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Providers Unaware of Shift in Opioid Regulations

BY MARY ELLEN SCHNEIDER

New York Bureau

NEw ORLEANS — Geteducated about
state and federal regulations and policies on
the prescription of controlled substances,
advised David Joranson, director of the
Pain and Policy Studies Group at the Uni-
versity of Wisconsin Paul P. Carbone Com-
prehensive Cancer Center in Madison.

Mr. Joranson, who spoke at the annual
meeting of the American Academy of

Pain Medicine, said that understanding
current regulations is critical to avoiding
unnecessary fears over the risk of sanc-
tions from prescribing pain medication.
In recent years there has been increas-
ing agreement reached between pain med-
icine specialists, law enforcement, and reg-
ulators, he said. For example, from 2003 to
2006, 19 states either repealed or added
language to their state’s controlled sub-
stances prescribing policies to take a more
balanced approach—recognizing opioids

are necessary but also pose risks and need
to be controlled.

“The state policies are becoming more
balanced,” he said.

Importantly, 39 states have adopted a
policy aimed at directly addressing physi-
cians’ concerns about regulatory scrutiny,
he added.

Nearly 10 years ago, the Federation of
State Medical Boards made it clear that
physicians should recognize that tolerance
and physical dependence are the normal

BRIEF SUMMARY

COREG CR™ (carvedilol phosphate) Extended-Release Capsules
The following is a brief summary only; see full prescribing information for complete product information.
CONTRAINDICATIONS
REG CR is contraindicated in patients with bronchial asthma (2 cases of death from status asthmaticus have been reported i patients receiving ingle doses of immediate-

release carvedilo)or related bronchospestic conditions, second- or third-degree AV block,sick sinus syndrome or severe bradycardia {unless a permanent pacemaker is in place),
or in patients with cardiogenic shock or who have deompensated heart failure requirng the use of intravenaus inotropi therapy. Such patients should first be weaned from
intravenous therapy before nitiating COREG CA

Use of COREG CR in patients with clinically manifest hepatic impairment is not recommended.

COREG CR in patients with © ponent of the product.
WARNINGS
Cessation of Therapy with COREG CR: Patients with coronary artery disease, who are being treated with COREG CR, should be advised against abrupt

patint following th shrupt discontinution of therapy with -blockrs. The last 2 complications may occur with o without receding exacebation of the
angina pectoris. As with other (-blockers, when discontinuation of COR s planned, the patients should be carefully observed and advised to limit
physica ativy to s minimu. GOREG CR should he discontinued over 1102 weeks henover ossile, heangina worsensof acuts coroary insuffcioncy
it 5 rocommended tat COREG CR be promply reinstued. at last tamporaiy. Bcause coronary atry disee fs common and nay be
unrecognized, it may be prudent not to discontinue COREG CR therapy abruptly even ypertension or hea AND
ADMINISTRATION i th full pescribing information)
Peripheral Vascular Disease: B-blockers can precipiate or aggravate symptoms of arteral insufficiency in patients with peripheral vascular disease. Caution should be
exercised in such individuals

Anesthesia and Major Surgery: I treatment with COREG CR is to be continued perioperativly, particular cere should be taken when anesthetic agents which depress

treated or are very common in the treated population. Rates of adverse events were generally similar across demographic subsets (men and women, elderly and non-elderly, blacks
and non-blacks), COREG CR has been evaluated for safety in a d-week 2 weeks of immediate-release canvedilol and 2 weeks of COREG CR) clinical Study (n = 187) which included
157 patients with stable mild, moderate, or severe :hmmo heart failure and 30 patients with left ventricular dysfunction following acute myocardial infarction. The profile of adverse
events observed with COREG CR in this small, shortter 10 that observed with imme Differences in safety would not be expected
s on e Smarly npas el for COREG CR and mmedi eiake eanvedio
Heart Failure: The following information describes the safety experience in heart failue with immediate-release canvedilol

