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» Median time to complete relief of symptoms 99% of COLAZAL is delivered to the entire colon 

was 10 days’ . : _ 
y 62% of patients with all extents of disease 

Patients in symptomatic remission: achieved complete remission in 12 weeks' 

CERAM cto) ts Loe 

: ® 

COLAZAL “mm 
(balsalazide disodium) 

- SAFETY CONSIDERATIONS 
COLAZAL does not relieve symptoms in all patients; your patients’ results may vary. In four well-controlled clinical trials, patients 
receiving a COLAZAL dose of 6.75 g/day most frequently reported the following events (reporting frequency =3%): headache (8%), 
abdominal pain (6%), diarrhea (5%), nausea (5%), vomiting (4%), respiratory infection (4%), and arthralgia (4%). Withdrawal from 
therapy due to adverse events was comparable to placebo. COLAZAL is contraindicated in patients with a hypersensitivity to 
salicylates. Safety and effectiveness of COLAZAL beyond 12 weeks have not been established. 

Please see accompanying full Prescribing Information for COLAZAL.



LAZAL CO! PAL FAL. (6) 3 72!) 
(balsalazide disodium) Capsules 
DESCRIPTION: Each COLAZAL capsule contains 750 mg of balsalazide disodium, Asecond study, conducted in Europe, confirmed findings of symptomatic improvement. The following adverse events, presented by body system, have also been 
@ prodrug that is enzymatically cleaved in the colon to produce mesalamine (5- INDICATIONS AND USAGE: COLAZAL is indicated for the treatment of mildly to infrequently reported by patients taking COLAZAL during clinical trials (N = 513) 
aminosalicylic acid), an anti-inflammatory drug. Each daily dose of COLAZAL moderately active ulcerative colitis. Safety and effectiveness of COLAZAL beyond for the treatment of active acute ulcerative colitis or from foreign post-marketing 
(6.75 grams) is equivalent to 2.4 grams of mesalamine. Balsalazide disodium has 42 weeks has not been established. Teports. In most cases no relationship to COLAZAL has been established. 
the chemical name (E)-5([-4([(2-carboxyethy!) aminoJcarbony!} phenyilazo]-2- ONTRAINDICATIONS: COLAZAL is contraindicated in patients with hypersensi- Body as a Whole: abdomen enlarged, asthenia, chest pain, chills, edema, hot 
hydroxybenzoic acid, disodium salt, dihydrate. Its structural formula is: tivity to saliylates or to any of the components of COLAZAL capsules or flushes, malaise 

Naooc. balsalazide metabolites. Cardiovascular and vascular: bradycardia, deep venous thrombosis, hypertension, 

9 PRECAUTIONS: Of the 259 patients treated with COLAZAL 6.75 grams/day in {eg ulcer, palpitations, pericarditis 
Ho: nan Xt nvensorscoon +2H0 controlled clinical trials of active disease, exacerbation of the symptoms of colitis, Gastrointestinal: amylase increased, bowel irregularity, ulcerative colitis aggravated, 

possibly related to drug use, has been reported by 3 patients. diarrhea with blood, diverticulosis, epigastric pain, eructation, fecal incontinence, 

Molecular Weight: 437.32 General: Patients with pyloric stenosis may have prolonged gastric retention of feces abnormal, gastroenteritis, giardiasis, glossitis, hemorrhoids, melena, 
COLAZAL capsules. neoplasm benign, pancreatitis, ulcerative stomatitis, stools frequent, tenesmus, 

ee Renal: At doses up to 2000 mo/kg (approximately 21 times the recommended _ongue discoloration i fenal: At doses up to 2000 mg/kg (approximate 
Balsalande Sock isastable, scores ae i ey mee lane 6.75 grams/day ie ona naa tise for a70 ig person), COLAZAL had no Hematologic: anemia, epistaxis, fibrinogen plasma increase, hemorrhage, 
Its frely soluble in water and isotonic saline, springy soluble in methanol and toto effects in rats or dogs, Renal toxicity has been observed in animals prothrombin decrease, prothrombin increase, thrombocythemia ethanol, and practically insoluble in all other organic solvents, H i ty 
Inacti | Each h Jat iaecr oi ial silicon diovide and and patients given other mesalamine products. Therefore, caution should be exer- Liver and biliary: bilirubin increase, hepatic function abnormal, SGOT increase, 
Inactive nee ea Bt ee ae Pee Tea ae cised when administering COLAZAL to patients with known renal dysfunction or SGPT increase 
magnesium stearate, The sodium content of each capsule is approximately 86.9. history of renal disease. Lymphatic: eosinophilia, granulocytopenia, leukocytosis, leukopenia, 
GLINICAL PHARMACOLOGY Balslande disodium s delivered into He colon” rug Interactions: No drug interaction. studies have been conducted lymphadenopathy, lymphoma-ike disorder, lmphopeni 
ee tts rane by sae oe Uses ae nc ies H{ (OF COLAZAL, However the use of orally administered antibiotics could, Metaboli and nutritional: creatine phosphokinase increased, hypocalcemia, 
ae le ! o wet See wl 4 SUR A noe theoretically, interfere with the release of mesalamine in the colon. hypokalemia, hypoproteinemia, LDH increase, weight decrease, weight increase 
See ean oy a Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 24-month rat Musculoskeletal: arthritis, arthropathy, stiffness in legs 

ment of active disease, provides 2.4 grams of free 5-aminosalicylic acid to the colon. . 7 - a ee 
The 4-aminobenzoy-8-alanine carrier moiety released when balsalaide (Sprague Dawley) carcinogenicity study, oral (dietary) balsalazide disodium at Nervous: aphasia, dysphonia, gait abnormal, hypertonia, hypoesthesia, paresis, 
disodium is cleaved is only minimally absorbed and larnely inert. The mechanismiof doses UP fo 2 grams/kg/day was not tumorigenic. Fora 50 kg person of average spasm generalized, tremor 
action of EF ariieaigic ail 5 eon but 0 eS be topical rather than height this dose represents 2.4 times the recommended human dose on a body Psychiatric: anxiety, depression, nervousness, somnolence 

systemic, Mucosal production of arachidonic acd metabolites, both through the Su'T@ce area basis. Reproductive: menstrual disorder 
cyclooxygenase pathways, ie., prostanoids, and through the lipoxygenase pathways,  Balsalazide disodium was not genotoxic in the following in vitro or in vivo tests: Resistance Mechanism: abscess, immunoglobulins decrease, infection, monilasis, 
ie, leukotrienes and hydroxyeicosatetraenoic acids, is increased in patients with Ames test, Hie phe Conese aberration test, a Hee viral infection 
chronic inflammatory bowel disease, and itis possible that 5-aminosalcyic acid cmin- youn oe ae oa ; a cl aa as el Respiratory: bronchospasm, dyspnea, hemoptysis 
{shes inflammation by blocking production of arachidonic acid metabolites in the colon. vrai GPR) een mutation ect Skin: alopecia, angioedema, dermatitis, dry skin, erythema nodosum, erythema- 
Pharmacokinetics: COLAZAL capsules contain granules of balsalazide disodium r tous rash, pruritus, pruritus ani, psoriasis, skin ulceration 
Which are insoluble in acid and designed to be delivered to the colon intact. Upon  4-aminobenzoyl-B-alanine, a metabolite of balsalazide disodium, was not Eee ate 
teaching the colon, batt azoreludases cleave the compound to release deotoicin the Ames test andthe mouse ymphoma cl L5178Y7IKe/) forward Seti. Senses: conunctvits, earache, ear infection, is, parosmia, tase 
S-aminosalioyc acid, the therapeutically active portion of the molecule, and mulation test but was postive in the human lymphooyte chromosomal aberration Perversion nil, ‘ hints 
4-aminobenzoy/-8-aanine, test. N-acety/4-aminobenzoy/-8-alanine, a conjugated metabolite of balsalazide Urinary: hematuria, interstitial nephritis, micturtion frequency, polyuria, pyuria 

an indivi disodium, was not genotoxic in Ames test, the mouse lymphoma cell Post Marketing Reports: 5 ls, the tion of intact balsalazide 
OW ERE NTETET eat SEAS ue ae (L5178Y/IK+/-) forward mutation test, or the human lymphocyte chromosomal The following events have been identified during post-approval use in clinical 
single orl doses of 1.5 grams or 2.25 grams. The absolute bicavaablty of tis @Deation test. Balsalzide disodium at oral doses upto grams/kg/day, 24 times practice, of products which contain (or are metabolized to) mesalamine. Because 
Compound was not determined, In a study of ulcerative colts patents receiving Ne recommended human dose based on body surface area, was found tohaveno they are reported voluntary from a population of unknown size estimates of 
balslazide, 1.5 orams twice dally, for over one year, systemic drug exposure, based tect onfertilty and reproductive performance in rats frequency cannot be made, These events have been chosen for inclusion due to a 
‘on mean AUC values, was up to 60 times greater (8 ng*hr/mL to 480 ng*hr/mL) Pregnancy - Teratogenic Effects: Pregnancy Category B. Reproduction studies ‘combination of seriousness, frequency of reporting, or potential causal connection 

after equivalent multiple doses of 1.5 grams twice daily when compared to healthy Were performed in rats and rabbits at oral doses up to 2 grams/kg/day, 2.4and 4.7 —_to mesalamine. 
subjects who received the same dose, There was a large intersubject variability in times the recommended human dose based on body surface area for the rat and Gastrointestinal: Reports of hepatotoxicity, including elevated liver function tests 

