 75 years ofage and adverse events occurring in atleast one patient for which an investigator patints experiencing recta bleeding anda sudden worsening of abdom- VF Feceived 1-mg ral doses of LOTRONEX twice daly for up to believed there was reasonable possibilty thatthe event was related 0 inal pain. These patients shoud be promptly evaluated and appropiate 12 Weeks. In both stules, subgroup analyses showed no evidence of alosetron treatment and which occurred at a greater frequency in 
diagnostic testing considered. differential treatment effects across the age categories assessed. Other LOTRONEX than placebo-treated patients are also presented. A Constipation is frequent and dose-related side effect of treatment [00rd nical experince has not identified differences in responses nthe following listing, events are categorizedby body system. Within with LOTRONEX. LOTRONEX should not be used in IBS patients who are between elderly and younger patients, but greater sensitivity of some each body system, events are presented in descending order of requen- currently constipated or whose predominant bowel symptom is constipa- _lder individuals cannot be ruled out (see CLINICAL PHARMACOLOGY: cy. The following definitions are used: Infrequent adverse evens are ton. n clnical studies, 25 to 30% of patients receiving aloseronexperi-PoPUlation Subgroups: Age section af full prescribing information). those occuring on one or more occasion in 1/100 to 1/1000 paints enced constipation. For the majority ofthese patients, constipation was ADVERSE REACTIONS: In two large, placebo-controlld clinical trials Rare adverse events are those occurring on one or more occasion in mild to moderatein intensity and self-limited: however approximately 9% cotducted inthe US (Studies 1 and 2), women (18 years of age and older) fewer than 1/1000 patients. of patients studied required interupton of teatment for afew days and Were teated with 1 mg of LOTRONEX wice-cay for upto 12weeks.The Although the events reported occurred during treatment with approximately 10% coud nt tolerate twice day dosing on a continuous adverse events in Table 1 were reported in 1% ormore of patients whore-_LOTRONEX, they were nat necessarily caused by it basis and ciscontinued therapy. Patients experiencing constipation wo ceived LOTRONEX and occured more frequently on LOTRONEX than on Cardiovascular - Infrequent Arthas. ; Completed the 12-week treatment period had similar reli of abdominal _pl2ebo. A statistically significant difference was observed for constina- ‘Drug Interaction, Overdose and Trauma - Rare: Contusions and pain as patients not experiencing constipation who competed the study, ton inpatients treated with LOTRONEX compared to placebo (90.0001). hematomas. ; 
Management of constipation with usual care including laxatives, fiber, or Table 1; Adverse Events Reported in >1% Female Patients and Ear, Nose, and Throat- Infrequent: Nasal signs and symptoms. with a brief interruption of therapy may be considered (see DOSAGE AND More Frequently on LOTRONEX 1 mg B.I.D. than Placebo Rare: Ear signs and symptoms. 
ADMINISTRATION section of full prescribing information). (Studies 1 and 2) one: renee Peri cane ae a 
“Infrequent defined as occurring in 1/100 to 1/1000 patients Body System LOTRONEX | Placebo Henatilany Tact ad Paaciese™ Inieute we anCracl WADI 
Inert Peter Spats eer on iexret teene Fe Aves Event n= 682) _(n= 657) alee Information for Patients: See the tear-off leaflet at the end of the "i . s i lich e prescribing information for Information forthe Patient. Raiovas lay Renee eel eeonwe reat deter Rar: Cough omen ; recent 2% <1% eurological - Rare: Sedation and abnormal dreams. Drug Interactions: In vitro human liver microsome studies and an in vivo Non-site Specific - Rare: Allergies, allergic reactions, unusual odors metabolic probe study demonstrated that alosetron did notinhibit CYP en- | Ear, Nose, and Throat ae 4 , : zymes 208, 24, 209, of 2019. nto at total rug concentrations 27- Allergic rhinitis 2% <1% Paychiairy lioquent Ariel, fold higher than peak plasma concentrations observed with the 1-mg Throat and tonsil cians . : : dosage, alosetron inhibited CYP enzymes 142 (60%) and 2E1 (60%). In an discomfort and pain, 1% <1% Aeron apes Nee aU ere are or) ao in vivo metabolic probe study, alosetron did not inhibit CYPZE1 but did Bac lean ncees end! SKE Raves eto ea TANGLIRES, 
produce 30% inhibition of both CYP1A2 and N-acetyltransferase. throat infections 1% <1% Urology - Rare: Urinary infections, polyuria, and diuresis. AITO es Lia set) rot Noel areas My cai DRUG ABUSE AND DEPENDENCE: LOTRONEX tis no known potential have clinically relevant consequences for drugs such as isoniazid, pro- a rolasitta for abuse or dependence 
