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Probiotics May Prevent Antibiotic-Related Diarrhea

BY JEFF EVANS

Senior Writer

ORLANDO, FLA. — Daily intake of a
lactobacilli-fermented milk may help pre-
vent antibiotic-associated diarrhea in hos-
pitalized patients, Natalie A. Fortier re-
ported at the annual meeting of the
American College of Gastroenterology.

Few of the published studies on the use
of probiotics to prevent antibiotic-associ-
ated diarrhea have had a strong random-
ized, placebo-controlled design, said Ms.
Fortier of the University of Montreal.

The daily drink, which contained 50 bil-
lion colony-forming units of live Lacto-
bacillus acidophilus and L. casei, was asso-
ciated with significantly fewer cases of
antibiotic-associated diarrhea (7 of 41 pa-
tients) than was a placebo drink com-
posed of lactoserum devoid of any mi-
croorganisms (16 of 43 patients).

Ms. Fortier and her colleagues at the
university defined antibiotic-associated di-
arrhea as three or more liquid stools in a
24-hour period in the randomized, double-
blind trial.

The researchers provided the active
treatment or placebo daily to adult pa-
tients with an average age of 70 years on
the 7-10 days that they were taking an-
tibiotics and obtained follow-up from the

Early Colorectal
Ca Screening in
Minorities

ORLANDO, FLA. — Colorectal cancer
occurs at a high enough rate in African
Americans and Hispanics under 50 years
of age to warrant screening starting at age
40, according to Jaydutt Vadgama, Ph.D.,
of the Charles R. Drew University of Med-
icine and Science, Los Angeles.

In a retrospective study, Dr. Vadgama
found that of 148 patients who had been
diagnosed with colorectal cancer at the
Martin Luther King/Drew Medical Center
during 1996-2004, 38 (26%) were younger
than 50 years of age. At diagnosis, the 38
patients had a median age of 42 years. Half
of the patients under age 50 had a family
history of colorectal cancer.

During 1993-1997, 46% of the 11,615
cases of colorectal cancer in African Amer-
icans and Hispanics in California occurred
in patients younger than 50 years.

“Colorectal cancer screening should be
considered in African Americans and His-
panics beginning at age 40 regardless of
family history,” the researchers suggested
in a poster presentation at the annual
meeting of the American College of Gas-
troenterology.

The college’s guidelines on colorectal
cancer screening, published in 2000, rec-
ommend that patients at higher than av-
erage risk for colorectal cancer should be
screened by colonoscopy at an age of 40
years or 10 years younger than the age of
the youngest affected relative at diagnosis,
whichever is earlier.

—Jeff Evans

patients for 21 days after they stopped
taking antibiotics.

The patients began prophylactic treat-
ment in the first 48 hours after starting an-
tibiotics, which were primarily for upper
respiratory tract infections.

Those with active diarrhea, GI bleeding,
inflammatory bowel disease, Clostridium
difficile infection in the last 3 months, a high
risk of an immunocompromised state, lac-
tose intolerance, or a regular intake of
probiotics were excluded from the trial.

Diarrhea associated with C. difficile oc-
curred less often in patients who received
the active treatment (1 of 41) than in place-
bo patients (7 of 43), although the differ-
ence did not reach statistical significance.

Actively treated patients had a signifi-
cantly shorter median length of stay in the
hospital, compared with patients who re-
ceived placebo (8 days vs. 10 days).

Ms. Fortier and her associates obtained
their results from a multivariate analysis af-
ter controlling for risk factors for antibi-

otic-associated diarrhea and C. difficile-as-
sociated diarrhea as well for the fact that
significantly more placebo patients re-
ceived B-lactam antibiotics (67%) than did
actively treated patients (41%).

Side effects—mostly of a GI nature—oc-
curred in nearly half of patients in each
group, she said.

