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Carvedilol Phosphate extended-release capsules

In clinical trials of Carvedilol Phosphate extended-release capsules in subjects with hypertension (338 subjects) and in subjects with left ventricular
dysfunction following a myocardial infarction or heart failure (187 subjects), the profile of adverse events observed with carvedilol phosphate was
generally similar to that observed with the administration of immediate-release carvedilol. Therefore, the information included within this section is
based on data from controlled clinical trials with Carvedilol Phosphate extended-release capsules as well as immediate-release carvedilol tablets.
5.1 Cessation of Therapy

Patients with coronary artery disease, who are being treated with Carvedilol Phosphate extended-release capsules, should be advised against
abrupt discontinuation of therapy. Severe exacerbation of angina and the occurrence of myocardial infarction and ventricular arrhythmias have been
reported in patients with angina following the abrupt discontinuation of therapy with 3-blockers. The last 2 complications may occur with or without

Carvedilol Phosphate extended-release capsules

While taking B-blockers, patients with a history of severe anaphylactic reaction to a variety of allergens may be more reactive to repeated challenge,
either accidental, diagnostic, or therapeutic. Such patients may be unresponsive to the usual doses of epinephrine used to treat allergic reaction.
5.14  Intraoperative Floppy Iris Syndrome

Intraoperative Floppy Iris Syndrome (IFIS) has been observed during cataract surgery in some patients treated with alpha-1 blockers

(Carvedilol Phosphate extended-release capsules are an alpha/beta blocker). This variant of small pupil syndrome is characterized by the
combination of a flaccid iris that billows in response to intraoperative irrigation currents, progressive intraoperative miosis despite preoperative
dilation with standard mydriatic drugs, and potential prolapse of the iris toward the phacoemulsification incisions. The patient’s ophthalmologist
should be prepared for possible modifications to the surgical technique, such as utilization of iris hooks, iris dilator rings, or viscoelastic substances.

Carvedilol Phosphate extended-release capsules

Carvedilol Phosphate extended-release capsules

Cardiac failure and dyspnea were also reported in these trials, but the rates were equal or greater in subjects who received placebo.

The following adverse events were reported with a frequency of greater than 1% but less than or equal to 3% and more frequently with carvedilol in
either the U.S. placebo-controlled trials in subjects with mild-to-moderate heart failure or in subjects with severe heart failure in the COPERNICUS trial.
Incidence greater than 1% to less than or equal to 3%

Body as a Whole: Allergy, malaise, hypovolemia, fever, leg edema.

Cardiovascular: Fluid overload, postural hypotension, aggravated angina pectoris, AV block, palpitation, hypertension.

Central and Peripheral Nervous System: Hypesthesia, vertigo, paresthesia.