Convedi s bean vt for sty n e i mor 4500 ptents i of whors ot an 2,100 paritad iy placeconuoled clical il
Asponnatel 0% e forat last carvediol forat least 12 months

o ihe COVET til 1511 patints with (0 dots oo ol s ot st il 1059 years e i ears, Both n US cinical il in gt

o et s consaed caedil i Galy doss up 10 10010 [0~ 769 to lses = 437, and n @ natonl cincal il i svee st e
(COPERNICUS) that compared carvedilol n daiy doses up to 50 mg {n = 1,156 with placebo (n = 1,133}, discontinuation rates fo adverse experiences were similar in carvedill
and e palents. Iy pacshocontole incal s, e emy cause of discontinuation >1%, and occurting more often on carvedilol was diziness (1.3% on carvedill, 06%
on placebo in the COPERNICUS tial
Toble | shows advesecvnts epoted  ptentswit ik - modete e o ool US placebo-conrlled lnca rials, and with severe feart filure envlld in
the COPERNICUS ti that occurred more then p >3% in patients treated
el agion o Ao, i iy ebeston otsse ok B e o b oA and o e h s o i o e e
and 104 months in th trialof severe heart failure patients. The adverse event pofil of arvedilol bserved inthe long-term COMET study wes generaly imilar to that bserved
inthe US Heart Failure Trals
Table 1. Adverse Events (% O Frequently edilol Than With Placebo i Patients With Mild-to-Moderate
Heart Fai S US Hoar Fore Tats or 1 Patouts Wi Soves asnt Fuiirs o e COPEANIEUS Tual mehoence o3 Poiets oot Wil
Carvedilol, Regardless of Causality)

fi h il I A informatic i i
mncardalfurction sichs et ylopopere, o rciractyer,r s See OVERDOSAGE (n th information) for of radycardia o Ve e T
Diabetes and Hypoglycemia: In general, B-blockers may mask some of the manifestations of hypoglycemia, particularly tachycardia. Nonselective B-blockers may potentiate Carvedilol Placebo Carvedilol Placebo
insulininduced hypoglycemia and delay recovery of serum glucose levels. Patients subject to spontaneous hypoglycei, o diabetic patients receiving insuln or (0 = 765 o = 437] o = 1,166] o= 1133
agents, should be cautioned about these possibilties. In heart failure patients, there i a risk o worsening hyperglycemia (see PRECAUTIONS, Effects on Giycemic Control n Type Body a5 a Whole
2 Diabetic Patients). sthenia 7 7 T 3
Thyrotoxicosis: -adrenergic blockade may mask clinicl signs of hyperthyroidism, such as tachycardia. Abrupt withdrawal of -blockade may be followed by an exacerbation aligue 2 7 - -
of the symptoms of hyperthyroidism or may precipitate thyroid storm, igosin Tevel treased 5 ) 7 T
PRECAUTIONS dema generalized 5 3 © 5
General: In clinical trials of COREG CR in patients with hypertension (338 subjects) and in patients with left ventricular dysfunction following a myotzvmz\ infarcton o heart dema dependent 1 2 -
failure (187 subjects), the profile of adverse events observed with carvedilol phosphate was generally similar to that observed with the administration of Cardiovascular
o Tl emaon oo in s oo 1 o . o el i e s CORES, el e ot st e, radyeardia ] T 70 3
In clnical tials with immediate-release carvedilol, bradycardia was reported in about 2% of hypertensive patients, 9% of heart and 6.5% of fypotension ] 3 14 8
patients with left ventricular dysfunction. Bradycardia was reported in 0.5% of patients receiving COREG CR in a study of heart yncope 3 3 8 5
with leftventrcular dysfunction. There were no reports o bradycardia n the clinical trial of COREG CR in hypertension. However, f pule rate rops below 55 beats/minute, the ngina pectoris 7 3 © 1
dosage of COREG CR should be reduce. Tentral Nervous System
In clinical trials of primarily mild-to-moderate heart failure with immediate-release carvediilol, hypotension and postural hypotension occurred in 9.7% and syncope in 3.4% of izziness 32 19 2 17
patientsreceiving carvedilol compared to 3.6% and 2.5% of pacebo patients, espectively. Therisk for these events was highest during te first 30 days of dosing, corresponding [} 7 5 3
1o the upitration period and was a cause for discontinuation of therapy in 0.7% of canvlol patients, compared o 0.4% of placebo patiets. In a lang-term, placebo-controlled Gastrointestinal
trialin severe heart failure (COPERNICUS), hypotension and postural hypotension accurred in 15.1% and syncope in 2.9% of heart falure patients receiving canvdilol compared Diarthea 7 3 5 3
1087%and 23% of . respectively of therapy in 1.1% of carvedilal patients, compared o 0.8% of placebo patients. Navsea 3 5 1 3
In the clinical tia of COREG CR in hypertensive patients, syncope was reported in 0.3% of patients receiving COREG CR compared to 0% of patients receiving placebo. There Vomiting 6 ) 1 7
were no reports of postural hypotension in this trial. Postural hypotension occurred in 1.8% and syncope in 0.1% of hypertensive patients receiving immediate-release carvedilol, Wetabolic
primarily following the initial dose or a the time of dose increase and was a cause for discontinuation of therapy i 1% of patients. T 5 5 3
In the CAPRICORN study of survivars of an acute myocardial inferction with left ventricular dysfunction, hypotension or postural hypotension occurred in 20.2% of patients Weight increase T 7 17 T
receiving carvedilol compered o 12.6% of placebo patients. Syncape was reported in 39% and 1.9% of patients, respecively. These events were a cause for discontinuation of BUN moreased 5 5
therapy in 2.5% of patients receiving carvedilol, compared to 0.2% of placebo patients PN ncreased 5
To decrease the ikelihood of syncope or excessive hypotension, treatment with COREG CR should be initiated with 10 mg once dailyfor heart falure patients, and at 20 mg 3 T ]
once daily for hypertensive patients and survivors of an acute myocardial nfarcton with left venticular dysfunction. Dosage should then be increased slowiy, according to Fema periphera] 7 7 5
recommendations in the DOSAGE AND ADMINISTRATION section,{see DOSAGE AND ADMINISTRATION in the full prescribing information), and the drug should be taken with
food. During initiation of therapy, the patient should be cautioned fo avoid situations such as driving o hazardous tasks, where njury could result should syncope occur, sl 5 = ; ;
Rerely, use of canvedilol in patients with heart failure has resulted in deterioration of renal function. Patients at rsk appear to be those with low blood pressure (systolc blood Fospiato
pressure <100 mm H, ischemic heart disease and diffuse vasculer disease, and/or underlying renal insufficiency. Renal function has retumed to baseline when carvedilol wes Cough sreased 7 7 5 T
stoppe. In patients with these risk factors it s recommended tht renal function be monitored during up-iration of COREG CR and the drug discontinued or dosage reduced it s 0 + 0 =
worsening of renel functon occurs e
Worsening heart falure o fuid retention may occur during up-itration o carvedilal. I such symptoms accur, iuretis should be increased and the dose of COREG CR should Vision bmormal 5 7