The active and placebo preparations
were provided by Bio-K+ International
Inc., Laval, Que., which manufactures and
markets the active treatment. u
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BRIEF SUMMARY of PRESCRIBING INFORMATION

INDICATIONS AND USAGE: ZOMIG is indicated for the acute treatment of migraine with or without aura n adults. ZOMIG i not mtended
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tion, or documented silent ischemia) or to patients who have symptoms or indings consistent with ischemic heart disease, coronary
anery vasospasm, including Prinzmetal's variant angina, or other significant underlying cardiovascular disease (see WAHNIHGS
Because ZOMIG may increase blood pressure, it should not be given to patients with uncontrolled hypertension (see WARNINGS).
ZOMIG should not be used within 24 hours of treatment with anofher 5-HTy agonist, or an ergotamine-containing or ergot-type med-
ication like dihydroergotamine or methysergide.

ZOMIG should not be administered to patients with hemi I%gn: or basilar migraine. Concurrent administration of MAO-A inhibitors or
use of zolmitriptan within 2 weeks of discontinuation of A inhibitor therapy is contraindicated (see CLINICAL PHARMACOLOGY:
Drug Interactions and PRECAUTIONS: Drug Interactions). ZOMIG is contraindicated in patients who are hypersensitive {o zolmitrip-
tan or any of its inactive ingredients.

WARNINGS: ZOMIG should only be used where a clear diagnosis of migraine has been established. Risk of Myocardial Ischemia
and/or Infarction and Other Adverse Cardiac Events: ZOMIG should not be given to patients with documented ischemic or vasospastic
coronary artry disease (see CONTRAINDICATIONS). It is strongly recommended that zolmitriptan not be given to patients in whom
unrecognized coronary artery disease (EAD) i predicted by the presence of risk faclors (€.g., hypertension, hypercholesterolemia,
‘smoker, obesity, diabetes, strong family history of CAD, female with surgical nvnnvsmlnuleal menonanw or male over 40 years l)HnEJ
unless a cardiovascular evaluation pr nnsmlnry clinical evidence that the pati ly free of coronary artery an
ischemic myocardial disease or other significant underlying cardiovascular disease. The :ens v |y o hrac diagnostic procedures
to detect cardiovascular disease or pre lsnnsmnn to coronary artery vasospasm is modest, at best. If, during the cardlnvawulareval-
uation, the patient’s medical history, electrocardiographic or other investigations reveal indings ndicaie of, or consistent with, coro-
nary artery Vasospas or mBm:armal ischemia, zolmitriptan should not be administered (see ONTRAINDIEATIOMS) For uahanls with
Tisk factors predictive of CAD, who are dete rmmed 1o fave a satisactory cardiovasclar evaluat | , itis :Irnngly recommended that

Nursing Mothers: It is not known whether zolmitriptan s excreted in human milk. Because many drugs are excreted in human ik, cau-
tion should be exercised when zolmirptan is administered fo  nursing woman. Lactating rats dosed with zolmitriptan had milk fevels equiv-
alent to matemal plasma levels at 1 hour and 4 times higher than plasma levels at 4 hours.

Pediatric Use: Safety and effectiveness of ZOMIG in pediatic patients have not been established therefore, ZOMIG is not recommended
for use in patients under 18 years of age. Postmarketing experience with other triptans includes a imited number of reports that describe
peditric ptients who have experienced clinically Serious adverse events that are Similar in nature to those reported rarly in adults
Geriatrc Use: Athough the pharmacokinetic disposition of the drug in the elderly is similar o that seen in younger adults, theré s no
information aboutthe safety and effectiveness of zolmitrotan n this population because patients over age 65 viere excluded from the con-
trolled cinical trias. (see CLINICAL PHARMACOLOGY: Special Populations)

ADVERSE REACTIONS: Serious cardiac events, including myocardial infarction, have occurred following the use of ZOMIG Tablets.
These events are extremely are and mnsl have been rennned in uallenls with risk factors predictive of CAD. Events reported, in

s, have IY f m, transient myocardial ischemia, myocardial infarction,
vellmnulananhynarala al dvellmnulalllhrlllalmn (see CWIITM INDICATIONS, WARNINGS, and PRECAUTIONS).

