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spirin, NSAIDs Risky for Colorectal Ca Prevention

BY DIANA MAHONEY
New England Bureau

outine use of aspirin or non-
steroidal anti-inflammatory drugs
hould not be recommended as
preventive therapy for colorectal cancer in
patients at average risk for the disease, ac-
cording to a statement released by the U.S.
Preventive Services Task Force.
The caution against prophylactic use of
these agents applies to asymptomatic

adults, including those with a family his-
tory of colon cancer, but not to patients
with a personal history of colon cancer or
polyps, familial adenomatous polyposis, or
hereditary nonpolyposis colon cancer syn-
dromes, the statement specified (Ann. In-
tern. Med. 2007;146:361-4).

The USPSTF issued its recommenda-
tion based on literature reviews conduct-
ed by the Agency for Healthcare Research
and Quality (AHRQ). These reviews eval-
uated the role of aspirin, NSAIDs, and cy-

clo-oxygenase-2 (COX-2) inhibitors for the
primary prevention of colorectal cancer
and colorectal adenoma. On the basis of
the relevant literature published between
1996 and 2006, the USPSTF determined
that “the harms outweigh the benefits of
aspirin and NSAID use for the prevention
of colorectal cancer.”

The literature reviews showed that as-
pirin, COX-2 inhibitors, and NSAIDs re-
duce the incidence of colonic adenomas
and that aspirin and NSAIDs reduce the in-

cidence of colorectal cancer. However,
these drugs were associated with adverse
gastrointestinal outcomes and, in the case
of COX-2 inhibitors, with important car-
diovascular events.

But the USPSTF also said that clinicians
should continue to discuss aspirin chemo-
prophylaxis in patients who are at in-
creased risk for coronary heart disease,
because there is “good evidence” that low-
dose (less than 100 mg) aspirin therapy can
reduce the risk of heart disease. [

BRIEF SUMMARY

COREG CR™ (carvedilol phosphate) Extended-Release Capsules
The following i a bref summary anly; see full pescibing information for complte product information
CONTRAINDICATIONS

COREG CR is contraindicated in patients with bronchial asthma (2 cases of death from status asthmaicus have been reported in patients receiving single doses of immediate-
release carvedila)or related bronchaspastic conditions, second- or third-degree AV black, sick sinus syndrome or severe bradycardia (unless a permanent pacemaker is in plece),
or in patients with cardiogenc shock or who have decompensated heart failure requirng the use of intravenaus notropic therapy. Such patients should frst be weaned from
intravenous therapy before initiating COREG CR

Use of COREG CRin patients with clinically manifest hepatic impaiment is not recommended.

COREG CR is contraindicated in patients with hypersensitiity to any component o the product
WARNINGS
Cessation of Tharapy with COREG G Patons with caronary artay disense, who ars beiog vestd with COREG CR, shoud be advised sgsinst ihvupl

patients following e Sbrgt disconinuation of therapywith [loskers. Th last 2 complicatons may occur with of witout preceting exacerhaton of the
aninn pector. As with ather -blockers, when discontination of COREG CR is plaaned.th patens shoud bo carefuly observed and adsed to imit
physical acti OREG CR shoul the angina worsens or acuts coronay insufficiency
Hevelops, it is recommended.that COREG R be romptly vemsmlmed Cat |m| temporarly, Because coronary artery disease is common and may be
unrecognized, it may be Tear falar (so¢ DOSAGE AND
'ADMINISTRATION inthe fllprseribing nformation.
Peripheral Vascular Disease: B-blockers can precipitate or agaravate symptoms of arteial insufficiency in patients with peripheral vescular disease. Caution should be
exertised in such indviduals
Anesthesia and Major Surgery: If reatment with COREG CR i to be continued perioperativel, particular care should be taken when anesthetic agents which depress
myocardialfunction, such as ether, cyclopropane, and trihloroethylene, re used. See OVERDOSAGE (n the fullprescribing information) for information on treatment of bradycardia
and hypertension.
Diabetes and Hypoglycemia: n general, f-blockers may mask some of the manifestations of hypoglycemia, partculaly tachycardia. Nonselectiv [-blockers may potentiate
insulin-nduced hypogiycemia and delay recoveryof serum glcose Ivels.Patints subject 0 spotaneous nypogycemia, orGabetc gaients receiving nsuin or ofal bypoglcemic
agents, should be In'heart failure patients, there is a isk of worsening hyperglycemia (see PRECAUTIONS, Effects on Glycemic Controlin Type
2 Diabetic Patiets).
Thyrotoxicosis: B-adrenergic blockade may mask clinical signs of hyperthyroidism, such as tachycardia. Abrupt withdrawal of B-blockade may be followed by an exacerbation
of the symptams of hyperthyroidism or may precipitate thyroid storm.
PRECAUTIONS
eval: In cinical trals of COREG CR in patients with hypertension (338 subjects) and in patients with left ventricular dysfunction following a myocardial infarction or heart