Harmony AMS HIGHLIGHTS OF PRESCRIBING INFORMATION o Severe hepatic impairment. (2.4, 4) needed. Although not specifically studied, it is anticipated the full antihypertensive effect of Carvedilol Phosphate extended-release capsules would In patients with heart failure and diabetes, carvedilol therapy may lead to worsening hyperglycemia, which responds to intensification of Mild-to-Moderate HF Severe HF Table 4 shows adverse events in U.S. placeho-controlled clinical trials for hypertension that occurred with an incidence of greater than or equal to
Artwork Information Panel These highlights do not include all the information needed to use Carvedilol Phosphate extended-release capsules safely and effectively. o History of serious hypersensitivity reaction (.g., Stevens-Johnson syndrome, anaphylactic reaction, angioedema) to carvedilol or any of the be seen within 7 to 14 days as had been demonstrated with immediate-release carvedilol. Total daily dose should not exceed 80 mg. hypoglycemic therapy. It is recommended that blood glucose be monitored when dosing with Carvedilol Phosphate extended-release capsules is . - 1% regardless of causality and that were more frequent in drug-treated subjects than placebo-treated subjects.
: 2 See full prescribing information for Carvedilol Phosphate extended-release capsules. components of Carvedilol Phosphate extended-release capsules. (4) Concomitant administration with a diuretic can be expected to produce additive effects and exaggerate the orthostatic component of carvedilol action. initiated, adjusted, or discontinued. Trials designed to examine the effects of carvedilol on glycemic control in patients with diabetes and heart failure Carvedilol Placebo Carvedilol Placebo Table 4, Adverse Events (% Occurrence) in U.S. Placebo-Controlled Hypertension Trials with Immediate-Release Carvedilol Tablets
Manufacturing Site Number: Carvedilol Phosphate extended-release capsules for oral use WARNINGS AND PRECAUTIONS 24 Hepatic Impairment have not been conducted. o . . . o . Body System/Adverse Event (n = 765) (n=437) (n=1,156) (n=1,133) (Incidence >1% in Subjects Treated with Carvedilol, Regardless of Causality)*
62000000042470 Initial U.S. Approval: 1995 * Acute exacerbation of coronary artery disease upon cessation of therapy: Do not abruptly discontinue. (5.1) Carvedilol Phosphate extended-release capsules should not be given to patients with severe hepatic impairment /see Contraindications (4). In a trial designed to examine the effects of immediate-release carvedilol on glycemic control in a population with mild-to-moderate hypertension Central Nervous System Carvedilol Placebo
Manufacturing Site(s): INDICATIONS AND USAGE . Bradycardi.a, hypotension, worsening hgart fai|u|—e./.f|uid retention may oceur. Reduce the dose as needgd. (5.2,5.3,5.4) . ‘ 25 Geriatric Use g?gd\?éesll(-fjr:’t);olled type 2 diabetes mellitus, carvedilol had no adverse effect on glycemic control, based on HbA1c measurements [see Clinical DizZiness 2 9 o1 7 Adverse Event (n=1,142) (n = 462)
GSK ZEBULON UNITED STATES Carvedilol Phosphate extended-release capsules are an alpha-/beta-adrenergic blocking agent indicated for the treatment of: *Non-allergic bronchospasm (e.g., chronic bronchitis and emphysema): Avoid [3-blockers. (4) However, if deemed necessary, use with caution and When switching elderly patients (aged 65 years or older) who are taking the higher doses of immediate-release carvedilol tablets (25 mg o ) Headache 8 7 5 Cardiovascular
= = o mild to severe chronic heart failure. (1.1) at lowest effective dose. (5.5) ) . twice daily) to Carvedilol Phosphate extended-release capsules, a lower starting dose (40 mg) of Carvedilol Phosphate extended-release capsules is 5.7 Peripheral Vascular Disease S o . . . il Bradycardia 9 _
Product Market Trade Name: o |gft ventricular dysfunction following myocardial infarction in clinically stable patients. (1.2) * Diabetes: Monitor glucose as B-blockers may mask symptoms of hypoglycemia or worsen hyperglycemia. (5.6) recommended o minimize the potential for dizziness, syncope, o hypotension [see Dosage and Administration (2)]. Patients who have switched and ~ B-blockers can precipitate or aggravate symptoms of arterial insufficiency in patients with peripheral vascular disease. Caution should be exercised Gastrointestinal Postural hypotension 5 _
Coreg CR o hypertension. (1.3) ADVERSE REACTIONS who tolerate Carvedilol Phosphate extended-release capsules should, as appropriate, have their dose increased after an interval of at least 2 weeks in such individuals. Diarrhea 12 6 5 3 Peripheral edema 1 —
Approving Market(s): DOSAGE AND ADMINISTRATION The safety profile of Carvedilol Phosphate extended-release was similar to that observed for immediate-release carvedilol. Most common adverse [see Use in Specific Populations (8.5)]. 58  Deterioration of Renal Function Nausea 9 5 1 3 Central Nervous System
F|::p by [+] arket H A Take with food. Do not crush or chew capsules. Individualize dosage and monitor during up-titration. (2) events seen with immediate-release carvedilol. (6.1): 3 DOSAGE FORMS AND STRENGTHS Rarely, use of carvedilol in patients with heart failure has resulted in deterioration of renal function. Patients at risk appear to be those with — Dizziness 6 5
3PC-Apotex;United States-US e Heart failure: Start at 10 mg once daily and increase to 20, 40, and then 80 mg once daily over intervals of at least 2 weeks. Maintain lower doses ~ © Heart failure and left ventricular dysfunction following myocardial infarction (=10%): Dizziness, fatigue, hypotension, diarrhea, hyperglycemia, The hard gelatin capsules are filled with white to off-white microparticles and are available in the following strengths: low blood pressure (systolic blood pressure less than 100 mm H), ischemic heart disease and diffuse vascular disease, and/or underlying Vomiting 6 4 L 2 Insomnia 2 1
Print Process: if higher doses are not tlerated. (2.1) o A . . . . asthenia, bradycardia, weight increase. o 10 mg— white and green capsule shell printed with “GSLGK” and “10 mg” renal insufficiency. Renal function has returned to baseline when carvedilol was stopped. In patients with these risk factors, it is recommended Metabolic Gastrointestinal
o Left ventricular dysfunction following myocardial infarction: Start at 20 mg once daily and increase to 40 mg then 80 mg once daily after intervals o Hypertension (=5%): Dizziness. . : - W o » that renal function be monitored during up-titration of Carvedilol Phosphate Extended-release and the drug discontinued or dosage reduced if - :