‘the plasma concentration of balsalazide versus time profiles in all studies, thus its rabbit, respectively, and revealed no evidence of impaired fertility or harm to the _(§GOT/AST, SGPT/ALT, GGT, LDH, alkaline phosphatase, bilirubin), jaundice, 
halflife could not be determined. The effect of food intake on the absorption of this ‘fetus due to balsalazide disodium. There are, however, no adequate and well- cholestatic jaundice, cirrhosis, hepatocellular damage including liver neorosis and 
compound was not studied. controlled studies in pregnant women. Because animal reproduction studies are iver failure. Some of these cases were fatal, however, no fatalities associated with 
Distribution: The binding of balsalazide to human plasma proteins was 209%. ot always beets ol hi response, this drug should be used during these events were reported in COLAZAL clinical trials. One case of Kawvasaki-like 
Metabolism: The products ofthe azoreduction ofthis compound, S-aminosalcyic Yednanov Only ORarly néeaeo. 5 syndrome which included hepatic function changes was also reported, however, 
acid and 4-aminobenzoyl--alanine, and their N-acetylated metabolites have been Nursing Mothers: It is not known whether balsalazide disodium is excreted in _this event was not reported in COLAZAL clinical trials. 
identified in plasma, ne and feces. human a ee may aise oer in human milk, caution should be DRUG ABUSE AND DEPENDENCY: 

Elninaion: (665 han 10001 an oni ehes weecouerea ae perencconnod, «meal anism von Abuse: None reported a 
§-aminosaliylc acid or 4-aminobenzoyl-f-alanine in the urine of healthy subjects Pediatric Use: The safety and effectiveness of COLAZAL in pediatric patients have Denendency:. Drug dependence has not been reported with chronic administration 

aftr single and multiple doses of COLAZAL, wile up o 25% ofthe dose was Nt been established, 7 of mesalamine, 
recovered as the N-acetylated metabolites. Ina study with 10 healthy volunteers, ADVERSE REACTIONS: Over 1000 patients received treatment with COLAZAL in QVERDOSAGE: No case of overdose has occurred with COLAZAL. A 3-year-old 
65% of a single 2.25 gram dose of COLAZAL was recovered as 5-aminosalicylic domestic and foreign clinical trials. In four controlled clinical trials patients receiv- oy is reported to have ingested 2 grams of another mesalamine product. He was 
acid, 4-aminobenzoylf-aanine, and the N-acetylated metabolites in feces, while Ng a COLAZAL dose of 6.75 grams/day most frequently reported the following treated with ipecac and activated charcoal with no adverse reactions. 
<1% of the dose was recovered as parent compound. events (reporting frequency =3%), headache (8%), abdominal pain (6%), if an overdose occurs with COLAZAL use, treatment should be supportive, with 
Ina study that examined the disposition of balsalazide in patients who were taking He Wael Car EU HL Gian Bete wee nate pay particular attention to correction of electrolyte abnormalities. : 
3-6 grams of COLAZAL daily for more than one year and who were in remission ae ‘on COLAZAL and ae A single oral dose of balsalazide disodium at 5 grams/kg or 4-aminobenzoyl-B- 
from ulcerative colitis, less than 1% of an oral dose was recovered as intact 9f ci alanine, a metabolite of balsalazide disodium, at 1 gram/kg was non-lethal in mice 
balsalazide inthe urine. Less than 4% ofthe dose was recovered as 5-aminosali- Aone Hell root He oer Bae an nee i the four snd rats. No symptoms of acute toxicity were seen at these doses, 

aie acid, while ye nye was ae a : e a ey DOSAGE AND ADMINISTRATION: For Treatment of Active Ulcerative Colts the 
eee: ioe cae oe one ae Table 1 : Adverse Events Occurring in at Least 1% of COLAZAL and Usual dose in adults is three 750 mg COLAZAL capsules to be taken three times 
Sec Mio tal aca inci te aha a> Panwa Ulcerative Colitis Patients in Controlled Trials. He oa oy dose i ae oe for aaron i Sweeks. Some patients 

inthe clinical trials required treatment for up to 12 weeks. 
Geriatric: No information is available for the geriatric population. COLAZAL 6.75 grams/day Placebo HOW SUPPLIED: Sou ievavarabte as beege eansuies contaititg 750K 

ati Adverse Event IN = 259] IN=35] ige cap 9 750 mg 
Pee ae oy a effectiveness of balsalazide in the pediatric population = balsalazide disodium and CZ imprinted in black. 

ca : Mb sale a well-controlled studies which examine balsalazide in nae pain a a fan ; RDG Soe ie eles 2a cal Genter F ) © to 25°C (68° to 77°F): it © and 30% males versus females are available Nstees 14 (6%) 2(6%) Store at 20° “to 25°C (68° to 77°F); excursions permitted between 15° and 30°C 

Renal Insufficiency: No adequate and well-controlled studies which examine piarrhea 14 6%) + (3%) (59° and 86°F). See USP Controlled Room Temperature. 
balsalazide disposition in patients with mild, moderate, and severe renal impairment Yomiting 11 (4%) 2.(6%) Rx only 
are available, Respiratory infection 9 (4%) 5 (14%) Manufactured for Salix Pharmaceuticals, Inc., Morrisville, NC 27560 
Hepatic Insufficiency: No information is available for patients with hepatic impairment. Arthralgia 9 (4%) at *COLAZAL® is a registered trademark of Salix Pharmaceuticals, Inc. 
Race: No information is available which examines balsalazide in different races. Rhinitis 6 (2%) a Copyright © 2000 Salix Pharmaceuticals, Inc. 
Pharmacodynamic/Pharmacokinetio Relationship: No information is availabe feonial 6 (2%) S 
Drug-Drug Interactions: Neither in vitro nor in vivo drug-drug interaction studies Fatigue 6 (2%) = 6075.04/April 2005 
have been performed with balsalazide. Rectal bleeding 5 (2%) 1 (3%), 

CLINICAL TRIALS: Two randomized, double-blind studies were conducted, Flatulence 5 (2%) — = 
In the first trial, 103 patients with active mild to moderate ulcerative colitis with Fever 5 (2%) = Reference: 1. Green JRB, Lobo AJ, Holdsworth CD, et al. Balsalazide is 
sigmoidoscopy findings of ‘riable or spontaneously bleeding mucosa were Dyspepsia 5 (2%) = more effective and better tolerated than mesalamine in the treatment of acute 
randomized and treated with balsalazide 6.75 grams/day or balsalazide Pharyngitis 4 (2%) a Ulcerative colitis. Gastroenterology. 1998;114:15-22. 
2.25 gramsiday. The primary efficacy endpoint was reduction of rectal bleeding Pain 4 (2%) 16%) 
and improvement of at least one of the other assessed symptoms (stool frequency, Coughing 4 (2%) ms 
patient functional assessment, abdominal pain, sigmoidoscopic grade, and physi- Back pain 4 (2%) 4 (3%) 
ian's global assessment (PGA)). Outcome assessment for rectal bleeding ateach anorexia 4 (2%) = 
interim period (week 2, 4, and 8) encompassed a 4 day period (96 hours). Results Urinary tract infection 3 (1%) ave. 
demonstrated a statistically significant difference between high and low doses of Sinusit 3(1% 18% 
COLAZAL (Figure 1) is a a a 138) 

Figure 1: Percentage of Patients Improved at 8 Weeks Frequent stools 3 (1%) 10%) 
Be ee i om Flu-lke disorder 3 (1%) — 

< S re Dry mouth 3.(19%) = . 
on p08 Era Dizziness 3(1%) 2(6%) Salix@ 

& ia 5256 Cramps 3.(1%) a a 
E dow: : = - iat y = 
font to care oa Soe ANSE Web site © www salix.com 
E 20%: --- 25% | : The number of placebo patients is too small for valid comparisons. Some adverse E-mail ¢ customer.service@salixpharm.com 

10% | a... events, such as abdominal pain, fatigue, and nausea were reported more frequently 1700 Perimeter Park Drive, Morrisville, NC 27560 __ 
ox Le 9 n=49 rt |p=50 e63| in women subjects than in men. Abdominal pain, rectal bleeding, and anemia can be Tel ¢ 866.669.SLXP (7597) ©2005 Salix Pharmaceuticals, Inc. 

‘Stool Blood ‘Stool Frequency ‘Sigmoidoscopy part of the clinical presentation of ulcerative colitis. All rights reserved. COL 05/24 

D COLAZAL 225 9 (08g mesaamine equivalents) 
@ COLAZAL 6.75 g (2.4 g mesalamine equivalents)
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f , COLAZAL delivers 99% of 

y 4 : balsalazide disodium to the entire 
4 q colon, maximizing 5-ASA delivery 

. SY ] ae Improved signs/symptoms at 
. y, 2 and 8 weeks"? 

: 4° mé mia SAFETY CONSIDERATIONS 
oo G 5 1 a. COLAZAL does not relieve symptoms in all patients; your patients’ results may vary. 