failure (187 subjcts), the profile of adverse events observed with carvedilol phosphate was generally similar to that observed with the administration of immediate-release
carvedilol Therefore,the informtion included within this Section s based on data from contrlled clinical trials with COREG CR as well as immediate-release carvedilo,

In clinical trals with immediate-release carvedilo, bradycardia was reported in about 2% of hypertensive patients, 9% of heart falure patients, and 6.5% of myocardial nfarction
patients with left ventricular dysfunction. Bradycardia was reported n 0.5% of patients receiving COREG CR in a study of heartfalure patients and myocardial infarction patints
with leftventricular dysfunction. There were no reports of bradycarcia in the cinical trialof COREG CR in hypertension. Howeer, f pulse rate drops below , the

reated or are very common in the imiler men and women, elderly and non-eldely, backs
and non-blacks), COREG CR has been evaluated for sa!ewmaA oo 2 wecks f hedatclease,caredol a2 weck f COREG, CR cinca Sud i = 187 whic iclod
157 patients with stable mild, moderate, or severe chronic heart failure and 30 patients with left ventricular dysfuncton folowing acute myocardial infarction. The prfile of adverse
events observed with COREG  CR i this small, shortterm study was generally similar to hat observed with immediate-release carveilol. Differences i safety would not be expected
based on the similarity in plasma levels for COREG CR and immediate-elease canvedilo
Heart Failure: The following information describes the safety experience in heart failure vith immediate-release carvedilol
Crvedill has been evaluated for safety in heart faiure in more than 4,500 patients worldwide of whom more than 2,100 participated in placebo-contolled clinical trils
Approximately 60% of the total reated population n placebe forat least§ months and 30% forat least 12 months.
In'the COMET trial, 1,511 patients with mid-to-moderate heart failure were treated with carvedill for up to 5.9 years (mean 48 years). Both in US clincal trals in mild-o-
moderaty et ffu it compared carvado in day doses up 0 100 g fn - 765 o plaga (1 = 47} s i s mutnatona il 1l i s et e
(COPERNICUS) that compared carvedilol n daily doses up to 50 mg (n = 1,156) with placebo (n for adverse exp rvedilol
and placebo patients. In placebo-contrlled cincal tials, the ony case of discontinuation >1%, i nccwmg ot otenon cavetiol was eznes 13% o caveiol, 06%
on placebo in the COPERNICUS tria)
Tabl | st advese vt epored inpatents wih o modrats ear s el n US plceky ol il i, andwithsevers et e enoled i
the COPERNICUS tial. Shown are adverse events that occurred  patients than pl ce of >3% in patients reated
with canvedilol regardiess of causality. Median study medmamnexpnsuve e B oo o placebo penems inthe il of o moderats har e,
and 104 months n the tialof severe heart falure patients. The adverse event profil of carvedilol observed in the long-term COMIET study was generaly smilar to thatobserved
in the US Heart Failure Trials.
Table 1. Adverse Events (% Occurrence) Occurring More Frequently With Immediate-Release Carvedilol Than With Placebo in Patients With Mild-to-Moderate
Heart Failure Enrolled in US Heart Failure Trials or in Patients With Severe Heart Failure in the COPERNICUS Trial (Incidence >3% in Patients Treated With
Carvedilol, Regarless of Causality)

dosage of COREG CR should be reduced.