Incidence in Controlled Clinical Trials: Among 2,633 patients treated with ZOMIG Tablets in the active and placebo controlled trials, no
patients withdrew for reasons related to adverse events, but as patients treated a single headzche in thes trils, the opportunity for dis-
continuation vs limited. In a long-term, open label study where patients were allowed to treat multple migraine attacks for up to 1 year,
8% (167 out of 2,058) withdrew from the tral because of adverse experience. The most common events were paresthesia, asthenia, nau-
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le 1: Adverse Experience Incidence in Five Placebo-Controlled
Migraine Dlmu:al Trials: Events Reported By > 2% Patients Treated With ZOMIG Tablets

administration ofthe irst ose of zalmitriptan ol
ity ules th palen s prviously e milan. Dok oo Schomis o ok 110 v o i symp-

s, consideration should be given to obtaining an the first occasion of use an electracardiogram (ECG) during the interval imme-
mama following ZOMIG, i these patients with risk factors. Iis recommende that patients who are intermittent long-term users of
ZOMIG and who have or acquire risk factors predictive of CAD, as described above, undergo periodic inerval cardiovascular evalua-

ognized cardiovascular disease 'll|| be inadvertently exposed to zolmitriptan.
Cardiac Events and Fatalities: Serious adverse cardiac events, including acute myocardial infarction, have been reported ithin a few hours
following adminiStation of zomiiptan. Lfe-threatening disturbances of cardiac rhythm, and death have been reported witin a few hours fol
lowing the adminisration of other 5-HT+ agonists. Considering the extent o use of 5-HT{ agonists in patients with migraine, the incidence
of these events is extremely ow. ZOMIG can case coronry vasospasm: a least one of thse events occurrad i a patient with no cardiac
disease history and vith documented absence of coronary artery disease. Because o the close proximity o the events to ZOMIG use, a causal
illonsicanotbe exclded, I he cases whte e s b ktoun Underying otoaryaary s the elatonstp & uncran.
Patients with symptomatic Wolff-Pz Whi with other cardiac accessory conduction pathway dis-
orers shul o e 20MG
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Postmarketing experience with zolmitrptan: Serious cardiovascular events s bosn reported in association with the use of ZOMIG
Tablets, and in ery rare cases, these events have occurted in the absence of known cardiovascular disease. The uncontrolled nafure of post-
marketing survellance, however, makes it impossibl to determine definitively the proportion of the reported cases that were actualy caused by
Zolmitrptan or o reliably assess causation in individual cases.
Cerebrovascular Events and Fatalities with 5-HT4 agonists: Cerebral hemorthage, Subarachnoid_hemorrhage, Stroke, and ofher
cotebrovasca vens v een reprtd i ptots e il 54T agarists: and o havereuled i 1n 2 numberof cass,
it appears possible thatthe cerebrovascular events vere primary, the agonis having been adminisered inthe incorrect belef that the symptoms
experienced were a consequence of migraine, when they were not. It should be noted that patients with migraine may be at increased risk of
outa servasolr o (e, ik emarkag, nsen st )
Other Vasospasm-Related Events: 5-HT1 agonists may cause vasospastic reactions other than coronary artery vasospasi such as
peripheral and gstointestnal iy & gl ey e e B s
schemic cluhtls S asrimesina Iarcion o necrois have been téporte i ZOVIG TAB, ese ey present s ooty anea o
abdominal pain.
Increase in Blood Pressure: As with other 5 HT1 agonists, significant elevati rare occa-
sions ith ZONIG T e, palets i ar wHHOL ity of nyprtnsion ety rarly 1656 Nresss n iog pessr e beoh
assocted it sgfcat incal aens, Zaimirpan s convandcated i gaténs i unconoled Pernsn, I wouncers, an
increase of 1 a g in the systolc and diastolc blood pressure, respectively, was seen at 5 mg. In the headache tral, vt signs
Tz MeASUTe only i Sall IpSht hoy a7 Gect o Dot pIcur was S 2 Sy f Pl Wil oGO 1y sovra
liver disease, 7 of 27 experienced 20 to 80 mm H elevations in systolc andior diastolc blood pressure afte a dose of 10 mg of zomitriptan
(see CONTRAINDICAT\ INS). An 18% increase in mean pulmonary artery pressure was seen following dosing with another 5-HT1 agonist
in'a study evaluating subjects undergoing cardiac catheterization.