—— a "= In four well-controlled clinical trials, patients receiving a COLAZAL dose of 6.75 g/day 
"| most frequently reported the following events (reporting frequency >3%): headache 

' (8%), abdominal pain (6%), diarrhea (5%), nausea (5%), vomiting (4%), respiratory 
infection (4%), and arthralgia (4%). Withdrawal from therapy due to adverse events 
was comparable to placebo. COLAZAL is contraindicated in patients with a hyper- 

4 sensitivity to salicylates. Safety and effectiveness of COLAZAL beyond 12 weeks 
ws, have not been established. 

® 

- “ COLAZAL one, — ee 750mg 

ia (rt) stoosni (oalsalazide disodium) 
full Prescribing Information 

geet (i Gets to the colon. Gets to work.



COLAZAL (kOl a Zal) 

(balsalazide alsodium) Capsules 
DESCRIPTION: Each COLAZAL capsule contains 750 mg of balsalazide disodium, _A.second study, conducted in Europe, confirmed findings of symptomatic improvement. The folowing adverse events, presented by body system, have also been infre- 
a prodrug that is enzymaticaly cleaved in the colon to produce mesalamine INDICATIONS AND USAGE: quently reported by patents taking COLAZAL during cinical trials (N = 513) for 
(G-aminosalcyic acid), an antiinflammatory drug. Each daly dose of COLAZAL —COLAZAL is indicated for the treatment of mildly to moderately active ulcerative the treatment of active acute ulcerative coltis or from foreign post-marketing 
(6.75 grams) is equivalent to 2.4 grams of mesatamine. Balsalazide disodium has the colts. Safety and effectiveness of COLAZAL beyond 12 weeks has not been reports. In most cases no relationship to COLAZAL has been established. 
chemical name (€)-5-[-4-{{(2-carboxyethy!) aminoJcarbonyl] phenyllazol-2- established. Body as a Whole: abdomen enlarged, asthenia, chest pain, chills, edema, hot flushes, 
hhydroxybenzoic acid, disodium sal, dihydrate. Its structural formula is CONTRAINDICATIONS: COLAZAL is contraindicated in patients with hyper- malaise 
NaQOC. sensitivity to salicylates or to any of the components of COLAZAL capsules or Cardiovascular and vascular: bradycardia, deep venous thrombosis, hypertension, 

t PREIMTIONS: Of fe 250 faleristtezed Win COLAZANE Te aanauninn on ee ae HO. NeN 6 —NH-GH-CH,-COONs2H0 : il ¥ iN Gastrointestinal amylase increased, bowel regularity, ulcerative colts aggravated, 
ae contalled circa tals of active disease, exacerbation ofthe sympoms of colts, aren with blood, dvericlosis, epigste ae aan ‘eal eons, 

Dossiby related fo drug use, as been reported by 3 patients, feces abnormal, gastroenteritis, giardiasis, glossitis, hemorrhoids, melena, neoplasm 
Molecular Weight: 437.32 General: Patients with pyloric stenosis may have prolonged gastric retention of feign, pancreatitis, ulcerative stomatitis, stools frequent, tenesmus, tongue discol 
Molecular Formula: C,H, .N0gNap #2H,0 COLAZAL capsules. reton 
Balsalazide disodium is a stable, odorless orange to yellow microcrystalline powder. Renal: At doses up to 2000 mg/kg (approximately 21 times the recommended 6.75 Hematologic: anemia, epistaxis, fibrinogen plasma increase, hemorthage, prothrombin 
It is freely soluble in water and isotonic saline, sparingly soluble in methanol and _grams/day dose on a ma/kg basis for a 70 kg person), COLAZAL had no nephro- lee aE ee ror boenlant i Be 
ethanol, and practically insoluble inal other organic solvents ; toxic effets in rats or dogs, Renal toxicity has been observed in animals and patients Lier and biliary: bilirubin increase, hepatic function abnormal, SGOT increase, 
Inactive Ingredients; Each hard gelatin capsule contains colloidal slicon dioxide and given other mesalamine products. Therefore, caution should be exercised when sqpr increase 

eer Content of each capsule is approximately 86 mg, sees COLAZAL to patients with known renal dysfunction or a history of Ep tins ae ne edo bse looses apes 
: jmphoma-like disorder, lymphopenia 

Balstazide dnium is delered intact to the colon where itis cleaved by bacterial Drug Interactions: No drug interaction stuies have been conducted for tatoo and nutiona: creatine phosphokinase increase, hypocleemia, azoreducton to release e f mesal ; phe ‘ae : quimolar quantities of mesalamine, which isthe therapeu COLAZAL, however, te use of orally administered antbiotios could, theoretically, hypokalemia, hypoproteinemia, LDH increase, weight decrease, weight increase 
tically active portion of the molecule, and 4-aminobenzoy|-B-alanine The recom- interfere with the release of mesalamine inthe colon. Mcciaaeets ctv atigetenree ney 
mended dose of 6.75 orams/ay, forthe treatment of active disease, provides 24 —Careinogenesis, Mutagenesis, Impairment of Fertil na24-month rat Sprague eryousaghasa,dyphoni ook abnomal patos hypoesthesia, pares, spasm 
rams of free 5-aminosalicylc acid tothe colon : aphasia, dysphonia, | hypertonia hypoesthesa, paresis, sp i é : Dawiey) carcinogenicity stuy, oral (fietary) basalaide disodium at doses up tO generalize, tremor 

The 4aminobenznylf-aanine carer moiety released nen balsalazide dsotlum > grams/glday wes nol tumorigenic Fra 50 kg person of average hight is ose foygan annoy dression,nrmusess,sormaene 
is cleaved is only minimally absorbed and largely ner. The mechanism of action of pees Se Z represents 2.4 times the recommended human dose on a body surface area bas's.  Reorodyctive: menstrual disorder 

5: aminosalylic acid fs unknown, but apnea to be topical rather than systemic. Gals disodium was not genotoxic inte following in vito orn vio tests: Registanoe Mechanism: abscess, immunoglobulins decrease, infection, moniasis 
ucts pedo of echionicacd mealies, oh route coon genase jes tex human mont cromasona aberaon es, and mouse motor fcion j alah CS 
pathways te, prostanoids, and Hough tne Tporygenase pathways, 2. leuko cel L5178¥/TK+/-) forward mutation test, or mouse mironuceus test. However, Respiratory: bronchospasm, dyspnea, hemoptysis tienes and hydroneicosateraenoic acid, is increased in patients wth chronic as genctoxc inthe in vivo Chinese hamster lung cell (cH VT9/GPRT) foward jae i i inflammatory bowel disease, and itis possible that 5-aminosalicylic acid diminishes tation tes. Sat ae aoe Cle So at eniene nodosum, erythematous 
inflammation by blocking production of arachidonic acid metabolites in the colon, ene __ fash, pruritus, pruritus ani, psoriasis, skin ulceration Pharmacokinetics COLAZAL capsules contain granules of balslazide ei 4-2™iNobenzoy-B-alanne, a metabolite of balsalazde disodium, was not gen0- spel Senses: conjunc, earache, ca infection its, parosmi, st perversion, 
sodium which ae insoluble n acid and designed to be delivered to the colon ntat, ‘X10 in the Ames test and the mouse Iymohoma cell (L5178¥/TK+/-) forward fits, vision abnormal 
Upon reaching the colon, bacterial azoreduetases cleave the compound to release Mutation test but was positive in the human lymphocyte Shas ae Urinary: hematuria, interstitial nephritis, micturition frequency, polyuria, pyuria 
S-aminosalicyc acid, the therapeutically active portion of the molecule, and ‘ation test. N-acetyl-4-aminobenzoyl-B-alanine, a conjugated metabolite of post Marketing Reports: 

4-aminobenzoyl-B-alanine, balsalazide disodium, was not genotoxic in Ames test, the mouse lymphoma cell The following events have been identified during post-approval use in clinical 
Absorption: in healthy individuals, the systemic absorption of intact balsalazide (L5178Y/TK+/-) forward mutation test, or the human lymphocyte chromosomal practice, of products which contain (or are metabolized to) mesalamine. Because they 
was very low and variable. The mean Cnx Occurs approximately 1-2 hours after @berTation test. Balsalazide disodium at oral doses up to 2 grams/kg/day. 2.4 are reported voluntarily from a population of unknown size estimates of frequency 
single oral doses of 1.5 grams or 2.25 grams. The absolute bioavailability of this times the recommended human dose based on body surface area, was found to cannot be made. These events fave been chosen for inclusion due to a combination 
‘compound was not determined. In a study of vicerative colitis patients receiving ave no effect on fertility and reproductive performance in rats. of seriousness, frequency of reporting, or potential causal connection to mesalamine, 
balsalazide, 1.5 grams twice daily for over one year, systemic drug exposure, based Pregnancy - Teratogenic Effects: Pregnancy Category B. Reproduction studies Gastrointestinal: Reports of hepatotoxicity, including elevated liver function tests 
‘on mean AUC values, was up to 60 times greater (8 ng*hr/mL to 480 ngthr/mL) Were performed in rats and rabbits at oral doses up to 2 grams/kg/day, 2.4 and (¢goT/AST, SGPT/ALT, GGT, LDH, alkaline phosphatase, bilirubin), jaundice, cholestat- 
after equivalent muttiple doses of 1.5 grams twice daily when compared to healthy 4.7 times the recommended human dose based on body surface area for the rat jg jaundice, cirhosis, hepatocellular damage including liver necrosis and lver failure. 
subjects who received the same dose. There was a large intersubject variability in and rabbit, respectively, and revealed no evidence of impaired fertility or harm — Some of these cases were fatal, however, no fatalities associated with these events 
the plasma concentration of balsalazide versus time profiles in all studies, thus its to the fetus due to balsalazide disodium. There are, however, no adequate and were reported in COLAZAL clinical trials, One case of Kawasaki-like syndrome 
hallfe could not be determined, The effect of food intake on the absorption of tis well-controlled studies in pregnant women. Because animal reproduction studies hich included hepatic function changes was also reported, however ths event was 
‘compound was not studied are not always predictive of human response, this drug should be used during ft reported in COLAZAL cinial tals, 
Distribution: The binding of balsalazide to human plasma proteins was >99%, pregnancy only if clearly needed. DRUG ABUSE AND DEPENDENCY: 
Metabolism: The products ofthe azoreduction of tis compound, 5-aminosalicylic Nursing Mothers: It is not known whether balsalazide disodium is excreted in abuse None reported 
acid and 4-aminobenzoyi-B-alanine, and their N-acetylated metabolites have been human milk. Because many drugs are excreted in human milk, caution should Dependency: Drug dependence has not been reported with chronic administration of 
identified in plasma, urine and feces be exercised when COLAZAL is administered to a nursing woman. Recent 