N/A : e ® 20 mg - white and yellow capsule shell printed with “GSMHV” and “20 mg ing of renal functi Hyperglycemia 12 8 5 3 Diarrhea 2 1
of 3 to 10 days. A lower starting dose or slower titration may be used. (2.2) To report SUSPECTED ADVERSE REACTIONS, contact Apotex Gorp. at 1-800-667-4708 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch. o 40 o — vellow and le shell printed with “GSETX” and “40 ma” worsening of renal function occurs. skl ,
Colour Standard Reference: e Hypertension: Start at 20 mg once daily and increase if needed for blood pressure control to 40 mg then 80 mg once daily over intervals of DRUG INTERACTIONS % mg yeh,‘t)w an glreerr: Tlapsj-uteds ethprgg; I‘_’,Y't 480 and et mg 59  Major Surgery Weight increase 10 l 12 il Hematologic .
L] - J—
N/A 110 2 weeks. (2.3) o ) o ) ) R . ) o f Mg - white capsuie shel printed wi and "s0mg Chronically administered B-blocking therapy should not be routinely withdrawn prior to major surgery; however, the impaired ability of the heart to BUN increased 6 5 — — Thrombocytopenia 1
o Elderly patients (> 65 f age): Wh tching from higher d f diate-rel dilol tablets to Carvedilol Phosphat CYP P450 2D6 enzyme inhibitors may increase and rifampin may decrease carvedilol levels. (7.1, 7.5) At : ! ) 7
Technical Drawing o Not include version number): erly patients (> 65 years of age): When swiching from higher doses of immediate-releas carvediol tablts to Carvedilol Phosphate o Hypotensive agents (e.g., reserpine, MAQ inhibitors, clonidine) may increase the risk of hypotension and/or severe bradycardia. (7.2) 4 CONTRAINDICATIONS respond to reflex adrenergic stimuli may augment the risks of general anesthesia and surgical procedures. NPN increased 6 5 — — Metabolc =~
0002739 0 (Do NOT include version number): extended-release capsules, a lower starting dose should be considered to reduce the risk of hypotension and syncope. (2.5) o Cyclosporine or digoxiﬁ I'évels may increase 73 7’ n e Carvedilol Phosphate extended-release capsules are contraindicated in the following conditions: 510  Thyrotoxicosis m olesterolomi 2 3 ] ] Hypertriglyceridemia 1 —
A9, 1 ; ; i i I " . - ' ) ercholesterolemia . ;
- - - PO — DOSAGE FORMS AND STRENGTHS + Both digitalis glycosides and B-blockers slow atrioventricular conduction and decrease heart rate. Concomitant use can increase the risk of ° Broncg!a{ astr;ma or relatg$ tIJronchospasnc conditions. Deaths from status asthmaticus have been reported following single doses of f-adrenergic blockade may mask clinical signs of hyperthyroidism, such as tachycardia. Abrupt withdrawal of B-blockade may be followed by an Ezp o > ; - ; *Shown are events with rate >1% rounded to nearest integer.
Material Spec. (oo NoT inciude version numbe apsules: 10 mg, 20 mg, 40 g, 80 mg (3 bradycardia. (7.4) . o . . . mmeciate-release carvedol exacerbation of the symptoms of hyperthyroidism or may precipitate thyroid storm. ema periphera Dysprea and fatigue were also reported in these tials, but the rates were equal or greater in subjects who received placebo.
TS-000300 . eneeeenen CONTRAINDICATIONS * Amiodarone may increase carvedilol levels resulting in further slowing of the heart rate or cardiac conduction. (7.6) * Second- or third-degree AV block. 511  Pheochromocytoma Musculoskeletal The following adverse events not described above were reported as possibly o probably related to carvedilol in worldwide open or controlled trials
Material Type: * Bronchial asthma or related bronchospastic conditions. (4) * Verapamil- or diltiazem-type calcium channel blockers may affect ECG and/or blood pressure. (7.7) e Sick sinus syndrome. o In patients with pheochromocytoma, an a-blocking agent should be initiated prior to the use of any -blocking agent. Although carvedilol has both Arthralgia 6 5 1 1 with carvedilol in subjects with hypertension or heart failure.
N/A N/A : gfl&l}gﬁ]u gfs?rigir::ﬁgf%/\v block. (4) * Insulin and oral hypoglycemics action may be enhanced. (7.8) © Severe bradycardia (unless a permanent pacemaker is in place). a- and B-blocking pharmacologic activities, there has been no experience with its use in this condition. Therefore, caution should be taken in the Respiratory Incidence greater than 0.1% to less than or equal to 1%
me. ) See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.  Patients with cardiogenic shock or who have decompensated heart failure requiring the use of intravenous inotropic therapy. Such patients administration of carvedilol to patients suspected of having pheochromocytoma. - i . Peri i i i
! ] *Severe bradycardia (unless permanent pacemaker in place). (4) - pRrovecP: 9 , should first be weaned from intravenous therapy before initiating Carvedilol Phosphate extended-release capsles. 512 Prinzmetal’s Variant Angina Cough increased 8 9 5 4 Cardiovascular: Peripheral schemia, achycardia.
Total Colours & Varnishes: 1 o Patients in cardiogenic shock or decompensated heart failure requiring the use of IV inotropic therapy. (4) Revised: 10/2019,  patients with severe hepatic impairment " j X mna- o o . ) » v i n i > Central and Peripheral Nervous System: Hypokinesia.
« Patients with a histor of 2 serious hvoersensitvity reacii Stevens-Joh ' bvacic reacti oedema)t ol Agents with non-selective 8-blocking activity may provoke chest pain in patients with Prinzmetal’s variant angina. There s been no clinical ales Gastrointestinal: Bilirubinemia, increased hepatic enzymes (0.2% of hypertension patients and 0.4% of heart failure patients were discontinued from
FULL PRESCRIBING INFORMATION: CONTENTS* atlents with a nistory oF a Serious hypersensitivity reaction (e.g., Stevens-Johnson syndrome, anaphylactic reaction, angioedema) to carvedilo experience WIth carvedllgl in these patients although the o-blocking actlylty may prevent such §ymp’goms. However, cautlon should be taken in the Vision therapy because of increases in hepatic enzymes) [see Adverse Reactions (6.2)].
' or any of the components of Carvedilol Phosphate extended-release capsules. administration of Carvedilol Phosphate extended-release capsules to patients suspected of having Prinzmetal’s variant angina. — L . I - - ' . o
1 INDICATIONS AND USAGE 7.2 Hypotensive Agents 5 WARNINGS AND PRECAUTIONS 513 Risk of Anaphylactic Reaction Vision abnormal 5 2 — — Psychiatric: Nervousness, sleep disorder, aggravated depression, impaired concentration, abnormal thinking, paranoia, emotional lability.