PRECAUTIONS
General: As vith other 5-HT1g1p agonsts, sensations of tightness, pain, pressure, and heaviness have been reported afte treatment with
ZONIG Tablt 1 h reordam, gt neck and . Becatss ot may cass coraany ey asosges, Bl whosernce
signs or ' angina following dosing resence of GAD or a predisposition to Prinzmetal's vari-
o e ctonl Goso o aGcton, 4 <ot b montred ocrocdotaohcay 1 i eunes a0 -
lar sympioms recur. Similaly, patents who experience ofher symptoms or signs suggestive of decreased arteril flow, such 2 ischemic
bowel syndrome or Raynaud's syndrome following the use of any 5-HT} agonit are candidates for further evaluation (see WARNINGS)
Zolmitriptan should aiso be administred with caution to patients with diseases that may alter the absorption, metabolism, or excretio of
rugs, Such s mpad hepatc functon (see CLINGAL PLARMAGOLOGY). Fo a ghen tack i patentdoe no espond 1t 5t dose
of zolmitrptan, the diagnosis of migraine headache should be reconsidered before administration of a second dose.
Binding o Melai-Contaning isses: Wnen pgmenad s s g a sl ora ose o 10 g of raddlabeld omiipan, e
radioactvity n the eye afte 7 days, th iatest time point examined, was stil 75% of the value measured atter 4 hours. This suggests that
zolmitriptan and/or its metabolites may bind to the melanin of the eye. Because there could be accumulation in me\amn YICI\ tissues over time,
1 rase th ossiiy it ot oudcae oSty i hse U5 afr oXanded us. o, 0 s onte el rted

Z0MIG 2006 700G
Adverse Event Type Placebo 1mg 25mg 5mg
(n=401) (n=163) (1=498) _ (n=1012)
ATYPICAL SENSATIONS % 12% 12% 18%
Hypesthesia 1% 1% 1% 2%
Paresthesia (ol types) 2% 5% % %%
ensation varm/cold % 6% 5% 7%
PAIN AND PRESSURE SENSATIONS % 13% 14% 2%
nestpanginesspressurs andor heainess 1% % 3% 4%
Neckfthroatjaw-pain/tightness/pre 3% % % 10%
cines et than ChESL o k. 1% 1% 2% 5%
zit-location specified 1% 2% 2% 3%
Other-pressureftightness heaviness 0% 2% 2% 2%
DIGESTIVE % 11% 16% 14%
Dry mouth 2% % 3% 3%
Dyspepsia 1% 3% 2% 1%
Dysphagia 0% 0% 0% 2%
Nausea 4% 4% 9% 6%
NEUROLOGICAL 10% 1% 11% 21%
Dizziness 4% 6% 8% 10%
Somnolence 3% 5% 6% 8%
Vertigo 0% 0% 0% 2%
OTHER
Asthenia 3% 5% 3% 9%
Palpitations 1% 0% <1% 2%
Myalgia <1% 1% 1% 2%
Myasthenia <1% 0% 1% 2%
Sweating 1% 0% 2% 3%
Z0MIG i generally well tolerated. I doses, most ransient and did not ead to long-lasting ffects.

T et it i i ool v s by gendsr welgh, or age o the patients; use of prophylactic
medications; or presence of aura. There were insufficient data to assess the impact of race on the incidence of adverse events.

Other Events: I the paragraphs tha folow, the frequencies of less commonly reported adverse clinical events are presented. Because the
eports include events observed in open and uncontrolled studies, the role of ZOMIG in their causation cannot be reliably determined.
Furtemoe, arlot assooted vihaers yent reoring, o lrminology s 1o cesrb achersseents, i, It s of
the gtantae equency stmaes provded, Event oguende ao cacuate g te numbr of paterts o used ZOMIG Tablets
(1=4,027) and reported an event divided by the total number o patients exposed to ZOMIG Tablets A Eone vt ot et
those already listed in the previous table, thos too general o be informative, and those not reasonably associated with the use of the drug.
Events are further classified within body system categories and enumerated in order of decreasing frequency using the following defini-
tions: infrequent adverse events are those occurring in 1100 to 1/1,000 patients and rare adverse events are those occurring in fewer than
111,000 paients.