In clincal trals of primarily mil-to-moderate heart faiure with immediate-release carvedilol, hypotension and postural hypotension occurred in 9.7% and syncope in 3.4% of
patiens eceiing carvediolcompare o 3.6% and 2.5% o placebo patents, fespectvly.The sk for these events was ighest during te fist 30 days ofdosing,correspording
o the up-iraion period and was a cause fo discontinuation of therapy in 0.7% of canvedill patients, compared to 0.4% of placebo patients, I a long-term, placebo-controlled
tril in severe heart faiure (COPERNICUS). hypotension and postural hypotension occurred in 15.1% and syncope in 29% of heart failure patients receiving carvedill compared
108.7% and 2.3% of placebo patients,respectvely. These events were a cause fordiscontinuation of therapy n 1.1% of carvedilolpatients,comparedi 10 0.8% of plecebo patents.

In the cliical trial of COREG CR in hypertensive patients, syncope was reported i 0.3% of patients receiving COREG CR compared to 0% of ptients receiving placebo. There
et 1 8prts ofpstral ypoension U il Fostural ptarsion ccured n 1% ard sy 1015 f yparnsh tnts et mmedat s canediol,
primarily following the nitialdose or at the time of dose increase and was a cause for discontinuation of therapy i 1% of pa

Inhe CAPRICORN stdy of suiors ofan aute myocaral fron with ft ventiolar dsfnction, hypotesin o nustura\ hypotension occured in 20.2% of patients
veceiving canvilol compared to 12.6% of placebo patients. Syncope was reported in 3.9% and 1.9% of patients, respectively. These events were a cause for of

therapy in 2.5% of patients receiving carvedilol compared to 0.2% of placebo patients

To decrease the likelihood of syncope or excessive hypotension, treatment with COREG CR should be initiated with 10 mg once dail for heart falure patients, and at 20 mg
once daily for hypertensive patients and sunivors of an acute myacardial nfarctin with left ventricular dysfunction. Dosage should then be increased slowly, according to
ecommendations i the DOSAGE AND ADMINISTRATION section, (see DOSAGE AND ADMINISTRATION in the full prescriing information), and the drug should be taken with
food. During inftiation of therapy, the patient should be cautioned to avoid situations such as rving or hazardous tasks, where inury could résult should syncope occur.

Rarely, use of carvedilo i patients with heart failure has resulted in deterioration of renal function. Patients at rsk appear to be those with low blood pressure [systolic blood
pressure <100 m Hal,ischeic heart disease and diffuse vascular disease, and/or underling renal insuficiency. Renal function has retuned to baseline when carvedill was
stopped. In patients with these risk factors it s recommended that renal function be monitored during up-tration of COREG CR and the drug discontinued or dosage reduced i
worsening of renal function occurs.

Worsening heart failure o fuid retention may occur during up-tiration of carvedill, I such symptoms occur, diuretics should be increased and the dose of COREG CR should
not be advanced until clinical stabity resumes (see DOSAGE AND ADMINISTRATION in the ful prescribing information). Occasionally it is necessry o lower the dose of COREG
CR o temporarly discontinue it Such episodes do not preclude subsequent successful titation of,or a favorable response to, COREG CR. In 2 placebo-contrlled trialof patents
with severe heart failure, worsening heart ailue during the first 3 months was reported o 2 simila degree with immediate-release carvedlol and with placebo. When treatment
‘was maintained beyond 3 months, worsening heart falure wes reported less frequenty in patients trated with carvilol than with placebo. Worsening hear filure observed during
longrte therapy i more liely to b related o the patients’ underlying isease than t treatment with canvio

In patients with pheochromocytoma, an cblocking agent should be intiated prior to the use of any (blocking agent. Althaugh canvdiol has both a- and B-blocking
pharmacologic actvities, there has been no experience with its use i this conditon. Therefore, caution showid be taken in the administation of carvediol to patients suspected
of having pheochromocytoma.