Respiratory System: Asthma [See Contraindications (4)].

Reproductive, male: Decreased libido.

Skin and Appendages: Pruritus, rash erythematous, rash maculopapular, rash psoriaform, photosensitivity reaction.
Special Senses: Tinnitus.

Urinary System: Micturition frequency increased.

Autonomic Nervous System: Dry mouth, sweating increased.

Metabolic and Nutritional: Hypokalemia, hypertriglyceridemia.

Hematologic: Anemia, leukopenia.

: P . 3 DOSAGE FORMS AND STRENGTHS 8.1 Pregnancy preceding exacerbation of the angina pectoris. As with other 3-blockers, when discontinuation of Carvedilol Phosphate extended-release capsules There does not appear o be a benefit of stopping alpha-1 blocker therapy prior to cataract surgery. Gastrointestinal: Melena, periodontitis. . ’ . i .
Total Speclal Finishes: 0 4 CONTRAINDICATIONS 8.2  Lactation is planned, the patients should be carefully observed and advised to limit physical activity to a minimum. Carvedilol Phosphate extended-release P pping &y P gery Liver and Biliary System: SGPT increased, SGOT increased The follgyv:r]g ehvenFs werebr eportedlm I;.SS t(?an or eqllla_l to 0'1.% O.f subjectsla_nd are pqtentlallﬁ ':“pff.‘da”t- c?.mpletle A .blOCkf* t}ur;gile (tj)rancr;'tl?lock,
5 WARNINGS AND PRECAUTIONS 8.4  Pediatric Use capsules should be discontinued over 1 o 2 weeks whenever possible. If the angina worsens or acute coronary insufficiency develops, it is 6 ADVERSE REAGTIONS Wetabolic and Nutrtonal Fyogruricema. hyoalvcemia. hmonalremia. 4§ alkaline ohosohatase. alveosuria. hvoervolemia. diabetes melit myocar IaGIIzC eml?f cereb rovaﬁcu ar disort ler, convu glons, rglgralﬂeyélﬁura_gla, panSIS{, ana[l)kylac' 0id reac IOS,B%("‘D%CIHY ex oéaHIBeL ermatitis,
5.1 Cessation of Therapy 8.5  Geriatric Use recommended that Carvedilol Phosphate extended-release capsules be promptly reinstituted, at least temporarily. Because coronary artery disease 6.1 Clinical Trials Experience 9T4 046 arng MUl ’r‘l’"la : yhperurll(c?mlgi, ypoglycemia, hyponatremia, increased alkaline phosphatase, glycosuria, hypervolemia, diabetes mellitus, amdnesm,. ”emorzr age, bronchospasm, pulmonary edema, decreased hearing, respiratory alkalosis, Increase , decreased HDL, pancytopenia,
52  Bradycardia 10 OVERDOSAGE is common and may be unrecognized, it may be prudent not to discontinue therapy with Carvedilol Phosphate extended-release capsules abruptly Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be GGT increased, weight loss, hyperkalemia, creatining increased. and atypical lymphocytes.
53 Hypotension 11 DESCRIPTION even in patients treated only for hypertension or heart failure. directly compared with rates in the clinical trials of another drug and may not reflect the rates observed in practice. Musculoskeletal: Muscle cramps. Laboratory Abnormalities
54  Heart Failu.re/Fluid Retention 12 CLINICAL PHARMACOLOQY 5.2  Bradycardia Carvedilol has been evaluated for safety in subjects with heart failure (mild, moderate, and severe), in subjects with left ventricular dysfunction Platelet, Bleeding and Clotting: Prothrombin decreased, purpura, thrombocytopenia. Reversiblg elevations in serum transaminases (ALT or ASD have beenlopservgd during treatment with qaryedilol. Rates of yransaminase e'Ievations.
Body Text Size: 55 Non-allergic Bronchospasm 121 Mechanism of Action In clinical trials with immediate-release carvedilol, bradycardia was reported in about 2% of hypertensive subjects, 9% of subjects with heart following myocardial infarction, and in hypertensive subjects. The observed adverse event profile was consistent with the pharmacology of the Psychiatric: Somnolence. (2- to 3-times the upper limit of normal) observed during controlled clinical trials have generally been similar between subjects treated with carvedilol
7 pt 56 Glycemic Control in Type 2 Diabetes 122 Pharmacodynamics failure, and 6.5% of subjects with myocardial infarction with left ventricular dysfunction. Bradycardia was reported in 0.5% of subjects receiving drug and the health status of the subjects in the clinical trials. Adverse events reported for each of these populations reflecting the use of either Reproductive, male: Impotence. and those treated with placebo. However, transaminase elevations, confirmed by rechallenge, have been observed with carvedilol. In a long-term,
57 Peripheral Vascular Disease 123 Pharmacokinetics Carvedill Phosphate extended-release capsules in a trial of subjects with heart failure and subjects with myocardial infarction and lft ventricular Carvedilol Phosphate extended-release capsules or immediate-release carvedlol tablets are provided below. Excluded are adverse events i : i placebo-controlled trial n severe hear faiure, subjects treated with Garvedilol had lower values for hepatic transaminases than subjects treated with
" e ) o ’ p p p Special Senses: Blurred vision.
Smallest Text Size: 5.8  Deterioration of Renal Function 12.4  Specific Populations dysfunction. There were no reports of bradycardia in the clinical trial of Carvedilol Phosphate extended-release capsules in hypertension. However, if considered too general to be informative, and those not reasonably associated with the use of the drug because they were associated with the ; i - o ) placebo, possibly because carvedilol-induced improvements in cardiac function led to less hepatic congestion and/or improved hepatic blood flow.
7 pt 59  Major Surgery 125 Drug-Drug Interactions pulse rate drops below 55 beats per minute, the dosage of Carvedilol Phosphate extended-release capsules should be reduced. condition being treated or are very common in the treated population. Rates of adverse events were generally similar across demographic subsets Urinary System: Renal insufficiency, albuminuria, hematuria. Carvedilol therapy has not been associated with clinically significant changes in serum potassium, total triglycerides, total cholesterol,
cading: 510 Thyrotoxicosis 13 NONCLINICALTOXICOLOGY ) 53  Hypotension (men and women, elderly and non-elderly, blacks and non-blacks). Carvedilol Phosphate extended-release capsules has been evaluated for safety jn ~ =eftventricular Dysfunction Following Myocardial Infarction , , . o HDL cholesterol, uric acid, blood urea nitrogen, or creatinine. No clinically relevant changes were noted in fasting serum glucose in hypertensive