cainamide, and hydralazine. The effect on CYP1A2 was explored further in Constipation 28% 5% OVERDOSAGE: There is no specific antidote for overdose of LOTRONEX. a dinical interaction study with theophylline and no effect on metabolism Nausea 7% 6% Patients should be managed with appropriate supportive therapy. was observed. Another study showed that alosetron had no clinically sig- Gastrointestinal discomfort iidvalilivel dacesas ges 6 ina rave user aan aie nificant effect on plasma concentrations of the oral contraceptive agents and pain 5% 4% studies without significant adverse events, Tis dose is 8 times higher 
ey! eetraiol and fevonorgestel (CYESh4 eulstates) A cliical nie: Abdominal discomfort than the recommended total daily dose. Inhibition of the metabolic elimi- action study was also conducted with alostron and the CYP3AA substrate and pain 5% 3% nation and reduced first pass of other drugs might occur with overdoses cisapride. No significant effects on cisapride metabolism or QT interval Gastrointestinal gaseous of alosetron (see PRECAUTIONS: Drug Interactions). Single oral doses of were neler he offer of aleseivon on mongamine oxidases and oni, symptoms 3% 2% LOTRONEX at 15 mg/kg in female mice and 60 mg/kg in female rats (30 coo Ea cocoate ave nk Viral gastrointestinal and 240 times, respectively, the recommended human dose based on Hen efarrned, Based! on i abe da rom mivo and inva einies, infections 3% 2% body surface area) were lethal. Symptoms of acute toxicity were labored its unlikely that alosetron will inhibit the hepatic metabolic clearance of ° 4 respiration, subdued behavior, ataxia, tremors, and convulsions. drugs metabolized by the major CYP enzyme 3A4, as well as the CYP en- Pee pie ssmntons 3% is : Pe na : zymes 206,209, 2019, 9E1, or 102, Abdominal distention 2% <1% 

Alosetron does not appear to induce the major cytochrome P450 (CYP) Hemorrhoids 2 <i% 
drug metabolizing enzyme 3A. Alosetron also does not appear to induce | Neurology 
CYP enzymes 2E1 or 2619, Itis not known whether alosetron might in- Sleep disorders 3% 2% 
duce other enzymes. Paychiat 

metabolizing enzymes, inducers or inhibitors of these enzymes may Depressive disorders 1% change the clearance of alosetron. The effect of induction or inhibition of Gastrointestinal: The most frequent adverse event reported by patients individual pathways on metabolite kinetics and pharmacodynamic con- treated with LOTRONEX was constipation (see WARNINGS). In clinical sequences has not been examined. studies, constipation was reported in 25 to 30% of patients treated with Hepatic Insufficiency: Due to the extensive hepatic metabolism and LOTRONEX 1 mg wice daily or up to12 weeks (n = 702). Ths effect was first pass metabolism of alosetron and metabolites, increased exposure statistically significant compared to placebo (p<0.0001). Ten percent to alosetron is likely to occur in patients with hepatic insufficiency. (10%) of patients treated with LOTRONEX withdrew from the studies due Carcinogenesis, Mutagenesis, Impairment of Fertility: In 2-year oral to constipation. Of the patients reporting constipation, 75% reported a studies, alosetron was not carcinogenic in mice at doses up to _single episode with the mean time to constipation onset of about 
30 mg/kg/day or in rats at doses up to 40 mg/kg/day. These doses are, re- 3 weeks. Occurrences of constipation were generally mild to moderate in Glaxo Wellcome 
spectively, about 60 to 160 times the recommended human dose of alos- _ intensity and transient in nature. Most constipation events resolved Glaxo Wellcome Inc. etron of 2 mg/day (1 mg twice daily) based on body surface area. spontaneously with continued treatment. In studies 1 and 2, 9% of pa- ‘Research Triangle Park, NC 27708, Alosetron was not genotoxic in the Ames tests, the mouse lymphoma cell tients treated with LOTRONEX reported constipation and 4 consecutive (15178Y71K:) forward gene mutation test, the human lymphocyte chro- days wit no bowel movement; by protocol, therapy was withheldfor fo Us Patent No, 6,360,800 masome aberration test, the ex vivo rat hepatocyte unscheduled DNA 4 days. Following intsrupton af eatment, 88% ofthe affected patients © Copyright 2000 Giaxo Wellcome nc. Alright reserve. Synthesis (UD) test, or the in vivo rat micronucleus test for mutagenicity. resumed bowel movements within the 4-day period and were able tore-_Febromry 2000 RL-795 Alosetron at oral doses up to 40 mg/kg/day (about 160 times the recom- initiate treatment with LOTRONEX. 
mended daily human dose based on body surface area) was found tohave Hepatic: A similar incidence in elevation of ALT (>3-fold) was seen in pa-—_— ————_____—____—. no effect on fertility and reproductive performance of male or femalerats. tients receiving LOTRONEX or placebo (0.5% vs 0.4%) in studies of © 2000 Glaxo Wellcome Inc.All rights reserved. Pregnancy: Teratogenic Effects: Pregnancy Category B. Reproduction 12 weeks’ and 12 months’ duration. A single case of hepatitis (elevated Printed in USA. LOT126R0 February 2000
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