Agents with non-selective -blocking activity may provoke chest pain in patients with Prinzmetal's variant angina. There has been no clnical experience with canvedilol n these
patients although the a-blocking activity may prevent such symptoms. However, caution should be taken i the administration of COREG CR to patients suspected of having
Prinzmetal’s variant angina.

Effects on Glycemic Control in Type 2 Diabetic Patients: I hrt failue patients with diabetes, carvedil therapy may lecd to worsening hyperglycemia, which responds to

Milt-to-Moderate Heart Failure Severe Heart Failure
Canvedilol Placebo Canvedilol Placebo
0 = 765] T = 2371 Tn = 1.156] T = 1.133]
Body 5 a Whole
Asthenia 7 7 il 3
Fatigue 24 2 - -
Digoxin level increased 5 7 7 i
Fdema generalized 5 3 3 5
doma dependent ) 2 -
Cardiovascular
jadycardia ) T 0 3
potension ) 3 i 5
ncope 3 3 ] 5
ingina pectorts 2 3 3 7
Cental Nervous System
Dizziness 7 @ 7 i
leadache 8 7 5 3
farthea 7 § 5 3
ausea ] 5 [} 3
omiting 6 [} ] 7
Wetabolic
Fyperglycemia T, 5 3
Weight increase il 1Z il
BUN increased - -
NPN increased
T T
Edema peripheral 7 ©
Artralgia 5 5 T T
Respiratory
Cough ncreased g g 5 7
Rales ) ] 1 7
Vision
Vision abnomal 5 7

Cardiac failure and dyspnea were also reported in these studies, but the ates were equal or greater in patients who received placebo.
Tho flloing s carts were roortad i sy of s bt 3% and mre Foguentywithcanediol i it h US lcsocontlle s n s with
mile-to-moderate heart falure, o in patients with severe heart ailure i the COPERNICUS tr
ncidence 1% 0 <3%
ody as a Whole: Allargy, melase, hypovolemia, fever, leg edema
Cardiovascular; Fuid overload, postural hypotension, aggraveted angina pectors, AV block, palitaion, hypertension
entral and Peripheral Nervous System: Hypesthesia, vertigo, peresthesia
astrointestinal: Welena, periodontis
vr and Billa Systom: SG7 ez S0 nreased
utritional: Hyperuricemia, hypoglycemie, hyponatremia, increased alkaline phosphtase, aycosuria, hypervolemia, diabetes melltus, GGT increased,
weightoss, peralemia, creatinine ncreased

intensification of hypoglycemic therapy. I i recommended that bood lucose be monitored when dosing with COREG CR s intited, adjusted, o discontinued.
to exemine the efects of carvediol on glycemic control i patients with diabetes and heart failure have not been conducted.

In'a study designed to examine the effects o immediate-release carvedilol on ghycemic control i a population with mild-t-moderate hypertension and well-controlled type 2
diabetes meliitu on LINICAL TRIALS, Hypertensive Patients with Type 2 Diabetes Melltus
{GEMINI i th fl rescring nformaton.