eading: 5.1 Pheochromocytoma 131 Carcinogenesis, Mutagenesis, Impairment of Fertility In clinical trials of primarily mild-to-moderate heart failure with immediate-release carvedilol, hypotension and postural hypotension occurred in a 4-week (2 weeks of immediate-release carvedilol tablets and 2 weeks of Carvedilol Phosphate extended-release capsules) clinical trial (n = 187) The following information describes the safety experience in left ventricular dysfunction following acute myocardial infarction with subjects; fasting serum glucosg was not evaluated in the heart failure clinical trials.
7.4 pt 5.12 P_rmm;etal s Variant Angina 14 ?!1'|1N|0Ah STUEES 9.7% and syncope in 3.4% of subjects receiving carvedilol compared with 3.6% and 2.5% of placebo subjects, respectively. The risk for these which included 157 subjects with stable mild, moderate, or severe chronic heart failure and 30 subjects with left ventricular dysfunction following 'mmed!ate’release carvedilol. ) ) - o ) o o 6.2 Postmarketing Experience
Horizontal Scale: 513 Risk of Anaphylactic Reaction : Lea';t’ e e Dysfuncton following Mvocardial nfarc events was highest during the first 30 days of dosing, corresponding to the up-titration period and was a cause for discontinuation of therapy in acute myocardial infarction. The profile of adverse events observed with Carvedilol Phosphate extended-release capsules in this small, short-term Carvedilol has been evaluated for safety in survivors of an acute myocardial infarction with left ventricular dysfunction in the CAPRICORN trial which  The following adverse reactions have been identified during post-approval use of immediate-release carvedilol tablets or Carvedilol Phosphate
90% 5.14_ Intraoperative Floppy Iris Syndrome 142 Left Ventricular Dysfunction following Myocardial Infarction 0.7% of carvedilol subjects, compared with 0.4% of placebo subjects. In a long-term, placebo-controlled trial in severe heart failure (COPERNICUS), trial was generally similar to that observed with immediate-release carvedilol tablets. Differences in safety would not be expected based on the involved 969 subjects who received carvedilol and 980 who received placebo. Approximately 75% of the subjects received carvedilol for at least extended-release capsules. Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably
2 0ZvTr oV 6 QQVERS(EJIiT]iEcg?.TrrIgI':SExperience 122 mggggﬂ::gﬂ With Type 2 Diabetes Melitus hypotension and postural hypotension occurred in 15.1% and syncope in 2.9% of subjects with heart failure receiving carvedilol compared with similarity in plasma levels for Carvedilol Phosphate extended-release capsules and immediate-release carvedilol. 6 months and 53% received carvedilol for at least 12 months. Subjects were treated for an average of 12.9 months and 12.8 months with carvedilol estimate their frequency or establish a causal relationship to drug exposure.
i . - . 8.7% and 2.3% of placebo subjects, respectively. These events were a cause for discontinuation of therapy in 1.1% of carvedilol subjects, compared i and placeho, respectively. i i
Microtext: 62 Postmarketing Experience 16 HOW SUPPLIED/STORAGE AND HANDLING with 0 8% of placebo subjects. o Pyt ) P HeatFaiwe o o ' e e events reported it carvdiol in he CAPRICORN il tont it the oraileof the crud n e U, heart Blood and Lymphatic System Disorders
Y 5 . . - . ) , o ) , The following information describes the safety experience in heart failure with immediate-release carvedilol. 16 MOSt COMMON adVerse events reported with carvedilol in the Tial were consistent with the prorile ot the drug in the U.o. hea Aplastic anemia.
sansdes 7 DRUG INTERAGTIONS 1 PATIENT COUNSELING INFORMATION In a trial comparing subjects with heart failure switched to Carvedilol Phosphate extended-release capsules or maintained on immediate-release . . P h h i . failure trials and the COPERNICUS trial. The only additional adverse events reported in CAPRICORN in >3% of the subjects and more commonly "
Additi 1 Info (1): I 7.1 CYP2D6 Inhibitors and Poor Metabolizers *Sections or subsections omitted from the full prescribing information are not listed. ; it ; (e " e ; Carvedilol has been evaluated for safety in heart failure in more than 4,500 subjects worldwide of whom more than 2,100 participated in " i o ; ; 0 0 Immune System Disorders
itional Info (1): asea|aJI-papuaIxa carvedilol tablets, there was a 2-fold increase in the combined incidence of hypotension, syncope, or dizziness in elderly subjects (older than lacebo-controlled clinical trials. Approximately 60% of the total treated population in placebo-controlled clinical trials received carvedilol for at on carvedilol were dyspnea, anemia, and lung edema. The following adverse events were reported with a frequency of >1% but <3% and more - . . ) -
Text reflowed NO ) — 65 years) switched from the highest dose of immediate-release carvedilol (25 mg twice daily) to Carvedilol Phosphate extended-release capsules Ip 6 months and 30% received ggrv il f¥ ”" +12 months. In thz CpOMET i |p1 511 subjects with mild-to-moderate heart failure wer frequently with carvedilol: flu syndrome, cerebrovascular accident, peripheral vascular disorder, hypotonia, depression, gastrointestinal pain, arthritis, Hypersensm\{lty (e.g-.,anaphylactlc reactions, angioedema, urticaria).
— - a;eudsoud |ojipaAnien FULL PRESCRIBING INFORMATION Alternative Administration 80 mg once daily [see Dosage and Administration (2), Use in Specific Populations (8.5)]. t(ra::te d w(i’th c:r?/e il fgri eto 5g e:rs (ome(;na4 gasears) Both i?{ US. dlinical trialsai’n o d—tf)l{ ni?)fj: ‘ate heart faoilu e tl?at e meaa ; eg cuafv o :ilgl in and gout. The overall rates of discontinuations due to adverse events were similar in both groups of subjects. In this database, the only cause of Renal and Urinary Disorders
Additional Info (2): 1 INDICATIONS AND USAGE The capsules may be carefully opened and_the beads .sprinkled overa spoonful of applesauce. The applesauce shou!d not pe war.m‘becau_se it could In the clinical rial of Carvedilol Phosphate extended-release capsules in hypertensive subjects, syncope was reported in 0.3% of subjects receiving dally doses up to 100 mg (np= 765) zvith placebo (ﬁ =y 437)' andina r'nL'IItinationaI clinical trial in severe heart failure (COPERNICSS) that compared discontinuation >1% and occurring more often on carvedilol was hypotension (1.5% on carvedilol, 0.2% on placebo). Urinary incontinence.