ESAT Eo (rears carne Fe jee Uone Ce nr cence 1 ee ennai: ame ee Oe ore ae -aminosalicyic acid or 4-ami -B-alanine in the uri sub boy is reported to have ingested 2 grams of another mesalamine product. He was 
after single and mutile doses of COLAZAL, while upto 25% of he dose was ADVERSE REACTIONS: Over 1000 patents received treatment with COLAZAL in rented th ipecatand aad charcoal wth no adverse reactions, 
recovered as the N-acetylated metabolites, ina study with 10 healthy volunteers, domestic and foreign clinical tras. In four controled clinical trials patents receiv- fan qverdose occurs with COLAZAL use, treatment should be supportive, with 

65% ofa single 2.25 gram dose of COLAZAL was recovered as 5-aminosalicyic ing a COLAZAL dose of 6.75 grams/day most frequently reported the following particular attention to corecton of electrolyte abnormalities. 
acid, 4-aminobenzoyi-B-alanine, and the N-acetylated metabolites in feces, while events (reporting frequency >3%), headache (8%), abdominal pain (6%), diarrhea single oral dose of balslazde disodium at 5 grams/kg or 4-aminobencoyl-9-aanine, 
US REDE es rahe oes cer  eo Ona (6%), nausea (6%), vomiting (44), respiratory infection (4%), and arthralgia (4%). 9 metabolite of balsalazide disodium, a 1 granvkg was non-lethal in mice and rat, In a study that examined the disposition of balslazide in patents who were taking Withdrawal from therapy due o adverse events was comparable among patients on jo cymptoms of acute toxicity were Seen at these doses. 
3-6 grams of COLAZAL dail fr more than one year and who were in remission’ “COLAZAL and placebo. i DOSAGE AND ADMINISTRATION: For Treatment of Active Ulcerative Colts the usual 
cone ae ee ar el ose was recovered as act Dal Averse events reported by 1% or more of patents who parcpated inthe four well dose in adults is three 750 mg COLAZAL capsules tobe teken thes times a day 

i icylic controlled, Phase 3 trials are presented by treatment group (Table 1). for a total daily dose of 6.75 grams for a duration of 8 weeks, Some patients in the acid, while virualy no 4-aminobenzoyl-B-alanine was detected in urine. The urinary aan CETTE: RANI nd wee 
recovery of the N-acetylated metabolites comprised 20-25% of the balsalazide eet s mY p : Fee ie Ga TRGET SHRI: Scie PaO TT IRS OREO ‘Adverse Events Occurring in at Least 1% of COLAZAL and HOW SUPPLIED: COLAZAL is available as beige capsules containing 750 mg 
Special Populations Y er op Ulcerative Colitis Patients in Controlled Trials balsalazide disodium and CZ imprinted in black. 
Geriatric: No information is available for the geriatric population Adverse Event COLAZAL 6.75 grams/day Placebo NDC 65649-101-02 Bottles of 280 capsules 
fade tB sy AU of balsalazide in the pediatric population IN = 259] IN=35] Store at 25°C (77°F); excursions permitted to 15-30°C (69-86°F). See USP Controlled 

ave not been establishe Headache ~~=~SC~*~S~S*S*S«S BH) «OS*~*~*~*S*S*S«S YH ~—«#ROO Temperature, vii Headache 22 (8%) 30% Gender: No adequate and wel-contled studies which examine balsalazte in prone] pan Ga con fron 
males versus females are availabe, : , 
Renal insuficiency: No adequate and well-controlled studies which examine bal- Nausea Tee 20) Ne Cee ee De role 
salazide disposition in patients with mild, moderate, and severe renal impairment ce i a ae by: Anabolic, Inc, Irvine, CA 92712 
are available. romtiog| r) ) *COLAZAL! isa registered trademark of Salix Pharmaceuticals, inc. 
Hepatic insufficiency: No information is available for patients wit hepatic impairment, Respiratory infection 9 (4%) 5 (14%) Cony ©2000, Salk Pharmaceutical ne 
ace: No information is available which examines balsalazde in different races. Arthalgia 9 (4%) - i : 
Pharmacodynamic/Pharmacokinetic Relationship: No information is available. Rhinitis 6 (2%) = G075.02rAugust 2002 
Drug-Drug Interactions: Neither in vitro nor in vivo drug-drug interaction studies Insomnia 6 (2%) = 
have been performed with balsalazde. Fatigue 60%) = References: 1. Green JRB, Lobo AJ, Holdsworth CD. Balsalazide is 
CLINICAL TRIALS: Two randomized, double-blind studies were conducted. Pectal bleeding 50%) 16%) more effective and better tolerated than mesalamine in the treatment 
inthe ist tal, 108 patents wih active mid fo moderate ulcerative cols with Fen oy 3M of acute ulcerative colitis. Gastroenterology. 1998;114(1):15-22. 

‘sigmoidoscopy findings of friable or spontaneously bleeding mucosa were randomized Fev Bek 2. Levine DS, Riff DS, Pruitt R, et al. A randomized, double-blind, 
‘and treated with balsalazide 6.75 grams/day or balsalazide 2.25 grams/day. The er (2%) = dose-response comparison of balsalazide (6.75 g), balsalazide (2.25 g), 
primary efficacy endpoint was reducton of recalbeeding and improvement of atleast OySpensia 5 (2%) - and mesalamine (24 ) in the treatment of active, mild-to-moderate 
‘one ofthe other assessed symptoms (stool frequency, patient functional assessment, Phatynaitis 4 (2%) - ulcerative cols. Am J Gastroenterol. 2002,97:1398-1407. 3. Pruitt R, 
abdominal pain, sigmoidoscopic grade, and physician's global assessment (PGA), Pain 4 (2%) 16%) Hanson J, Safdi M, et al. Balsalazide is superior to mesalamine in the 
Outcome assessment for rectal bleeding at each interim period (week 2, 4, and 8) Coughing 4 (2%) = time to improvement of signs and symptoms of acute mild-to-moderate 
errs 4a te as, Feats cent Asal Sat eckpan 4.0%) 16%) ulcerative colitis. Am J Gastroenterol, 2002;97:3078-3086. 

ference between high and low doses of COLAZAL (Figure 1) ‘Anorexia 4 (2%) 2s 

Figure 1: Percentage of Patients Improved at 8 Weeks Urinary tract infection 3(1%) - 
ae Sinusitis 3(1%) 13%) 

ei Ea Myalgia 3(1%) — 
: a ents [eal Frequent stools 3(1%) 1 (3%) 
¥ sox (sea B=0013 5-001 Flu-like disorder 3 (1%) = é z se ae 26] | Dry mouth 3.(1%) - S l 
£ on) a F Dizviness 31%) 26%) Sallx@. 
Bam) [aoe] i i | Cramps 3(1%) = Seer ne teem 

a th i waa ae Constipation 3 (1%) a Web site « www.salix.com 
1 {noe fa 1-50) hee] The number of placebo patients is too small for valid comparisons. Some adverse E-mail « customer.service@salixpharm.com 

cpl sat aN Sad Fennel Spa events, such as abdominal pain, fatigue, and nausea were reported more frequently 8540 Colonnade Center Drive, Suite 501, Raleigh, NC 27615 
in women subjects than in men. Abdominal pain, rectal bleeding, and anemia can be ‘Tel e 866.669.SLXP (7597) ©2004 Salix Pharmaceuticals, Inc. 
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E Specifically designed for 99% delivery of 5-ASA directly 
y to the colon'’ 

E Proven improvement in clinical signs/symptoms of mildly 

| to moderately active ulcerative colitis (UC)* 

E Well tolerated in clinical trials and studied in over 1000 patients’ 

Safety considerations 
Does not relieve symptoms in all patients; your patients’ results may vary. In four well-controlled clinical trials, patients 
receiving a COLAZAL dose of 6.75 g/day most frequently reported the following events (reporting frequency =3%): 

headache (8%), abdominal pain (6%), diarrhea (5%), nausea (5%), vomiting (4%), respiratory infection (4%), and 
arthralgia (4%). Withdrawal from therapy due to adverse events was comparable to placebo. COLAZAL is 
contraindicated in patients with a hypersensitivity to salicylates. Safety and effectiveness of COLAZAL beyond 12 
weeks have not been established. 