ot be advanced unil clinical stabily resumes (see DOSAGE AND ADMINISTRATION in th ful prescribing information). Occasionally it is necessary to lower the dose of COREG
CR or temporarly discontinue it Such episodes do not preclude subsequent successful itation f,or a favorable response to, COREG CR. In 2 placebo-contrlled ral of patients
with severe heart failure, worsening heart faiure during the fist 3 months was reported to a similar degree with immediate-reease carvedilol and with placebo. When reatment
was mainained beyand 3 months, worsening heart filure was reported les frequently in patents reated with carvedilol than with placebo. Worsening heart ailure observed during
long e therapy i more kel 10 b related o the patents'underying disease than to treatment with carvedilo.

In patients with pheochromocytoma, an a-blocking agent should be initiated prior to the use of any B-blocking agent. Although carvedilol has both o- and B-blocking
pharmacologic activities, there has been no experience with its use in this condition. Therefore, caution should be taken in the administration of carvedilol to patients suspected
of having pheachromocyioma.

Agents with non-selective f-blocking activty may provoke chest pain n patients with Prinzmetal's variant angina. There has been no clinical experience with carvedill n these
patients although the a-blocking activity may prevent such symptoms. However, caution should be taken in the administration of COREG  CR to patients suspected of heving
Prinzmetals vriant angina.

ects on Glycemic Control in Type 2 Dial 1 et e et with dibotas,cnvedol ey lad s hseghcenia whih espons o

Cardiec falure and dyspnea were also reported i these studies, but th rates were equal or greater in patients who received plecebo.