N/A 0.t2¥000000029 11 Heart Failure affect the modified-release properties of this formulation. The mixture of drug and applesauce should be consumed immediately in its entirety. Carvedilol Phosphate extended-release capsules compared with 0% of subjects receiving placebo. There were no reports of postural hypotension camvedilol in daily doses up to 50 mg (n = 1,156) with lacebo (n = 1,133), discontinuation rates for adverse experiences were similar in carvedilo Hypertension Respiratory, Thoracic, and Mediastinal Disorders
o X ' o . . ) ) . The drug and applesauce mixture should not be stored for future use. Absorption of the beads sprinkled on other foods has not been tested. in this trial. Postural hypotension occurred in 1.8% and syncope in 0.1% of hypertensive subjects receiving immediate-release carvedilol, primarily Y p 910 = 1,196) with p natien oF dipantint ot b : ; Carvedi X i X _blind trial i i i i it i
Additional Info (3): Carvedilol Phosphate extended-release capsules are indicated for the treatment of mild-to-severe chronic heart failure of ischemic or ; followina the initial dose or at the fime of dose increase and was a cause for discontinuation of therany in 1% of subiects ' and placebo subjects. In placebo-controlled clinical trials, the only cause of discontinuation greater than 1% and occurring more often on carvedilol arvedilol Phosphate extended-release capsules were evaluated for safety in an 8-week double-blind trial in 337 subjects with essential Interstitial pneumonitis.
N/A cardiomyopathic origin, usually in addition to diuretics, ACE infibitors, and digitalis, to increase survival and, aiso, to reduce the risk of hospitalization 21 Heart Failure o ! Inthe CgPRI CORN tia of Survivors of an acute mvocartlil infarction with [t ventricuiar @ sfunctionpz oterulsion o rJ octural Ivootenslon was dizziness (1.3% on carvedilol, 0.6% on placebo in the COPERNICUS trial). hypertension. The profile of adverse events observed with Carvedilol Phosphate extended-release capsules was generally similar to that observed Skin and Subcutaneous Tissue Disorders
e ———— RSO — [see Drug Interactions (7.4), Clinical Studies (14.1)]. DOSAGE MUST BE INDIVIDUALIZED AND CLOSELY MONITORED BY A PHYSICIAN DURING UP-TITRATION. Prior to initiation of Carvedilol Phosphate 10 20.3% of Sub o i )l’ el ith 12 61k of lcano cutl )! i yp ' p o Yg1 o of Table 2 shows adverse events reported in subjects with mild-to-moderate heart failure enrolled in U.S. placebo-controlled clinical trials, and with with immediate-release carvedilol tablets. The overall rates of discontinuations due to adverse events were similar between Carvedilol Phosphate Stevens-Johnson syndrome, toxic epidermal necrolysis, erythema multiforme.
—rroduction_V_ — armony - Version : . . : . extended-release capsules, it is recommended that fluid retention be minimized. The recommended starting dose of Carvedilol Phosphate occurred in 20.2% of subjects receiving carvedilol compared with 12.6% of placebo subjects. Syncope was reported in 3.9% and 1.9% o - ; - ; . f extended-release capsules and placebo.
1.2 Left Ventricular Dysfunction following Myocardial Infarction . 4 . > . > subiects. respectively. These events were a cause for discontinuation of therapy in 2.5% of subjects receiving carvedilol. compared with 0.2% of severe heart failure enrolled in the COPERNICUS trial. Shown are adverse events that occurred more frequently in drug-treated subjects than 7 DRUG INTERACTIONS
. - _ A ) ) extended-release capsules is 10 mg once daily for 2 weeks. Patients who tolerate a dose of 10 mg once daily may have their dose increased to 20, UDJECts, resp! Y. U u Py In 2.9% Of subj 9 , comp: .2 y ) : i o . : ; . o e ot 0 : y : | : :
N ° 1 . L 3 placebo-treated subjects with an incidence of greater than 3% in subjects treated with carvedilol regardless of causality. Median trial medication Table 3. Adverse Events (%) Occurring More Frequently with Carvedilol Phosphate extended-release capsules than with Placebo in L .
Carvedilol Phosphate extended-release capsules are indicated to reduce cardiovascular mortality in clinically stable patients who have survived the placebo subjects. : S : . ’ g ; ) y } y . i A : y 1 CYP2D6 Inhibi d Poor Metabol
PRE! e A ) L y . ] i 40, and 80 mg over successive intervals of at least 2 weeks. Patients should be maintained on lower doses if higher doses are not tolerated. Lt o I8 nhibitors and Poor Metabolizers
acute phase of a myocardial infarction and have a left ventricular ejection fraction of less than or equal to 40% (with or without symptomatic heart ing wi igteation i ot el ; ; exposure was 6.3 months for both carvedilol and placebo subjects in the trials of mild-to-moderate heart failure and 10.4 months in the trial of Subjects with Hypertension (Incidence >1% in Subjects Treated with Carvedilol, Regardless of Causality) ) I o ) o ) )
62000000042470 . & ) Patients should be advised that initiation of treatment and (to a lesser extent) dosage increases may be associated with transient symptoms of dizziness Starting with a low dose, administration with food, and gradual up-titration should decrease the likelihood of syncope or excessive hypotension ; ith heart failure. Th file of ilol in the lona- OMET trial Ily similar to th Interactions of carvedilol with potent inhibitors of CYP2D6 isoenzyme (such as quinidine, fluoxetine, paroxetine, and propafenone) have not been
failure) [see Clinical Studies (14.2)]. f subjects with severe heart failure. The adverse event profile of carvedilol observed in the long-term Ci trial was generally similar to that - [ ( 1 ¢ AN
I or lightheadedness (and rarely syncope) within the first hour after dosing. Thus, during these periods, they should avoid situations such as driving or [see Dosage and Administration (2.1, 2.2, 2.3)]. During intiation of therapy, the patient should be cautioned to avoid situations such as driving or i i i Carvedilol Phosphate extended-release capsules Placebo studied, but these drugs would be expected to increase blood levels of the R(+) enantiomer of carvedilol [see Clinical Pharmacology (12.3)].