COLAZAL “in: 
Salix@ (balsalazide disodium) 
ee eRe eerste oe Coloncentric. UC Relief. 

Please see accompanying full prescribing information for COLAZAL.



m™ 
COLAZAL (a): 2) 
(balsalazide alsodium) Capsules 
DESCRIPTION: Each COLAZAL capsule contains 750 mg of balsalazide disodium, A second study, conducted in Europe, conimed findings of symptomatic improvement. The following adverse events, presented by body system, have also been infre- 
a prodrug that is enzymatically cleaved in the colon to produce mesalamine INDICATIONS AND USAGE: quently reported by patients taking COLAZAL during clinical trials (N = 513) for 
(6-aminosalioylic acid), an anti-nflammatory drug. Each daily dose of COLAZAL —COLAZAL is indicated forthe treatment of mildly to moderately active ulcerative the treatment of active acute ulcerative coltis or from foreign post-marketing 
(6.75 grams) i equivalent to 2.4 grams of mesalamine. Basalazide disodium has the colts, Safety and effectiveness of COLAZAL beyond 12 weeks fas not been repors, In most cases no relationship to COLAZAL has been established. 
chemical name (€)-5-{[-4-[[2-carboxyethy)) aminolcarbonyl} phenyljazo]-2- established. Body asa Whole: abdomen enlarged, asthenia, chest pain, cls, edema, hot fuses, 
hydroxybenzoic acid, disodium salt, cinydrate. its structural formula is: CONTRAINDIGATIONS: COLAZAL is contraindicated in patients with hyper- malaise 
Na00C. sensitivity to salicylates or to any of the components of COLAZAL capsules or Cardiovascular and vascular: bradycardia, deep venous thrombosis, hypertension, 

© balsalazide metabolites. leg ulcer, palpitations, pericarditis 
HO: NeN (© —NH-CHCH,-COONe 2H,0 PRECAUTIONS: Of the 259 patients treated with COLAZAL 6.75 grams/day in Gastrointestinal: amylase increased, bowel irregularity, ulcerative colitis aggravated, 

paliied oil Nee ce oe Basten ate symptoms of colitis, dara with Dod cverteuss, ease pa, eran fal rani 
a i. a feces abnormal, gastroenteritis, giardiasis, glossitis, hemorrhoids, melena, neoplasm Molecular Weight 437.32 Genera: Paints with pyioric stenosis may have prolonged gastic retention of benign, panretits, uceratve Somalis soos frequent, ness tongue dita 

Molecular Formula: C,7H<NgO,Na,#2H,0 COLAZAL capsules. ata : : : : 
Balsalazde disodium isa stable, odorless orange to yellow microcrystalline powder. Renal: At doses up to 2000 majkg (approximately 21 times the recommended 6.75 i 
tis ely sole in water and noni saline, sparingly soluble n methanol and ramsiday dose ona mglg ass ora 70 kg person), COLAZAL had no nephro- gereaee nathntin menace trontotenla ee pomomon 
etal ard prctcalynsaubein aller oganesovenis | xfs nas orcs Real tot has een obsoned nana and patsy and lay: ibn nese, hepa uncon abnormal, SCO inrease, 
Inactive Ingredients: Each hard gelatin capsule contains colloidal silicon dioxide and given other mesalamine products. Therefore, caution should be exercised when s¢pr increase : : i 
TL RGaEEt ae ee ae ens COLAZAL to patients with known renal dysfunction or a history of — Lymphatic: eosinophilia, ranulocytopenia, leukocytosis, leukopenia, mphadenopathy, 

5 Tana a i lymphoma-lke disorder, lymphopenia Balsalazide disodium is delivered intact to the colon where its cleaved by bacterial Drug Interactions: No drug interaction studies have been conducted for ae an WHEL ue stospholdnase nredsot, ypocacama 
azoreduction to release equimolar quantities of mesalamine, which isthe therapeu- COLAZAL, however, the use of orally administered antibiotics could, theoretical, i i ‘ i : ‘ 4 < ls 5 IL, 5 ly ad 5 ‘hypokalemia, hypoproteinemia, LDH increase, weight decrease, weight increase tically active portion of the molecule, and 4-aminobenzoyl- -alanne, The recom- interfere withthe relegse of mesalamine inthe colon, Tee Se ea es nee ve 
mended dose of 6.75 grams/day, for the treatment of active disease, provides 2.4 Carcinogenesis, Mutagenesis, Impairment of Fertility: Ina24-monthrat prague Necue ner ca tee ora stings in legs f 

ig CHiee Sansa Chie aadlto tie CONT sis, Mu tysin a2, Nervous: aphasia, dysphonia, gait abnormal, hypertonia, hypoesthesia, paresis, spasm 
TT hectare ave eevee Doser eno De ee oa eee ter 5 ne 2 genic. K height thi : , is cleaved is only minimally absorbed and largely inert. The mechanism of action of, °12S/Ka/day was not tumorigenic For a 60 kg person of average eight this cose Psychiat: anit, depression, nervousness, somnolence uel art Of represents 2.4 times the recommended human dose on a body surface area basis. Renroductive: menstrual disorder 
5-aminosalicylic acid is unknown, but appears to be topical rather than systemic. paicalaride disodium was nat genotoxic in the following in vitro or in vivo tests: eee a - ne 

! ic ey EDDA AS OU ORIONONCH NY MS TONY Pi 0 tests: Resistance Mechanism: abscess, immunoglobulins decrease, infection, moniliasis, Mucosal production of arachidonic acid metabolites, both through the cyclooxygenase ames tet, human lymphocyte chromosomal aberration test, and mouse lymphoma 
pathways, i.e., prostanoids, and through the lipoxygenase pathways, i.e., leuko- is ‘i viral infection i. z : au Ey cell (L5178V/TK+!-) forward mutation test, or mouse micronucleus test. However, it Respiratory: bronchospasm, dyspnea, hemoptysis tienes and hycroxeicosatetraenoic acts, is increased in patients with chronic. Was genotoxic nthe In wt Chinese hamster lng cal (CH VIGHGPAT) foward esata spasm, dyspnea, hemopy 
inflammatory bowel disease, and itis possible that 5-aminosalolic acd diminishes, fe Cro See ee eee eas 
inflammation by blocking production of arachidonic acid metabolites in the colon, uation test. : __ rash, pruritus, pruritus ani, psoriasis, skin ulceration 
Pharmacokinetics: COLAZAL capsules contain granules of balsalazide di- *2minobenzoyl- -alanine, a metabolite of balsalazide disodium, was not geno- Special Senses: conjunctivitis, earache, ear infection, its, parosmia, tate perversion, 
sodium which are insoluble in acid and designed to be delivered tothe colon intact. ‘Ox/@ in the Ames test and the mouse lymphoma cell (L5178Y/TKs/-) forward tinnitus, vision abnormal 
Upon reaching the colon, bacterial azoreductases cleave the compound to release tation test but was positive in the human lymphocyte chromosomal aber- Urinary: hematuria, interstitial nephritis, micturition frequency, polyuria, pyuria 
S-aminosaliylic acid, the therapeutically active portion of the molecule, and “ation test. N-acetyl-4-aminobenzoyl- -alanine, a conjugated metabolite of Post Marketing Reports: 
4-aminobenzoyl- -alanine. ‘ balsalazide disodium, was not genotoxic in Ames test, the mouse lymphoma cell The following events have been identified during post-approval use in clinical 
Absorption: In healthy individuals, the systemic absorption of intact balsalazide (L5178Y/TK+/-) forward mutation test, or the human lymphocyte chromosomal practice, of products which contain (r are metabolized to) mesalamine. Because they 
was very low and variable. The mean nx occurs approximately 1-2 hours after aberration test. Balsalazide disodium at oral doses up to 2 grams/kg/day, 2.4 are reported voluntarily from a population of unknown size estimates of frequency 
single oral doses of 1.5 grams or 2.25 grams. The absolute bioavailability of this times the recommended human dose based on body surface area, was found fo cannot be made. These events have been chosen for inclusion due to a combination 
compound was not determined. In a study of ulcerative colitis patients receiving ave no effect on fertility and reproductive performance in rats. =f serigusness, frequency of reporting, or potential causal connection to mesalamine. 
balsalazide, 1.5 grams twice daily, for over one year, systemic drug exposure, based Pregnancy - Teratogenic Effects: Pregnancy Category B. Reproduction studies Gastrointestinal: Reports of hepatotoxicity, including elevated liver function tests 
on mean AUC values, was up to 60 times areater (8 ng*hr/mL. to 480 ng‘hr/mL) Were performed in rats and rabbits at oral doses up to 2 grams/kg/day, 2.4 and (GOT/AST, SGPT/ALT, GGT, LDH, alkaline phosphatase, birubin), jaundice, cholestat- 
after equivalent multiple doses of 1.5 grams twice daily when compared to healthy 4-7 times the recommended human dose based on body surface area for the rat ic jaundice, cirrhosis, hepatocellular damage including liver necrosis and liver failure. 
subjects who received the same dose, There was a large intersubject variability in and rabbit, respectively, and revealed no evidence of impaired fertility or harm Some of these cases were fatal, however. no fatalities associated with these events 
the plasma concentration of balsaazide versus time profiles inal studies, thus its tothe fetus due to balsalazide disodium. There are, however, no adequate and were reported in COLAZAL cinical tals. One case of Kawasaki-like syndrome 
half-life could not be determined. The effect of food intake on the absorption ofthis well-controlled studies in pregnant women, Because animal reproduction studies. which included hepatic function changes was also reported, however, his event was 
compound was not studied. are not always preictive of human response, this drug should be used during gt ported in COLAZAL clinical tras 
Distribution: The binding of basalazide to human plasma proteins was 99%. pregnancy only if clearly needed , DRUG ABUSE AND DEPENDENCY: 
Metabolism: The products ofthe azoreductin ofthis compound, 5-aminosalcylic Nursing Mothers: I is not known whether balsalazde disodium is excreted in. abuse: None reported 
acid and 4-aminobenzoyi- -alanne, and theirN-aetylated metaboltes have been human mik. Because many drugs are excreted in human milk, caution should Denendency: ug dependence has not been reported with chronic administration of 
identified in plasma, urine and feces. be exercised when COLAZAL is administered to a nursing woman, eck 
Elimination: Less than 1% of an oral dose was recovered as parent compound, Pediatric Use: The safely and effectiveness of COLAZAL in pediatric patients  QYERDOSAGE: No case of overdose has occured with COLAZAL. A 3-year-old 
5-aminosalicylic acid or 4-aminobenzoyl- -alanine inthe urine of healthy subjects have not been established. bay is apes hav ingested 2 gram of other meslonine product He was 