Atypical sensations: Infrequent was hyperesthesia. General: Infrequent were allergy reaction, chils faial edema,fever, malaise and pho-
tosensitvity. Cardiovascular: nfrequent were arrhythmias, hypertension and syncope. Rare were bradycaria, exrasystoles, postural
hypotension, O prolongation, tachycardia and thrombophlebits. Digestive: Infrequent were increased appeit, tongue edema, esophagi-
s, gastroenteritis, liver function abnormality and thirst. Rare were anorexia, constipation, gastritis, hematemesis, pancreatitis, melena,
and ulcer, Hemic: Infrequent was ecchymosis. Rare were cyanosis, thrombocytopenia, eosinophiia and leukopenia, Metabolic:
Infrequent was edema._ Rare were hyperglycemia and alkaline phosphatase increased. MusculosKeletal: Infrequent v back pain leg
cramps and tenosynovitis. Rare were arthritis, asthenia, tetany and twitching. Neurological: Infrequent were agitation, anxiety, depres-
sion, emotional lability and insomnia. Rare were akathisia, amnesia, apathy, ataxia, dystonia, euphoria, hallucinations, cerebral ischemia,
yparnesia,poloa, yparia bty Respratoy: fuen et boni, bronchgsasm, st oup, i,
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the possibilty oflong-term opFithaimologic effecs.