The following adverse events were reported with a freguency of >1% but <3% and more frequenty with carvedilol in either the US placebo-controlled trials in patients with
mild-to-moderate heart failur, or in patients with severe heart filure in the COPERNICUS tial

Incidence >1% to <3%
as a Whole: Allergy, malaise, hypovolemia, fever, leg edema
ardiovascular: Fuid overload, posturel hypotension, aggravated angina petoris, AV block, palpitation, hypertension
pheral Nervous System: Hypesthesia, vertigo, paresthesia
e\enz periodontitis.
intreased, SGOT increased.

taboli and Nuenional: Aypecoms, Wpogheems, hyponatcni,ncreased lne phsphetse, eosuri,hyenoenie, dabetes mefius, GGT nrased
weight loss, hyperkelemia, creatinine increased,

c Pati
intansicato of pogheeic terapy. I i fecommende thattoad lcose be momored when d5cing with COREG i itatd, agisted,of s
1o examine the effects of carvedlol o glycemic control in patients with diabetes and heartfaiure have not been condc

In a stuty designed to examine the effects of immediate-release canvedilol on in a population with il
diabetes melltus,canvedill had X LINICAL TRIALS, Hyp
GEMINI i the full prescribing information).
Risk of Anaphylactic Reaction: While taking B-blockers, patients with a history of severe anaphylactc reaction to a varety of allergens may be more reactve 1o repeated
challenge, either accidenta, diagnostic or herapeutic. Such patients may be unresponsive o the usual doses olepmepmme used to teat alergic reaction
Nonallergic chronic bronchitis and Patients with d,in general, not receive B-blockers. COREG CR may be
1500 Wi €21, NoWErR, i PEHGnS whodo ot esand 1, o annet lrat, ter aviypereni Sgents. pmdenl if COREG CR is used, 0 use the smallest effective
dose, so that inhibiton of endogenous or exagenous B-agonists is minimize.

s il of ptients with st s, pants it rondospatc ieass wers ol f theydid ot s ol o e mdiation t et el rochogsti
disease. In such patients, t s recommended that CR be used with caution. Te dosing ould be be lowered if any
evidence of bronchospas i observed during up-titration
Information for Patients: Patients taking COREG CR should be adised of the following
« They should ot interrupt o discontinue using COREG CR without 2 physican's advice.

« Heart failure patients should consult thei physiian i they experience signs o symptoms of worsening hear failue such as weight gin or increasing shortness of breath,

« They may experience a drop in blood pressure when standing, resulting n cizziness and, rarely. fanting. Patients should sit r ie down when these symptoms of lowered blood
pressure occur.

I patients experience dizziness or fatigue, they should avoid drving or hazardous tesks.

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

« They should not crush or chew COREG. CA capsules.

hypertension and well pe 2
Type 2 D\ahe(es Melhms

« They should separate the administration of COREG CA from alcohol consumption (nluding prescription and overthe-counter medications that contain ethano) by at least 2 hours
iabetic patients should report any changes i blood sugar levels to their physican.

« Contact lens wearers may experience decreased lacrimation.

Drug Interactions: (Also see CLINICAL PHARMACOLOGY, Pharmacokinetic DrugDrug Interactions in th ful prescribing information

Aleahal: Conconitant administration of COREG CR with alcohol may affect the madified release properties of COREG CR, potentially resulting in a faster rate of release and
higher than expected peak and lower than expected trough plasma concentrations of carvedilol phosphate. To avoid the potential for this interaction, the edministration of COREG
CR with alcohol (including prescription and over-the-counter medications that contain ethanol) should be separated by at east 2 hours. COREG. CR should be taken in the moring
with food. {See DOSAGE AND ADMINISTRATION i the full prescribing information.}

Inhibitors of CYP2D6: poor metabolizers of debrisoquin: nteractions of carvedilol with strong inhibitors of CYP2D8 (such as quinidine, fuoxetine, paroxetine, and propafenone)
Pave o bean st bt s drgs ol e et to s ood bl fte Al nantonar of cnedio s CUNICALPHATIACOLOGY n e ol prscrong
information). Retrospective analyss of side effects i clincal trials showed that poor 20 fad & higher rate presumably resultng from
Vasoiaing effcts of i ighet concenratins of the olockng v snotamer