- g (i y syncope) g. Thus, during periods, they q observed in the U.S. Heart Failure Trials.
Carvedilol Phosphate 1.3 Hypertension hazardous tasks, where symptoms could result in injury. Vasodilatory symptoms often do not require treatment, but it may be useful to separate the time hazardous tasks, where injury could result should syncope occur. . . ] . ] ] - ] Adverse Event (n = 253) (n=84) Retrospective analysis of side effects in clinical trials showed that poor 2D6 metabolizers had a higher rate of dizziness during up-titration,
. . tended-rel Carvedilol Phosphate extended-release capsules are indicated for the management of essential hypertension [see Clinical Studies (14.3, 14.4). They  of dosing of Carvedilol Phosphate extended-release capsules from that of the AGE inhibitor or to reduce femporarily the dose of the ACE inhibitor. The dose 5.4 Heart Failure/Fluid Retention La_l;(:etz. nAnd\aersi E‘l'f"trst (FA))I Occl:llrrmé.; M?Iredfreﬂusenl:ly ‘:'vtlch _Ilmmt;_d]alte-RqIeassipa;ved!l(lalléhan W:h I:;a:gl;o '".s':ﬁlegﬁp"é’gﬂmus Trial Nasopharyngitis 4 0 presumably resulting from vasodilating effects of the higher concentrations of the o-blocking R(+) enantiomer.
3rd Party Customer is responsible exiended-reiease can be used alone or in combination with other antihypertensive agents, especially thiazide-type diuretics [see Drug Interactions (7.2)]. of Carvedilol Phosphate extended-release capsules should not be increased until symptoms of worsening heart failure or vasodilation have been stabilized. Worsening hea_rt failure or fluid retention may occur during up-titration of carvedilol. If suph symptqms occur, diuretics should be incregaspd, apd the (Irllci;I:r-lceo>§[; i‘; s?b'ec?; L}::a(te? w'i‘tri? cearvlg dil.ol. R? ar d?(lesus:zf r[;::sg:i;;) Ubjects with severe Heart Failure in the ia Dizziness 2 1 7.2 Hypotensive Agents
to approve the change capsules 2 DOSAGE AND ADMINISTRATION Fluid retention (with or without transient worsening heart failure symptoms) should be treated by an increase in the dose of diuretics. gtéscea ;Lg:lrlvelglllsongg:;s)gatioe;g‘?vr;ﬁﬂerzlg::eo fcggﬁyﬁl glh'g#éds nﬁ;tzeei;jgﬁgggi;gglsglg];caslu?ée;bélrntye :ﬁsggﬁf [giesec gl%fﬁgg ﬁnglﬁn:nilssgjaensogo@]' ° ) ! M'?d to-NModerats HF s o m s 0 Patients taking a B-blocker and a drug that can deplete catecholamines (e.g., reserpine and monoamine oxidase inhibitors) should be observed
documentation, artwork brief Carvedilol Phosphate extended-release capsules are intended for once-daily administration. Patients controlled with immediate-release carvedilol The dose of Carvedilol Phosphate extended-release capsules should be reduced if patients experience bradycardia (heart rate less than 55 beats not precly dg subsequent S?'J coessful fitration of. or  favorable re‘;pons oo, Carvedio] Phosghate el de?j-relegse capstles na placepbo-controlle q k Ild-to-Voderate : evere ausea : closely for signs of hypotension and/or severe bradycardia.
and final artwork, ensuring 042470 tablets alone or in combination with other medications may be switched to Carvedilol Phosphate extended-release capsules based on the total per minute). trial of subjects with severe heart failure, worséning heart failure during the first 3 months was reported to a similar degree with immediate-release Carvedilol Placebo Carvedilol Placebo Edema peripheral 2 1 Concomitant administration of clonidine with a 3-blocker may cause hypotension and bradycardia. When concomitant treatment with a (3-blocker
that it is accurate, consistent daily doses shown in Table 1. E;‘)tiﬁodte‘:;j of dizgine:}s or ind ritentiton (éu(;ing i?itiati?ndof Cabrvedilol fhosphat? Ie)léttenged-rfeleasefcapsutl)elzs can genertallyC be rréqp?%?ld ot carvedilol and with placebo. When treatment was maintained beyond 3 months, worsening heart failure was reported less frequently in Body System/Adverse Event (n =765) (n=437) (n=1,156) (n=1,133) Nasal congestion 1 0 g?:dﬁmdér;% rlg at:lr?gettﬁérg:)n;;tgg the B-blocker should be discontinued first. Clonidine therapy can then be discontinued several days later by
’ Table 1. Dosing Conversion without discontinuation ot treatment and do not preclude subsequent successtul titration of, or a favorable response to, Larvedilol Fnosphate subjects treated with carvedilol than with placebo. Worsening heart failure observed during long-term therapy is more likely to be related to the Body as a Whole Paresthesia 1 0 A :
and complete. extended-release capsules. patients’ underlying disease than to treatment with carvedilol. y 7.3 Cyclosporine
Daily Dose of Immediate-Release Carvedilol Tablets Daily Dose of Carvedilol Phosphate extended-release capsules® 2.2 Left Ventricular Dysfunction following Myocardial Infarction 55  Non-allergic Bronchospasm Asthenia 7 7 1 9 Sinus congestion 1 0 Modest increases in mean trough cyclosporine concentrations were observed following initiation of carvedilol treatment in 21 renal transplant subjects
3rd Party Customer agrees that 6.25 mg (3.125 mg twice daily 10 mg once daily DOSAGE MUST BE INDIVIDUALIZED AND MONITORED DURING UP-TITRATION. Treatment with Carvedilol Phosphate extended-release capsules may Patients with bronchospastic disease (e.g. chronic bronchitis, emphysema) should, in general, not receive B-blockers. Carvedilol Phosphate Fatigue 4 2 — — Diarrhea 1 0 suffering from chronic vascular refection. In about 30% of subjects, the dose of cyclosporine had to be reduced in order to maintain cyclosporine
GSK will not be liable for any 12.5mg (6.25 mg twice daily) 20 mg once daily be started as an inpatient or outpatient and should be started after the patient is hemodynamically stable and fluid retention has been minimized. extended-release capsules may be used V-\’Iith caution, h()we\n’arY in patients who do’not respon}j to, or cannot tolerate, .other antihypertensive agents. Digoxin level increased 5 4 2 1 Insomnia 1 0 concentrations within tl’he.therapeutic_range, while if! th?{ re"]aif]d'er no adJ:USFf'ne']t was needEd; On the average fO]' Fhe group, the dose of CYC|OSP°fi”9