Ris of Anaphylactc Reaction Wi ain [ockers, atnts wih it ofsevers anaphct ection o varety of alerens may be mor e to eested
challene, ether acsdentl diagnestc, or terapeuic. uch patients may beumesncnswe tothe usual doses of epinephine used to treat llergc reacto
Nonallergic d Patients should, in general, not receive wmkevs COREG CR may be
used with caution, however,in patiénts who do not respond to, or cannot tolerate, nmevammypsnenswe agents. It is prudent, f COREG. CR is used, to use the smallet effoctive
dose, so that nhiition of endogenous or exogenous B-agonists is minimized

In clincal rals of patients with heart failue, patients with bronchospastic disease were enrolled f they did not require oral or inhaled medication to treat their

ltelet, Bleeding and Cloting: Protvontinderase, pupr, oy opeia
sychiatric: Somnolenc
Reproductive, male: \mnolence
Special Senses: Blured vi

Urinary Systom: Rena nsuficiacy,aburinur, hemturia

Left Ventricular Dysfunction Following Myocardial Infarction: The following information describes the safety experience in left ventricular dysfunction following acute
myocardial infarction with immeiate-release canvedilo,

Carvedilol has been evaluated for safety in surivors of an acute myocardial infarction with lft ventricular dysfunctio in the CAPRICORN tral which involved 969 patients who

roximately 75% of for at least 6 for atleast 12 months.

Pa\\enls were treated for an average of 12.9 months and 12.8 months with carvedilol and placebo, respectively.

disease. In such patients t s recommended that COREG CR be used with caution. The dosing recommendations should be followed closely and the dose should be lowered if any

evidence of bronchospas is observed during up-tration.

Information for Patients: Patients tking COREG CR should be adsised o the following

«They should not interrupt o i g COREG CR without a physician's ac

« Heart faiure patiens should consultther physician if they experience signs o symptoms of worsening heart failue such as weight gain or increasing shortness of breath

«They may experience a crop in blood pressure when standing, resuling n dizziness and, rarely, fainting. Patients should sit or ie down when these symptoms of lowered blood
pressure occu

« f patients experience dizziness or fatigue, they should avoid drving or hazardous tasks

« They should consulta physician f they experience dizziness o fainness, in case the dosage should be adjusted

« They should not crush or chew

« They should take COREG CR with food.

« They should separate the acministraton of COREG_CR from alcohol consumption inluding prescription an overthe-counter medications that contan ethanal by a least  hours,

« Diabetic patients should report any changs in blood sugar levels to their physician.

« Contactlens wearers may experience decreased lacrimation

Drug i see CLINICAL Drug-Drug Iteractions in the full prescribing information.)

Alcahol:Concomitant adniistration o COREG CR it alcohol may it the modife release properties of COREG R, potentillyreulig i a faste at o eleaso and
igher than expected peak and lower than expected trough plasma concentrations o carvedilol phosphate. To avoid the potential for ths interaction, the administration of COREG
CR with alcohal finclusing prescription and over the-counter medications that contai ethanal) should be separated by at least 2 hours. COREG. CR should be taken in the morning
with food. (See DOSAGE AND ADMINISTRATION in the ful prescribing information.)

hibitor debrisoquin: Interactions of strong inhibitors of CYP2DX fluoketine, paroetine, and propafenone
have ot been studied, but thes crugs would e eapectd fo ease blood eves ofthe e enaniomer of carvdiol (s CLNICAL PHARMACOLOGY i h ul prescribing
information).Retrospective analyss of side effects in cincal trials showed tht poor 206 metabolzers had a higher ate of dizziness during up-ttration, presumably resuling from
vasodlaing efetsof the igherconcnirations of th a-blocking i) enrtiomer
Bblock drug that can reserpine and
inhibitors) should be observed closely for signs of hypotension and/or severe bradycardia.
ncomitant adminisration of clonidine with agents with B-blocking
samont i agent wih (oY proprtes and ot 1 b tmnated e B-bocking oot ot on B e i ‘herapy can then be discontinued
several das e by gvaduaHy uecvessmg the dosage.
es in following intition of canvedill treatment in 21 renal ransplant ptents suffering
frorhchioc vasculr teection.nabaut50% of ptents, ho 005 fcylosporn a0 raduce i 1t 10 maitan cylosporingconcantrations with the orapeuic o,
ile in the remainder no adjustment was needeq. On the average for the group, the dose of cyclosporine was reduced about 20% in these patients. Due to wid interindvidual
variablity in the dose adjustment required. it is recommended that cyclosporing concentrations be monitored closely after intiaion of carvedilol therapy and that the dose of
cvc\nspurme be adjusted as appropriate.
Digoxin:Digoin concnsons e e by about 15% when o cnedio s it cnconianty. Bt g and canediol slow AV oo
Therefore,increased monitoring of digoxi is initiating, adjuting, or ORE

Ind d inhibitors of hepati pin reduced plasma
no change in C....