! Beblocking properties and a drug that it
inhibitors) should be observed closely forsigns of hypotension and/or severe maaycavma
Clonidine: Concomitant administration of lonidine with agents with B-bloc
treatment with agents with B-blocking properties and clonidine s to be: fasisichis -blocking agent should be discontinued i e v o h b oo
several days later by gradually decreasing the dosage.
i increases in mean canvedilol treatment in 21 renal ransplant patients suffering
the

ding and Clotting: Prothrombin decreased, purpura, thiombocytopena
olence.

alo: Impotence
Blurred vision
Renal insuffciency, albuminuria, hematuria

Left Ventricular Dysfunction Following Myocardial Infarction: The following information describes the safety experience in eft venticular dysfunction following acute
myocardial infarction with immediate-release canvedilol.

Canvgio o bsn st forsafty n suntors of a e mocardalnfarconwithft vticlar dstunco i hsCAPRICORN vl which e 69 ptiets o
received carvedilol and 980 wiho received placebo. Approximately 75% o the patients oratleast6 mont for atleast 12 months.
tients wete a0 ora aetage f 12.9 morth and 125 onths withCavedio and placeb,rspectuel

The most common ad diol in the CAPRICORN trial were consistent with the profile of the crug in the US heart falur trials and the COPERNICUS

trial. The only aditonal adverse events reported in CAPRICORN in >3% of the patients and more commonly on carvedilol were dyspnea, anemia, and lung edema. The following
adverse events were reported with a frequency of >1% but <3% and more frequently with carvedilo: Flu syndrome, cerebrovascular accident, peripheral vascular disorder,
hypotonia,depression, gastointestinal pain, arthitis, and gout. The overal ates of discontinuations due to adverse events were similar in both groups of patents. I this database,
the only cause of 1%, and occurting was hypotension (1 5% on canvilol, 0.2% on placebol
Hypertension: COREG CAwas evaluated for safety n an 8-week double-blin trial in 337 The profile of th COREG
O el St 1t asaed i e 10625 Cavein, The i o of dSComnOnS B o 6HTS avts wete oy Between CORED G and
placebo.
Tho fallowing adrse sants occuted are foguanty i gaterts witesontal hpertansion who et vestad it CORES CF, - 25, [idencs =1 n et veatod
with canedil, egalss ofcausalty cutng s B il than n placa  respectively 0%) dizziness (2% vs. 1%, nausea
(2% vs. %), edema peripheral (2% vs. 1%), nasal congestion (1% vs. 0%); paresthesia it i s Congeston (%45 0%, diarhea (1% vs, %) and sommia
(1% vs. 0%).

The following information describes the safety experience in hypertension with immediate-release carvedilol

Carvilol has been evaluated for safety in hypertension in more then 2,193 patients in US cliical tials and in 2,976 patients in ntemational linical trils. Approsimately 36%
ofhe oo eted poulto eced caiedol ora st © mont, I grerl,canvediol was el olrteda doses up 050 g iy, Most s eerts rported g
el theray wete of mid o maderate severy. In US contlled clncal tril ity comparng canvediol mratterapy n doses up o 50 mg
{11=1.142) 0 plotebo (1 = 467}, 4% of caveio patefs iscontinued for averso vents v. 2% f placebo paterts. Athough tere was o overal it
disconfncatonrats, discontinuations were more common 1 the cancllgou for postural ypoerion 1% v, 0, The ovrl pidence of avese events ' US lcato
contrl s s o o e with canvediol for dizziness, which increased in frequency

2% 0 5% 2 totldally dose oresed fom 638 mg 050 1mg 5 gl i o

T following adverse events occurted in US placebo-contrlled clincal trials for hypertension with an incidence of =1% regardless of causalty, and were more frequent in
drugtreated patients than placebo-treated patients, respectively: Bradycardia (2% vs. -|, postural hypotension (2% vs. ). periheral edema (1% vs. | dizziness (6% vs. 5%,
insomnia (2% vs. 1%, diatthea (2% vs. 19, thiombocytopenia (1% vs. -, hypertriglyceridemia (1% vs. -\ Theso are events with rates >1% to the nearest integer

Dyspnea and fatique were also reported in thse studies, but the rates were equal or greater in patients who received placebo