at ZOMIG-ZMIT contan phenylaarine (2 component of aspartame). Each 2.5 mg
e L CoTane 581 e o ) 0y QSeran e o 53 pho i
Information for Patients: See PATIENT INFORMATION at the end of ths labeling fo the text of the separate eaflet provided for patiens:
ZOMIG-ZMT Orally Disintegrating Tabiets The orally disintegrating table s packaged in a biter. Patients should be instructed ot to remove
ihe tablt from the biser unti just prior to dosing. The biiter pack should then be peeled open, and th oally dsintegraing talet placed on
the tongue, where it will dissolve and be swallowed with the sava.
Laboratory Tests: No monitoring of specific laboratory tests i recommendied.
g neratons. Ergo-ontaiing drugs have been eported o caus prolonged vasospastc reacions, Beause ter i  heoretal
basis that these effects may be additve, use of ergotamine-containing or ergot-ype medications (ike diydroergotamine or methysergide)
and zolmitrptan within 24 hours of each other should be avoided (see CONTRAINDICATIONS). MAO-A infibitors increase the systemic
expasure of zolmitriptan. Therefore, the use of zolmitriptan in patients receiving MAO-A inhibitors is contraindicated (see CLINICAL PHAR-
TAGOLOGY and CONTRAINDIGATIONS): Concomiant e f lnr > 151 agonsts i 24 Nour of Z0UIG teament s ot rc-
ommended (see CONTRAINDICATIONS). Following administration of cimetidine, the half-ife an Zolmitrptan and its active
etaboltcs were approwimately ouble isce GLINICAL PHARVACOLOGY) Scletve Seroton suptake nhitors (SSRIS) (20, o,
fluvoxaming, paroxetine, Sertaline) have been reported rarely, o cause weakness, hyperrefiexia, and incoordination when coadministered vi
5HT1 agonists. SR i clinically warranted, app e palent s e
Illun/lalmralory Test Interactions: Zolmitriptan is not known to interfere with commonly employed clinical laboratory tests.
Carcinogenesis, Mutagenesis, Impairment of Ferilty: Carcinogenesis: Carcinogenicity studies by oral gavage were carried out in mice
and rats at doses up to 400 mokg/day. Mice were dosed for 85 weeks (males) and 92 weeks (ferales). The exposure (plasma AUC of
parent drug) at the highest dose level was approximately 800 times that seen in humans after a single 10 mg dose (the maximum recom-
mended tota daily dose). There was no effect of zolmilrptan on tumor incidence. Control, low dose and midde dose rats were dosed for
104-105 weeks; the high dose group vias sacrficed after 101 weeks (males) and 86 weeks (females) due to excess mortalty. Aside from an
increas in the incidence of thyroid oliular cell hyperplasia and thyroid folicular cel adenomas seen in male ras receiving 400 mg/kg/day.
an exposure approximately 3000 times that seen in humans fter dosing vith 10 mg, no tumors were noted.
Mutagenesis: Zolmitriptan was mutagenic in an Ames test, n 2 of 5 strain of S. typhimurium tested, in the presence of, but not in the
absence of, It vizs not gene cell mutation (CHOHGPRT) assay. Zolmitrptan was
clastogenic in an i viro human lymphocyte assay both in the absence of and the presence of metabolic activation; i ias not clastogenic
in'an in vivo mouse micronucleus assay. It was also not genotoxic in an unscheduled DNA synthesis stuc.
Impairment of Fertility: Studies of male and female rats administered zolmitriptan prior to and during mating and up to implantation have
shown no impairment of fertiy at doses o 4nn mglkg/day. Exposure at this dose was approximately 3000 times exposure at the max-
imum recommended human dose of 1
Pregrancy:Pregrancy GaagoryG: Thero e adequate and wel controlled studies in pregnant women: therefore, zolmitiptan sould
be used during pregnancy only i the potential beneftjustifes the potential risk to the fetus. In reproductive toxicity studies in rats and
rabbits, oral adminisration of zolmitrptan to pregnant animals vias associated with embryolethalty and fetal abnormaites. When preg-
nant ras were adminitered ol zolmitriptan during the period of organogenesis at doses of 100, 400 and 1200 moka/day, there was a
dose-related increase in embryolethality which became tatistically signifcant at the high dose. The maternal plasma exposures at these
doses were approximately 280, 1100 and 5000 times the exposure in humans receiving the maximum recommended total daily dose of
10 mg. The high dose was maternally toxic, as evidenced by a decreased maternal body weight gain during gestaton. In a similr study
in rabbits, embryolethality was increased at he materally toxic doses of 10 and 30 mg/ko/day (maternal plasia exposures equivalent to 11
anc 42 times exposure in humans receiving the maximum recommended total daiy dose of 10 m), and increased incidences of fetal mal-
formations (fused sternebrae, rib anomales) and variations (major blood vessel variations, irregular ossifcation patten of rbs) were
abserved at 30 mo/ky/day. Three mo/kg/day was a no effect dose (equivalent to human exposure at a dose of 10 mg). When female rats
‘were given zolmitriptan during gestation, parturition, and lactation, an increased incidence of hydronephrosis was 'Dlmd in the offspring at
the matenally toxic dose of 400 mo/kg/day (1100 times human exposure),

kin: Infrequent were pruritus, rash and urtcaria. Special Senses: Infrequent were dry
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cystits, polyuria, urinary frequency, urinary urgency. Rare were miscarriage and dysmenorrhea.

The adverse experiences profile seen vith ZOMIG-ZMT Tablets was simiar to that seen with ZOMIG Tablets.

Postmarketing Experience with ZOMIG Tablets: The following Section enumerates potentially important adverse events that have
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Neurnlnumal A ith other acute migraine treatments including other 5-HTy agonists, there have been rare reports of headache,

s with other 5-HT11p agonists, there have been very rare reports of anaphylaxis or anaphylactoid reactions in patiets receiv-

lng TR Tt o e reports of hypersensitivity reactions, including angioedema.

DRUG ABUSE AND DEPENDENCE: The abuse potential of ZOMIG has not been assessed in clinical trials.

OVERDOSAGE: There is no experience with clinical overdose. Volunteers receiving single 50 mg oral doses of zolmitrptan commonly expe-

rienced Sedation. The elimination half-Ife of ZOMIG is 3 hours (see CLINICAL PHARMACOLOGY), and therefore monitoring of patients

afer overdose ith ZOMIG should continue fora et 15 hours o i Sympoms or Signs pesit. There  no speciic antot fo
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