Calcium channel blockers: solated cases of conduction disturbance [raely with hemodynamic compromise) have been abserved when carvedilal i co-administered vith
diltazem. As with other agents with -blocking propertes, if COREG CR is to be administered oraly with calcium channel blockers of the verapamil or diltazem type, it is
recommended that ECG and blood pressure be monitored.

of carvedilol hv abuut 70%. Cimetidine increased AUC by about 30% but caused

re blood: d of

" ypoglycemics. Therefore, in patients taking

B- th
insulin o oral hypoglycemics, regular monitoring of blood glucose is recommended.

rted with carvediol in the CAPRICORN rial were consistent with the profil ofthe drug in the US heart falur tials and the COPERNICUS
U U i i eported in CAPRICORN in >3% of the patients and more commonly on carveill were dyspnea, anemia, and lung edema. The following
atverse events were reported with a frequency of >1% but 3% end more frequently with carvedilol: Fu syndrome, cerebrovascular accident, peripneral vasculr disorder,
fypotania, depression, astrointestinal pain, arthiis, and gout. The overal rates of discontinuations due to adverse events were similar in both groups of patients. In his database,
the only cause of mscnmmuaﬂun >1%, and g e often on canvediol was hynmensmn {1:5% on canvedilol, 0.2% on piacebol.

ble-bind uia

fetyin ith CO
CR as geneu\ \v i ot s e I s oo, Th vl s o s S e oo e i boeen CORES G o

The muuwmg adverse events occured more frequently in patients with essential hypertension who were treated with COREG CR, n = 253, (incdence 1% in patients treated
with carvedilol,regardless of causality) during this B-week ralthen in placebortreated patients (n = B4) respectivly: Nesopharyngitis (4% vs. 0%), diziness (2% vs. 1%), nausea
(2% vs. 1% o perrel (2 v. %), sl congeston (1% . 0%, paresesia (1% v Dl sus congston (1% 1. %), s (1% . Dl an irsonnia
1"

The vuunwmg information describes the safety experience in hypertension with immediate-release canvedilol

Carvedilol has been evaluated for safety in hypertension in more than 2,193 patients in US clinical trials and in 2,76 patients in international clinical trials. Approximately 36%
of the total treated population received carvedilol for at least 6 months. In general, carvedilol was well tolerated at doses up to 50 mg daily. Most adverse events reported during
carvedilol_therapy were of mild to moderate severity. In US contralled clinical trials. directly comparing canvedilol monotherapy in doses up to 50 mg
(= 1,142) to placebo (n = 462), 49% of carvedilol patients discontinued for adverse events vs. 5.2% of placebo patients. Although there was no overall difference in
discontinuation rates, discontinuations were more common in the carvedilol group for postural hypotension (1% vs. 0). The overall incidence of adverse events in US placebo-
controlled trials was found to increase with increasing dose of carvedilol. For individual adverse events this could only be distinguished for dizziness, which increased in frequency
from 2% to 5% as tota daily dose increased from 6.25 mg to 50 mg as single or divided doses.

The following dverse events occurred in US placebo-controled clinica trals for hypertension with an incidence of =1% regardless of causality, and were more frequent in
drug-treated patients than placebo-treated patients, respectively: Bradycardia (2% vs. -J, postural hypotension (2% vs. -, peripheral edema (1% vs. -}, dizziness (6% vs. 5%,
insomnia (2% vs. 1%) darmhea (2% vs. 1%) thrombocytopenia (1% vs. ). hypertriglyceridemia (1% vs. -1 These are events with rates >1% to the nearest integer.