atter single and multiple doses of COLAZAL, while up to 25% ofthe dose was ADVERSE REACTIONS: Over 1000 patients received treatment with COLAZAL in treated with iecao and activated charcoal with no averse reaction. 
recovered as the N-aceiylated metabolites n a study with 10 heathy volunteers, domestic and foreign clinical rls In four controlled nical rials patients recelv- an overdose occurs with COLAZAL use, treatment shoud be supportive, with 
65% of single 2.25 gram dose of COLAZAL was recovered as S-aminosaliyic ing a COLAZAL dose of 6.75 arams/day most fequently reported the folowing particular attention to corection of electrolyte abnormalities, 
acid, 4-aminobenzoyl- -atanine, and the N-acetylated metabolites in feces, while events (reporting frequency 3%), headache (8%), abdominal pain (6%), carrhea single oral dose ofbalslazide sodium at grams)kg or 4-aminobencoyl- -alanine, 
<1% of the dose was recovered as parent compound. = (6%), nausea (6%), vomiting (4%), respiratory infection (4%), and arthralgia (4%). a metabolite of balsalazide disodium, at 1 gram/kg was non-lethal in mice and rats. 
Ina study that examined the cispostion of basalazide in patients who were taking Withdrawal from therapy due to adverse events was comparable among patients On eymptoms of aute toxicity were seen at these doses, 
3-6 grams of COLAZAL daly for more than one year and who were in remission COLAZAL and placebo. 2 , o : DOSAGE AND ADMINISTRATION: For Treatment of Active Ucerative Colts the usual from ulcerative colts, less than 1% of an orl dose was recovered as intact bal- Adverse events reported by 1% or more of patients who participated inthe four well. DUSAGE AND 
salad in the urine Less than 4% ofthe dose was recovered as 5-aminosalyic controled, Phase 3 tas are presented by treatment group (abe 1) prea na cee eal 1 Oe ie tee eae 
acid, while virtually no 4-aminobenzoyl- -alanine was detected in urine. The urinary Table 1: ee Se (oqo Teatro for foe Mee omer Ne 

ee eee erie tee te baz Adverse Events Occurring in at Least 1% of COLAZAL and HOW SUPPLIED: COLAZAL is available as beige capsules containing 750 ma 
Special Ponubaiane Ulcerative Colts Patients in Controlled Trials balsalazde disodium and CZ imprinted in black. 
Geriatric: No information is avaliable forthe geriatric population, Adverse Event COLAZAL 6.75 grams/lay Placebo NDC 65649-101-02 Bots of 280 capsules 
Pediatric: The safety and effectiveness of balsalazide in the pediatric population [N= 259] [N=35] Store at 25°C (77°F); excursions permitted to 15-30°C (69-86°F). See USP Controlled 
have not been established. 9 Room Temperature. 
Gender; No adequate and well-controlled studies which examine balslazide in Headache ra oo) ae 
males versus females are available, ee pan e ee ue AK a i 
Renal Insufficiency: No adequate and well-controlled studies which examine bal- Nausea Gi) (ee) I ane ee ace eee 
salazide disposition in patients with mild, moderate, and severe renal impairment vee en ee by: Anabolic, Inc, Irvine, CA 92712 
are available, omitng *COLAZAL® isa registered trademark of Salix Pharmaceuticals, Ic 
Hepatic Insufficiency: No information is available for patents with hepatic impairment. Respiratory infection 9 (4%) 5 (14%) cana SION A EHEC ce 
Race: No information is available which examines balsalazide in diferent races.  Arthralgia 9(4%) = yng S ; 
Pharmacodynamic/Pharmacokinetic Relationship: No information is available. Rhinitis 6 (2%) = Oo Doe Nenenle 
Drug-Drug Interactions: Neither in vitro nor in vivo crug-drug interaction studies insomnia 62%) a A , : 
have been performed with balsalazde. Fatigue 6%) i References: 1. COLAZAL* prescribing information. Raleigh, NC: Salix 
CLINICAL TRIALS: Two randomized, double-bind studies were conducted acti lead 512%) 16% Pharmaceuticals, Inc; Dec. 2001. 2. Hanauer SB. Medical therapy of 
inthe fist trial, 108 paints with active mid to moderate ulertive colts with Ft nae ney ulcerative colitis. Lancet, 1993;342:412-417. 3. Levine DS, Riff DS, Pruitt 
sigmoidoscopy findings of friable or spontaneously bleeding mucosa were randomized a ( Bu = R, et al. A randomized, double-blind, dose-response comparison of 
and treated with balsalazide 6.75 grams/day or balsalazide 2.25 grams/day. The Fever 52h) = balsalazide 6.75 g, balsalazide 2.25 g, and mesalamine 2.4 g in the 

primary efficacy endpoint was reduction of rectal bleeding and improvement of at least Dyspepsia 5 (2%) = treatment of active, mild to moderate ulcerative colitis. Am J 
one of the other assessed symptoms (sto! frequency, patent functional assessment, Pharyngitis 4 (2%) = Gastroenterol, 2002,97:1398-1407. 4. Pruitt R, Hanson J, Safdi M, et al 
abdominal pain, sigmoidoscopic grade, and physician's global assessment (PGA)). Pain 4 (2%) 1 (3%) Balsalazide is superior to mesalamine in the time to improvement of 
Outcome assessment for rectal bleeding at each interim period (week 2, 4, and 8) Coughing 4 (2%) = signs and symptoms of acute mild to moderate ulcerative colts, 
encompassed a4 day period 06 hous), Results demonstrated a statistically significant — Back pain 4 (2%) 18%) Am J Gastroenterol. 2002;97:3078-3086. 
diference between hgh and low doses of COLAZAL (Figure 1) rare 4%) i 

Figure 1: Percentage of Patients Improved at 8 Weeks inary tact infection 31%) = 
20%) Sinusitis 3 (1%) 4 (3%) 

mer fae Myalgia 3.(1%) = 
E comp oane asi Frequent stools 3 (1%) 1 (9%) 

so: ee 0% Flu-like disorder 3(1%) — é ‘ wal | r 
2 ae 49% a Dry mouth 3.(1%) = Salix@, 

som} [25%] : cc Dizziness a) 2109) abreast ieee oe 
E 20%. i 25% | fe Cramps 3 (1%) = Nasser Cates 

104 Uf Constipation 3 (1%) = Web site * www.salix.com 
oe =o 0 _ The number of placebo patients is too smal for valid comparisons. Some adverse E-mail customerservice@sallxpharm.com 

Stoo! Blood Stool Frequency Sigmoidoscopy events, such as abdominal pain, fatigue, and nausea were reported more frequently 8540 Colonnade Center Drive, Suite 501, Raleigh, NC 27615. 
[1 COLAZAL 2.25 g (0.8 g mesalamine equivalents) in women subjects than in men. Abdominal pain, rectal bleeding, and anemia canbe Tel « 866.669.SLXP (7597) ©2004 Salix Pharmaceuticals, Inc. 
ctl grace cree ae) part ofthe cnical presentation of ulcerative colts, All rights reserved. PRMCOL 03/54



Specifically designed for 99% delivery of 5-ASA directly to the colon’ 

§ Azo-bonded prodrug activated in the colon’ 

© Unique mechanism of release maximizes 5-ASA liberation’ 

Proven improvement in clinical signs/symptoms of mildly to moderately 
active ulcerative colitis (UC)* 

E Results of clinical trials show: 

¢ Excellent efficacy of COLAZAL in patients with left-sided disease** 
¢ Less rectal bleeding and lower stool frequency™ 

¢ Improved sigmoidoscopy scores‘ 

Well tolerated in clinical trials and studied in over 1000 patients’ 
} E Sulfa-free prodrug with an inert carrier molecule’ 

B Plus, COLAZAL is lactose free’ 

Does not relieve symptoms in all patients; your patients’ results may vary. In four well-controlled clinical trials, 
patients receiving a COLAZAL dose of 6.75 g/day most frequently reported the following events (reporting 
frequency 23%): headache (8%), abdominal pain (6%), diarrhea (5%), nausea (5%), vomiting (4%), respiratory 
infection (4%), and arthralgia (4%). Withdrawal from therapy due to adverse events was comparable to placebo. 
COLAZAL is contraindicated in patients with a hypersensitivity to salicylates. Safety and effectiveness of COLAZAL 
beyond 12 weeks have not been established. 
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(balsalazide disodium) 
= = 

Coloncentric. UC Relief. 
Please see accompanying full prescribing information for COLAZAL.