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

Incidence >0.1% to <1%

Cardiovascular: Peripheral ischemia, tachycardia
Central and Peripheral Nervous System: Hypokinesia

from chronic vascular rejection. In about 30% of patients,the dase of cylosporine had to be reduced in order porn
wihile in the remainder no adjustment was needed. On the average fo the group, the dose of cyclosporine was reduced about 20% in these patients. Due o wide interindividual
varabilty in the dose adjustment required, t is recommended tha cyclosporine concentrations be monitored closely afte initiation of carvedill therapy and that the dose of
cvdnspmme be adjusted as appropriate
joxin: Digoxin concentrations are increased by about 15% when digoxin and carvedilol are edrmmsleved concomitantly. Both digoxin and carvedilol slow AV conduction.

Thoo o monitoring of digoxin is recommended when initiating, adjusting, or discontinuing COREG CR.

Imiuurs and inhibitors of hepatic metabolism: ifampin reduced plasma concentretions of cawemlm by about 70%. Cimetiing increased AUC by about 30% but caused
o chan

o channl iackers: st s of rucion st (rarey with hemodynamic compromise) have been abserved when carvedilo is co-administered vith
difzam. 4 gt agens wih [locking propetes, i CORES CA 1 0 b aminstared rly ihcalactanl Bl of e veragani o e e 1
fecommended that ECG an bood presure be moniored

B blood-sug of Therefore, in
insulin or oral hypoglyceics, regular monitoring of ot e oramoarnd

Biirubinenia, increased hepatic enzymes 0.2% of hypertension patients and 0.4% of heart falure patients were discontinued from therapy because of
Peaces i epatc s se Labortory Abrrmales i e fl s nfomton,)
eiatc: Neiousnes, o tisrdr, aqrvatad epessin, mpaltedconcentation. ol ki, paroni,smotonl iy,
tory System: Asthma (see CONTRAINDICATIONS).

Reproductie: alo: Dorased 1dd
kin and Appendages: Pruitu, rash erythematous, rash maculopapular,rash psoriaform, photosensitiviy reaction
Special Senses: T
Urinary System: Nicturton frequency increased

Autongmie Norvous Systom: 01y mout, sweatig nreased

Wetabalic and Nattional: ypokalemi, ypetighcerdemia

Hematologic: Anemia, leukopenia

The following events were reported in <0.1% of patients and are potentiall important: Complete AV block, myocardial ischemia, disorder,
convulsions, migraine, neuralgia, paresis, anaphylactoi reaction, alopecia, exfoliative dematits, amnesia, G hemorthage, bronchospas, pulmonary edema, decreased hearing,
respiratory alkalosis, increased BUN, decreased HDL, pancytopeia, and atypical hymphocytes.
Laboratory ities: Reversible elevations in serum transaminases (ALT or AST) have been observed during treatment with canvedill. Rates of transaminase elevations

Proton Pump Inhibitors: There is no clinically meaningful increase in AUC and C,,, with concamitant canvedilol extended

Carcinogenesis, Mutagenesis, Impairment of Fertility: In 2-year studies conducted in rats given canvedilol at doses up to 75 mo/kg/day (12 times the maximum
IRHE] basis)or in mice given up to 200 mg/kg/day (16 times the MRHD on a m/ basis), canvdilol had no carcinogenic

e«em

il ested n  battery o g , including the Ames and the CHO/HGPRT assays for mutagenicity and the in vitro hemster micronucleus
vt o ymphocyte el ests forcastogeniry,

Atdoses =200 my/kg/day (=32 times the MRHD as mg/i) carvedtlol was tosic to adult rts (sedation, reduced weight gain) and was associated with a reduced number of
successful matings, profanged mating time, significantly fewer corpora lutea and implants o dam, and complete resorption of 18% of the lters. The no-observed-effect dose
Tevel fo overt toxicty and impairment of fertiity was 60 mg/kg/day (10 times the MAHD as mg/n

(2- to 3times the upper limit of normal) observed during contrlled clinial trials have generally been similar between patients treated with carvedilol and those treated with
placebo. However, transaminase elevations, confirmed by rechellenge, have been observed with carvilol. n 2 long-ter, placebo-controlle tial in severe heart falur, patients
treated with carvedilol had lower values for hepatic transaminases than patients treated with placebo, possibly because carvedilol-nduced improvements in cardiac function led
10 less heptic congestion and/or improved hepati blood flow.