Dyspnea and fatigue were also reported in these studies, but the rates were equal or greater in patients who received placeb.

The following adverse events not described above were reported as possibly o probably elated to carvedilol in worldwide open or controled trils with carvedilol in patients
with hypertension or heart failure.

Incidence >0.1% to <1%
Cardiovascular: Peripheral schemia, tachycardia
Central and Peripheral Nervous System: Hypoinesia
Gastrointestinal: Bilirubinemia, increased hepatic enzymes (0.2% of hypertension patients and 0.4% of heart failure patients were discontinued from therapy because of
gteses inhegtic crames; s {aboratory Abnaralies nteful rsarbing nfornaton)
sv chis : Nervousness, sleep disorder, aggravated depression, impaired concentration, abnormal thinking, paroniria, emotional lability.

atory System: Asima e CONTRARDICATIONS].
nepmﬂucllve Male: Decreased libido.

i and Appandages: P, ash . rash rash psoriaform,
Spovil Sonsex: T

ary Systee: Michion freguency icreased
Anlnm)m Nervous System: Dry mouth, sweating increased
and Nutritional: Hypokalenia, hypertrighyceridenia.

Memﬂolngm Anemia, leukopenia.

The following events were reported in <0.1% of ptients and are potentially important: Complete AV block, bundle branch bock, myocardia ischemia, cerebrovasculardisorder,
convulsions, migraine, neuralgia, paresis, anaphylactad rezction, alopecia, exfolative dermatits, amnesia, 6 hemorthage, bronchospasm, pulmonary edema, decreased hearing
vesmratuw slao, csas BUN,ectase DL, parytooria, and ayica mhocyos

bl in serum transaminases (ALT or AST) have been observed during treatment with carvedilol. Rates of transaminase elevations

Proton Pump Inhibitors: There is o clinically meaningful increase in AUC and ... of carvedilol
Carcinogenesis, Mutagenesis, Impairment of Fer ny In 2-year studies conducted i rats given carvedilol at doses up to 75 mg/ko/day (12 times the maximum
IMRHD] J orinmice given upto 200 mg/kg/day (16 times the MRHD on a m/im basis], carvedilol had no carcinogenic

efect.

Canvilol was negative when teste in a battry of genotoxicity assays, including the Ames and the CHO/HGPRT assays for mutagenicity and the i vitro hamster micronucleus
and in ivo human hymphocyte celltests for clastogenicity.

At doses =200 my/kg/day (=32 times the MRHD as mg/m) carvedilol was toic to adul ats (sedation,reduced weight gain) and was associated with a educed number of
successful matings, prolonged mating time, significantly fewer corpora lutea and implants per dam, and complete resorption of 18% of the lters. The no-observetkeffect dose
Tevel forovert toxiity and impairment of fertiity was 60 mo/kg/day (10 times the MRHD as mg/].

Pregnancy: Teratogenic Effects: Pregnancy Category C. Studies performed in pregnant rats and rabbits given carvedtlol revealed increased post-implantation loss n rats at
doses of 300 mg/kg/day (50 times the MRHD as mg/m’) and in rabbits at doses of 75 mg/kg/day (25 times the MRHD as o/l In the rats, there was also a decrease in fetel
body weight at the maternaly toxi dose of 300 mg/kg/day (50 times the NRHD as g/, which was accompanied by an elevation in the frequency of fetuses with delayed
skeletaldevelopment (missing or stunted 131 rb. nrats the no-observed-effect evel for developmental toxicity was 60 mg/kg/day 10 times the MAHD as mg/v) n rabbis it
was 15 mg/kg/day 5 times the MAHD as mg/im). There are no adequate and wel-contrlled stuies in pregnant women. COREG CR should be used during pregnancy only if the
potential benefi ustfes the potential isk o the fetus.