COLAZAL (kdl a zal) ae s 
(oalsalazide disodium) Capsules 
DESCRIPTION: Each COLAZAL capsule contains 750 mg of balsalazde disodium, — A second study, conducted in Europe, confirmed findings of symptomatic improvement. The following adverse events, presented by Dody system, have also been infre- 
a prodrug that is enzymatically cleaved in the colon to produce mesalamine INDICATIONS AND USAGE: quently reported by patients taking COLAZAL during clinical trials (N = 513) for 
(G-aminosalioyc acid), an ant-inflammatory drug. Each daily dose of COLAZAL COLAZAL is indicated forthe treatment of mildly to moderately active ulcerative the treatment of active acute ulcerative colitis or from foreign post-marketing 
(6.75 grams) is equivalent to 2.4 grams of mesalamine. Basalazde disodium has the cols. Safety and effectiveness of COLAZAL beyond 12 weeks has not been reports. In mast cases no relationship to COLAZAL has been established. 
chemical ne ee et _conaeatont pienylao}-2- esebished Body as a Whole: abdomen enlarged, asthenia, chest pain, chills, edema, hot fushes, 
ydroxybenzoic acid, disodium salt, dihydrate. its structural formula is: CONTRAINDICATIONS: COLAZAL is contraindicated in patients with hyper malaise 
Naooc sensitivity to salioylates or to any of the components of COLAZAL capsules of Cardiovascular and vascular: bradycardia, deep venous thrombosis, hypertension, 

Q balsalazide metabolites, leg ulcer, palpitations, pericarditis 
Ho. NEN C —NH-CH,-CH,-COONe-2H,0 PRECAUTIONS: Of the 259 patients treated with COLAZAL 6.75 grams/day in Gastrointestinal: amylase increased, bowel irregularity, ulcerative colitis aggravated, 

Controlled clinical trials of active disease, exacerbation of the symptoms of colitis, iarrhea with blood, diverticulosis, epigastric pain, eructation, fecal incontinence, 
: possibly related to drug use, has been reported by 3 patients, feces abnormal, gastroenteritis, giardiasis, glossitis, hemorrhoids, melena, neoplasm 

Moc Ne fae ah aie ee pyloric stenosis may have prolonged gastric retention of benign, pancreatitis, ulcerative stomatitis, stools frequent, tenesmus, tongue discol- 
 CH,.N.O,Na, @2H,( )LAZAL N oration 

Balsalazide disodium is a stable, odorless orange to yellow microcrystalline powder. Renal: At doses up to 2000 mg/kg (approximately 21 times the recommended 6.75 Hematologic: anemia, epistaxis, brinogen plasma increas thrombi 
itis frely soluble in water and isotonic saline, sparingly soluble in methanol and grams/day dose on a mg/kg basis for a 70 kg person), COLAZAL had no nephro- See TE hie themotons avese, Feuer ona 
atl an practzaly nhl nal he organi sobs toxic effects in rats or dogs. Renal toxicity has been observed in animals and patents ver and biliary: bilirubin increase, hepatic function abnormal, SGOT increase 
inactive Ingredients: Each hard gelatin capsule contains colloidal sticon dioxide and given other mesalamine products. Therefore, caution should be exercised when spr increase : , : 
mens eal, he som covet ofeach cans gona 66mg, atinstng COLAZAL to pans wth non eal nono say I eters panies open eho alone: mater 

AL PH fe renal disease. Iymphoma-lke disorder, lymphopenia ) : ; 
Balsalazide disodium is delivered intact to the colon where its cleaved by bacterial Drug Interactions: No drug interaction studies have been conducted for Netaboi and nintGel Gel phosphokinase increased, hypocalcemia, 
azoreduction to release equimolar quantities of mesalamine, which is the therapeu- COLAZAL, however, the use of orally administered antibiotics could, theoretically, it rf “ 
tically active portion of the molecule, and 4-aminobenzoyl-B-alanine. The recom- interfere with the release of mesalamine inthe colon, yx Op tee ee Cece, We ONC Tas 
mended dose of 6.75 grams/day, forthe treatment of active disease, provides 2.4 Carcinogenesis, Mutagenesis, Impairment of Fertility Ina 24-month at Gprague Mca SE Ie Oe aeieaT pe Convene 
grams of free 5-aminosaliylic acid to the colon, Dawiey) carcinogenicity stu See s p NDeA ai, WVDDES TES, Dares SO : r y) carcinogenicity study, oral (dietary) balsalazide disodium at doses up to generalized, tremor 
The 4-aminobenzoyl-B-alanine carrier moiety released when balsalazide disodium 2 grams/kg/day was not tumorigenic. For a 50 kg person of average height this dose Psychiatric: anxiety, depression, nervousness, somnolence 
is cleaved is ony minimally absorbed and largely ine. The mechanism of action of represents 2.4 times the recommended human dose ona ody surface area bass. Retrodctve: menstrual isrder , 

5-aminosalcyic acid is unknown, but appears to be topical rather than systemic. Balsalaide disodium was not genotoxic in the following in vitro or in vivo tests: Resistance Mechanism: abscess, immunoglobulins decrease, infection, moniass, 
Muctslrtction of aracidonc acid mealies, pot though te ccoonyensse Ames test, human ymphooytchromasomal beraton txt, and mouse mphoma ya infection ’ as , 
pathways, ie. prostanoids, and through the lipoxygenase pathways, ie. IeukO- cei (L5178Y/TK+!-) forward mutation test, or mouse micronucleus test. However, it Respiratory bronchospasm, dyspnea, hemoptysis 
tienes and hydroryeicosatetraenoic acids, is increased in patients with chronic Was genotoc inthe in vito Chinese hamster lng cell (CH VTG/HGPRT) forward es oraron” bronchospasm ysnes enon 
inflammatory bowel disease, and itis possible that 5-aminosalicylic acid diminishes mutation test Be ae eae ome oe oe nodosum, erythematous 
inflammation by blocking production of arachidonic acid metabolites in the colon. ; ea pruritus, i, psoriasis, kin ul re aR Nee COLAZA i |. 4-aminobenzoyi-B-alanine, a metabolite of balsalazide disodium, was not gen0- Special Senses: conjunctivitis, earache, ear infection, iris, parosmia, taste perversion, armacokinetics: COLAZAL. capsules contain granules of balsalazide di- toxic in the Ames test and the mouse h 5 : ae d lymphoma cell (L5178Y/TK+/-) forward tinnitus, vision abnormal 
sodium which are insoluble in acid and designed tobe delivered to the colon intact. station test but Te os er ORB TEH ok , vision abnormal 
Upon reaching the colon, bacterial azoreductases cleave the compound to release tation test but Was positive in The human lymp! cyte chromosomal aber- Urinary: hematuria, interstitial nephritis, micturition frequency, polyuria, pyuria 
Fonnealesi cod. te teepautely acve poron of the molezue, ang ‘aot test. N-acey4-aminobenzoy-B-lanne, a conjugated metaboite of Pot Marketing Reports: 
4-aminobenzoyl-B-alanine. balsalazide disodium, was not genotoxic in Ames test, the mouse lymphoma cell The following events have been identified during post-approval use in clinical 

Absorption: In healthy individuals, the systemic absorption of intact balsalazide Pou) frvad ‘mutation ts, o the human lymphocyte chromosomal rece, of products which contain or are metabolize) mesalaie, Because they 
wwas very low and variable, The mean C... occurs approximately 1-2 hours after Be"ration test. Balsalazide disodium at oral doses up to 2 grams/kg/day, 24 are reported voluntarly from a population of unknown size estimates of frequency 
single oral doses of 1.5 grams or 2.25 grams. The absolute bioavailability of this ‘times the recommended human dose based on body surface area, was found to cannot be made. These events have been chosen for inclusion due to a combination 

compound was not determined, Ina study of ulcerative coltis patients receiving ave no effect on fertility and reproductive performance in rats. of seriousness, frequency of reporting, or potential causal connection to mesalamine, 
balsalazde, 1.5 grams twice daily, for over one year, systemic drug exposure, based Pregnancy - Teratogenic Effects: Pregnancy Category B. Reproduction studies Gastrointestinal: Reports of hepatotoxicity, including elevated liver function tests 
con mean AUC values, was up to 60 times greater (8 ng*hr/mL to 480 ng*hr/ml) Were performed in rats and rabbits at oral doses up to 2 grams/kg/day, 2.4 and (SqoT/AST, SGPT/ALT, GGT, LDH, alkaline phosphatase, blubin, jaundice, choletat- 
after equivalent multiple doses of 1.5 grams twice daily when compared to healthy 4-7 times the recommended human dose based on body surface area for the rat ig jaundice, cirhosis, hepatocellular damage including liver necrosis and liver failure 
subjects who received the same dose. There was a large intersubject variability in and rabbit, respectively, and revealed no evidence of impaired fertility or harm Some of these cases were fatal, however, no fatalities associated with these events 
the plasma concentration of balsalazide versus time profiles in al studies, thus its _t0 the fetus due to balsalazide disodium. There are, however, no adequate and were reported in COLAZAL clinical trials. One case of Kawasaki-like syndrome 
half-life could not be determined. The effect of food intake on the absorption of this Well-controlled studies in pregnant women. Because animal reproduction studies hich included hepatic function changes was also reported, however, this event was 
‘compound was not studied. are not always predictive of human response, this drug should be used during not reported in COLAZAL clinical trials. y 