Carvilol therapy has not been associated with clinically signifcant changes in serum potassium, tota triglycerides, total cholesterol, HDL cholesterol, uic acid, biood rea
nittogen, or creatinine. No cincally relevant changes were noted in fasting serum glucose in hypertensive patients; fasting serum glucose was not evaluated in the heart failure
cincal trials.

i d K Johnson syndrome, rolysis,
st ey when canedlolwas pra oncomtant with sthr metictlons assaciaed Wi Sch oacons, Uiany incominence 1 omen (hich et
f the

Pregnaner: Terstogenio Efects: rograncy Cteor C. S pefomed i srogrnt s and pttisgvn el e rorased loss i rats at
doses of 300 mgkg/day (50 times the MRHD as mg/m') and in rabbis a doses of 75 ma/ke/day (25 times the MAHD as mg/m. I the ras,there was P htonst o
oy weght a e matemall 04 dose of 300 Mofkgey (50 tmes he MAHD a5 T/, whih was accomparied by a eevation i th fequency of fetuss withdolyad
sieltldevclopner i or e 131 1) I s thon-bseveffect el 0 Gevolopmental oty ws 60 /gy 10 times the MWD as mg/ is it
as 15 majkglty . imes tho MAHD a3 . Throare 10 adeduateand welconoled stucies i progan women. COREGCR shoul o use g pregnancy ony f he
potentalbengit s ne pottal K 1 thefetus

Nursing Mothers: It s not known whether this drug is excreted in human milk. Studies in rats have shown that carvedilol and/or its metabolites (as well as other
bblockers)cross the placentl barrer and are excreted in breast milk. There was increased mortalty at one week post partum in neorates from rats treated with 60 mg/kg/day (10
times the MRHD as mo/m and above during te lasttimester through day 22 of lactaion. Because many crugs are excreted in human milk and because of the potential for serious
adverse reactions in nursing nfants from [-blockers, especiallybradycardia, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into account
the importance of the drug o the mather. The effects of other - and B-blocking agents have included perinatal and neonatal distress.

Pediatric Use: Safety and efficacy of canvedilol in patients younger than 18 years of age have not been established.

Geriatric Use: The clinical studies of carvedilol in patients with hypertension, heart faiure, and left ventricular dysfunction following myocardial infarction did not include
suffcient numbers of subjects 65 years of 2ge or older to determine whether they respond differently from younger patients

The following information i available for trials with immediate-release carvedilol. Of the 765 patients with heart failure randomized to carvedilol in US clincal ial, 31% (235]
were 65 years of age or older, and 7.3% (5] were 75 years of age or older. Of the 1,156 patients randomized to carvediil in a long-term, placebo-contrlled trial in severe heart
failure, 47% (547) were 65 years of age or oder, and 15% (174] were 75 years of age or older. OF 3025 patiens receiving carvedilol n heart failure trials worldwide, 42% were
65 years of age or older. 0 the 875 myocardial infarction patients randomized to carvedilol in the CAPRICORN trial, 48% (468) were 65 years of age or lder, and 11% 111) were
75 years of age o older. Of the 2,065 hypertensive patients in US clinical trals of effcacy or safety who were treated with carvedill, 21% (435] were 65 years of age or alder.
013,722 patients receiving immediate-release carvedilol n hypertension clinical tials conducted worldwide, 24% were 65 years of age or oider.

With the exception of dizziness in hypertensive patints fincidence 88% in the elderly vs. 6% in younger patients), no overalldifferences in the safety or effectiveness (see
Figures 2 and 4 i the full prescribing information) were observed between the older subjects and younger subjects in each of these populations. Similarly, other reported clincal
experience has not dentifed diferences in responses betuween the elderly and younger subjects, but reater sensitiviy of some older individuals cannot be ruled out
ADVERSE REACTIONS

Carvedilol has been evaluated for safety in patients with heart failure (mild, moderate, and severe heart failure, i patients with left ventricular dysfunction following myocardial
infarction, and in hypertensive patients. The observed adverse event profile was consistent with the pharmacology of the drug and the health status of the patients n the clnical
trals. Adverse events reported for each of these patient populations reflecting the use of either COREG CR or immediate-release canvedilol are provided below. Excluded are
adverse events considered too general to be informative, and those not reasonably associated with the use of the drug because they were associated with the condition being

 intersital preumonitis have been reported rarely.
OVERDOSAGE

The acute oral LDSO doses in male and female mice and male and female rats are over 8,000 mg/ky. Overdosage may cause severe hypotension, bradycardia, cardiac
insuffciency,cardiogenic shock, and cardiac arrest. Respiratory problems, bronchospasms, vomiting, lapses of cansciousness, and generalized seizures may also oceu.