Nursing Mothers: It is not known whether this drug is excreted in human milk_Studies in rats have shown that camedill and/or its metabolites (as wel as other
fiblockers)cross the placental barier and are excreted i breast milk. There was increased mortality at one waek post partum in neonates from rats treated with 60 ma/ko/day (10
imes the MRHD s mg/m’) and above during th last trimester through day 22 of lactaion. Because many drugs are excreted in human milk and becavse of the potential for serious
atverse reactons in nursing infants from B-blockers, especially bredycardia, a decision should be made whether to discontinue nursing or to discontinue the drug, taking ito account
the importance of the drug to the mother. The effects of other o and -blocking agents have included prinetel and neortal distress

Pediatric Use: Safety and effcacy of carvediol in patients younger than 18 years of age have not been established

Geriatric Use: The ciinical studies of canvedill in patients with hypertension, heart failure, and left ventricular dysfunction following myocardial infarction did not include
suficient numbers of subjects 65 years of age or older to determine whether they respond differently rom younger patients.

The following information i available for rals with immediate-release canvlol. Ofthe 765 patients with heart failure randamized to carvdlolin US cincal trial, 31% (235)
were 65 years of age or older, and 7.3% (56) were 75 years of age or lder. Ofthe 1,156  patients randomized o carvedil n a long-term, placebo-controlled tral in severe heart
failure, 47% (547) were 65 years o age or older, and 15% (174) were 75 years of age or oder. OF 3,025 patients receiving carvedilol i heart ailure trials worldwide, 42% were
65 years of age orolder. Of the 975 myocardial nfarction patients randomized to cavedilol n the CAPRICORN tral, 48% (468) were 65 years of age orolder,and 11% (111} were
75 years of age or older. Of the 2,065 hypertensive patients in US clinica rals of eficacy or safety who were treated with carvedill, 21% (£35] were 65 ears of age or older.
0f 3,722 patients receiving immediate-release carvedilol n hypertension clnical trals conducted worldwide, 24% were 65 years of age or lder.

With the exception of dizziness in hypertensive patients (incidence 8.8% in the elderly vs. 6% in younger patients), no overalldifferences in the safety or effectiveness [see
Figures 2 and 4 in the full prescriing information) were observed between the older subjects and younger subjects in each of these populations. Similrly, other reported clinicel
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Fatalism Tied to
Lower Colorectal
Screening Rates

HousTON — Barriers to early detection
of colorectal cancer among underserved
patients include limited access to care and
fatalistic beliefs about a cancer diagnosis,
Aimee James, Ph.D,, reported at the an-
nual meeting of the American Society of
Preventive Oncology.

“Fatalist views and myths were preva-
lent” in a focus-group study of 18 under-
served patients. Such misconceptions in-
cluded “the risk of ‘going under the knife,”
and dangers of exposing cancer to air,’
said Dr. James, of the department of pre-

‘Fatalist views
and myths were
prevalent’ in a
focus-group study
of 18 underserved
patients.

DR. JAMES

ventive medicine and public health, Uni-
versity of Kansas, Kansas City.

She and her associates interviewed pa-
tients at a federally funded community
health center who volunteered to partici-
pate in focus group sessions. Most were un-
employed, and 71% were uninsured. The
study was funded by the American Cancer
Society.

“Many said they knew nothing about
colorectal cancer or expressed confusion
about GI anatomy or what the tests might
entail,” Dr. James said in an interview.

In regard to access to care, the main is-
sues were not being able afford follow-up,
not knowing where to go, or not having
confidence in the care they would receive.
Other barriers to early detection were
negative attitudes about survival. “Some
told us that surgery can cause cancer to
spread, and they do believe that. The
health care provider needs to address these
belief systems,” Dr. James said.

Participants said that early detection
improved outcomes, yet many doubted
the effectiveness of treatment. As one pa-
tient put it, “When it’s time for you to go,
I don’t care how many surgeries they do,
how many pap smears you get, or how
many times they scrape you clean, it’s time
to go.”

—=Carole Bullock
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