Distribution: The binding of balsalazce to human plasma proteins was >99% pregnancy only if clearly needed. DRUG ABUSE AND DEPENDENCY: 
Metabolism The products of the azoreduction of this compound, §-aminosaliylic Nursing Mothers: It is not known whether balsalazide disodium is excreted in abuse: None reported 
acid and 4-aminobenzoyl-B-alanine, and their N-acetylated metabolites have been a ae sae hanya a ores in human milk, caution should Dependency: Drug dependence has not been reported with chronic administration of 
identified in plasma, urine and feces e exercised when is administered to a nursing woman. mesalamine 
Elimination: Less than 1% of an oral dose was recovered as parent compound, Pediatric Use: The safety and effectiveness of COLAZAL in pediatric patients OVERDOSAGE: No case of overdose has occurred with COLAZAL. A 3-year-old 
5-aminosalicylic acid or 4-aminobenzoyi-B-alanine in the urine of healthy subjects have not been established. boy is reported to have ingested 2 grams of another meselamine produc. He was 
after single and multiple doses of COLAZAL, while up to 25% of the dose was ADVERSE REACTIONS: Over 1000 patients received treatment with COLAZAL in treated with ipecac and activated charcoal with no adverse reactions. 
recovered as the N-acetylated metabolites. Ina study with 10 healthy volunteers, domestic and foreign clinical trials. n four controlled clinical trials patients recelv- fan verdose occurs with COLAZAL use, treatment should be supportive, with 
65% of a single 2.25 gram dase of COLAZAL was recovered as 5-aminosalicyic ing a COLAZAL dose of 6.75 grams/day most frequently reported the folowing particular attention to corection of electrolyte abnormalities. : 
acid, 4-aminobenzoyi-B-alanine, andthe N-acetylated metabolites in feces, wile events (reporting frequency 23%), headache (8%), abdominal pan (6%), diarhea singe oral dase of basalazde disodium at 5 grami/kg or 4-aminobenzoyl--alaine, 
<1% of the dose was recovered as parent compound. (6%), nausea (6%), vomiting (4%), respiratory infection (4%), and arthralgia (4%). a metabolite of basalazide disodium, a 1 granvkg was non-lethal in mice and ras, 
ina st that examined te isin of balsa palit who were taking Withdrawal from therapy due to adverse events was comparable among patients Yo symptoms of acute toxicity were seen at these doses 

-6 grams of ally for more than one year and who were in remission on COLAZAL and placebo. DOSAGE AND ADMINISTRATION: For Treatment of Active Ulcerative Cots th 
from ulcerative colitis, less than 1% of an oral dose was recovered as intact bal- Adverse events reported by 1% or more of patients who participated in the four well- ee is three 750 mg Catena the enti ine a 
salazide in the urine, Less than 4% ofthe dose was recovered as 5-aminosalicylic controlled, Phase 3 trials ae presented by treatment group (Table 1). i : : ‘ , fora total daly dose of 6.75 grams for a duration of 8 weeks. Some patients in the acid, while virtually no 4-aminobenzoyl-B-alanine was detected in urine. The urinary é 
recovery of the N-acetylated metabolites comprised 20-25% of the balsalazide ee ele es mare a ee Thee Weebl rocuTen sues ware performed Tn tis populton ‘Adverse Events Occurring in at Least 1% of COLAZAL and HOW SUPPLIED: COLAZAL is available as beige capsules containing 750 mg 
Special Populations ji Ulcerative Colitis Patients in Controlled Trials balsalazide disodium and CZ imprinted in biack. 

Geriatric: No information is available forthe geriatric population. Adverse Event COLAZAL 6.75 gramsiday Placebo NDC 65649-101-02 Bottles of 280 capsules 
Pediatric: The safety and effectiveness of balsalazide in the pediatric population [N= 259] [N=35] Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). See USP Controlled 
have not been established. a tn = Vm ROOM Temperabures 
Gender: No adequate and well-controlled studies which examine balsalazide in Headache 22(8%) eel 
males versus females are avaiable, ‘Abdominal pain 16 (6%) 1%) boy 
Renal Insufficiency: No adequate and well-controlled studies which examine bal- Nausea 14 (6%) 2 (6%) Manufactured for Salix Pharmaceuticals, Inc., Raleigh, NC 27615 
salazide disposition in patients with mild, moderate, and severe renal impairment Diarrhea 14 (6%) 1 (3%) by: Anabolic, inc, Irvine, CA 92712 
are available. Vomiting 11 (4%) 2 (6%) oe arene 
Hepatic Insufficiency: No information is available for patients with hepatic impairment. Respiratory infection 9(4%) 5 (14%) 'COLAZAL* isa registred trademark of Salx Pharmaceuticals, Ine, 
ace: No information is available which examines balsalazide indifferent races. arthralgia 9 (4%) a Copyright ©2000, Salix Pharmaceuticals, Inc. 
Pharmacodynamic/Pharmacokinetic Relationship: No information is available. Rhinitis 62%) ze 6075,02/August 2002 
Drug-Drug Interactions: Neither in vitro nor in vivo drug-drug interaction studiés jnsornnia 52%) = 
have been performed with balsalazide. 1 COLAZAL® formation. Raleigh, NC: 
CLINICAL TRIALS: Two randomized, double-blind studies were conducted. nee eee or ferences braser bing ivormetion: Raleigh, Ne oe feared bean 5 (2%) 1%) Salix Pharmaceuticals, Inc; Dec. 2001. 2. Hanauer SB. Medical 
Ine iat e108 pats wi aclive ls) mover Ucn ca i therapy of ulcerative colitis. Lancet. 1993;342:412-417. 3. Levine DS, 

sigmoidoscopy findings of friable or spontaneously bleeding mucosa were randomized Flatulence 5 (2%) = py ot ace iy Sere ei g 
ain treated with bakalazde 6175 eramslay or balslvide 2.25 gramslaay. The Fever 5%) a Riff DS, Pruitt R, et al. A randomized, double-blind, dose-response 

primary efcacy endpoint was eduction ofreca bleedng and improvement of atleast Dyspepsia 5 (2%) = comparison of balsalazide 6.75 g, balsalazide 2.25 g, and mesalamine 
‘one of the other assessed symptoms (stool frequency, patent functional assessment, Pharyngitis 4 (2%) im 24g in the treatment of active, mild to moderate ulcerative colitis 
abdominal pain, sigmoidoscopic grade, and physician's global assessment (PGA). Pain 42%) 1%) Am J Gastroenterol, 2002;97:1398-1407. 4. Pruitt R, Hanson J, Safdi 
Outcome assessment for rectal bleeding at each interim period (week 2, 4, and 8) Coughing 4 (2%) ie M, et al. Balsalazide is superior to mesalamine in the time to 
encompassed a 4 day period (96 hours). Results demonstrated a statistical significant Back pain 40%) 16%) improvement of signs and symptoms of acute mild-to-moderate 
sifeence between high and low doses of COLAZAL ut 1) neta 412%) ulcerative colitis. Am J Gastroenterol, 2002,7:3078-3086. 

Figure 1: Percentage of Patients Improved at 8 Weeks Uiary tract eatin 31%) a 
es Sinusitis 3 (1%) 18%) 
a eee ae Myalgia 3 (1%) = 

Fa RS Frequent stools 3 (1%) 1%) 
¥ son ------ coon acct LT E Meer at - , 

a cl x »  Salix@ 
2 oof] Dizziness 31%) 26%) Sallx@. 
2 __ ih! i. Cramps 3.(1%) = enema 

10%}--+| Jah .......| fie. Constipation 3 (1%) = Web site « www.salix.com 

oy eo on. a The number of placebo patients is too small for valid comparisons. Some adverse "Malle customer.service@salixpharm.com 
Sealer Sere ya eer events, such as abdominal pain, fatigue, and nausea were reported more frequently 8540 Colonnade Center Drive, Suite 501, Raleigh, NC 27619. 
1 COLNZAL 225 (0.89 mesaamine equivalents) in women subjects than in men. Abdominal pain, rectal bleeding, and anemia canbe Tel e 866.669.SLXP (7597) ©2002 Salix Pharmaceuticals, Ino. 
COLAZAL 6:75 9 (24g messlamine equivalents) part ofthe clinical presentation of ulcerative colts. All rights reserved. PRM-COL 02/18
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