The patient should be placed in  supine positon and, where necessary, kept under observation and treated under Gastric lavage or
induced emesis may be used shorlyafter ingestion. The following agents may be adminiserett

Fm excessive bradycardia atopine, 2 mg IV.

suppont cafoasclr ncton: guszgon, 0 10 mg IV i over 3 seonds, followed by 3 coniunus infson of § g, symptiarineis doutnive,

wsuprenalme adrenaline] at doses according to body weight and effec

If peripheral vasoilation dominates, it may be necessary to admws(ev adrnaine or noradnaine it cotinuos monforng of sty condidors. o ety st
bradycerdia, pacemaker therapy p Wor Inthe event o seizures, slow
IV injection ofdiazepam or clonazepa s recommended

NOTE: In the event of severe inoxication where there are symptoms of shock, reatment with antidotes must be continued for a suffcienty long period of time consistent with
the 7-to 10-hour half-fife o carvedilol

There is o experience of overdosage with COREG R, Cases of canveilolalone or other insome
cases exceeded 1,000 millgrams. Symptoms experenced ncuded low blood pessure and hear rate, Standard supportiv treatment was provided and ndvidual recovered,
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consequences of the sustained use of opi-
oid analgesics and are not synonymous
with addiction. As a result, many state
medical board guidelines now reflect that
statement, Mr. Joranson said.

Last year, at the federal level the Drug
Enforcement Administration issued a
statement that nearly every prescription is-
sued in the United States is for a legitimate
medical purpose and that the amount of
dosage units per prescription will never be
a basis for investigation for the over-
whelming majority of physicians.

Research findings indicated, however,
that physicians may not be paying atten-
tion to this policy shift. In a study pub-
lished in the Journal of Family Practice in
2001, investigators from the University of
California, San Francisco/Stanford Col-
laborative Research Network surveyed 230
primary care physicians on pain treat-
ment, the use of opioids, and their famil-
iarity with state
prescribing and
documentation
guidelines.

In particular,
the investiga-
tion focused on
whether physi-
cians were
aware of guide-
lines on pre-
scribing opioids
for chronic non-
malignant pain
that were issued
by the Medical Board of California in 1994.
The guidelines were aimed in part at re-
ducing physicians’ fear of regulatory scruti-
ny. The guidelines were mailed to all li-
censed physician in the state three times
between 1994 and 1996.

Of the 161 physicians who completed
the survey, only 39% remembered reading
the guidelines 1 year after the third mail-
ing. And 40% of respondents said that fear
of legal investigation influenced their opi-
oid prescribing habits.

“It can be an uphill battle to get physi-
cians to pay attention to policy,” Mr. Jo-
ranson said.

Despite the growing areas of agree-
ment on proper pain prescriptions, there
are still some areas surrounding pre-
scribing of controlled substances that
need to be worked out, he said. For ex-
ample, prescribing opioids to pain pa-
tients who may have a substance abuse
problem is an area where law enforce-
ment and physicians have the potential to
clash. More dialogue is needed between
the pain medicine community and DEA
on this issue, he said.

In addition, some groups mistakenly
believe that physicians and patients are the
main source of drug diversion, he said.

And while it’s likely that the majority of
regulatory and law enforcement actions
against physicians for prescribing of con-
trolled substances are appropriate, there
have been exceptions, he said. Some physi-
cians have been charged and later acquitted
in court, while others have been convicted
only to have their cases overturned later.
These cases need to be investigated to fig-
ure out what went wrong, he added. =

Although state
policies are
becoming more
balanced, ‘it can
be an uphill
battle to get
physicians

to pay attention
to policy.’
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