costs which may arise from —— - It is recommended that Carvedilol Phosphate extended-release capsules be started at 20 mg once daily and increased after 3 to 10 days, based Itis prudent, if Carvedilol Phosphate extended-release capsules are used, to use the smallest effective dose, so that inhibition of endogenous or - was reduced about 20% in these subjects. Due to wide interindividual variability in the dose adjustment required, it is recommended that cyclosporine
Yy 25 mg (12.5 mg twice daily) 40 mg once dail ili i i i i i p yecia! HHOsp! p g Edema generalized 5 3 6 5 concentrations be monitored closely after initiation of carvedilol therapy and that the dose of cyclosporine be adjusted as appropriate.
mistakes in artwork design g (120 mg Y 9 ¥ on tolerabilty, to 40 mg once daily, then again to the target dose of 80 mg once daily. A lower starting dose may be used (10 mg once daily) exogenous B-agonists is minimized. g The following information describes the safety experience in hypertension with immediate-release carvedilol. tions b r y Py yelosp / ppropriate.
. 50 mg (25 mg twice daily) 80 mg once daily and/or the rate of up-titration may be slowed if clinically indicated (e.g., due to low blood pressure or heart rate, or fluid retention). Patients should In clinical trials of subjects with heart failure, subjects with bronchospastic disease were enrolled if they did not require oral or inhaled medication to Edema dependent 4 2 — — Carvedilol has b Juated for safety in h ion i han 2.193 subiects in U.S. clinical trials and in 2.976 subjects in i ional 74 Digitalis Glycosides
and content submitted or be maintained on lower doses if igher tolerated, Th dod dosi ; it be altered in patients wh ved | Cls Ubjects \ \ " I arvedilol has been evaluated for safety in hypertension in more than 2,193 subjects in U.S. clinical trials and in 2,976 subjects in international S : ) ) ) ) ) )
When switching from carvedilol 12.5 mg or 25 mg twice daily, a starting dose of Carvedilol Phosphate extended-release capsules 20 mg or 40 m : ; : v 4 i - ' S 4 - > -aution. ardiovascular clinical trials. Approximately 36% of the total treated population received carvedilol for at least 6 months. In general, carvedilol was well tolerate oS " ; R i iy : X
a g g g y g D P g g € maintained on lower doses It higher doses are not tolerated. e recommended dosing regimen need not be aliered in patients who receive treat their bronchospastic disease. In such patients, it is recommended that Carvedilol Phosphate extended-release capsules be used with caution Cardi | Jinical trials. A imately 36% of the total treated Jati ived dilol for at least 6 months. | I dilol I tolerated Both digitalis glycosides and B-blockers slow atrioventricular conduction and decrease heart rate. Concomitant use can increase the risk of
approved by 3rd Party Customer. ; " e h : Pt iy treatment with an IV or oral 3-blocker during the acute phase of the myocardial infarction. The dosing recommendations should be followed closely, and the dose should be lowered if any evidence of bronchospasm is observed during - ' : ’ ; ; g bradycardia. Digoxin concentrations are increased by about 15% when digoxin and carvedilol are administered concomitantly. Therefore, increased
once daily, respectively, may be warranted for elderly patients or those at increased risk of hypotension, dizziness, or syncope. Subsequent titration . P Bradycardia 9 1 10 3 at doses up to 50 g dally. Most adverse events reported during carvedilol therapy were of mild to moderate severity. In U.S. controlled clinical itoring of digoxin i ded when initiating, adjusti discontinuing Carvedilol Phosphate extended-rel | Clinical
Any costs incurred by GSK to higher doses should, as appropriate, be made after an interval of at least 2 weeks. 23 Hypertension up-titration. ) ) . trials directly comparing carvedilol monotherapy in doses up to 50 mg (n = 1,142) with placebo (n = 462), 4.9% of carvedilol subjects discontinued monitoring of digoxin is recommended when initiating, adjusting, or discontinuing Carvedilol Phosphate extended-release capsules [see Clinica
as a result of any such mistake DOSAGE MUST BE INDIVIDUALIZED. The recommended starting dose of Garvedilol Phosphate extended-release capsules is 20 mg once daily. If this 56 Glycemic Control in Type 2 Diaetes Hypotension 9 3 14 8 for adverse events versus 5.2% of placebo subjects. Although there was no overall difference in discontinuation rates, discontinuations were more Pharmacology (12.5]. ] !
. ! . X X Carvedilol Phosphate extended-release capsules should be taken once daily in the morning with food. Carvedilol Phosphate extended-release dose is tolerated, using standing systolic pressure measured about 1 hour after dosing as a guide, the dose should be maintained for 7 to 14 days, In general, 3-blockers may mask some of the manifestations of hypoglycemia, particularly tachycardia. Nonselective 3-blockers may potentiate Syncope 3 3 8 5 common in the carvedilol group for postural hypatension (1% versus 0). The overall incidence of adverse events in U.S. placebo-controlled trials was 7.5 Inducers/Inhibitors of Hepatic Metabolism
(including third party claims) will capsules should be swallowed whole. Carvedilol Phosphate extended-release capsules and/or their contents should not be crushed, chewed, and then increased to 40 mg once daily if needed, based on trough blood pressure, again using standing systolic pressure 1 hour after dosing as insulin-induced hypoglycemia and delay recovery of serum glucose levels. Patients subject to spontaneous hypoglycemia or diabetic patients A o 2 3 6 1 found to increase with increasing dose of carvedilol. For individual adverse events this could only be distinguished for dizziness, which increased in Rifampin reduced plasma concentrations of carvedilol by about 70% [see Clinical Pharmacology (12.5)]. Cimetidine increased area under the
be covered by 3rd Party Customer. or taken in divided doses. a guide for tolerance. This dose should also be maintained for 7 to 14 days and can then be adjusted upward to 80 mg once daily if tolerated and receiving insulin or oral hypoglycemic agents should be cautioned about these possibilities. ngina pectoris frequency from 2% to 5% as total daily dose increased from 6.25 mg to 50 mg as single or divided doses. curve (AUC) by about 30% but caused no change in C,,,, [See Clinical Pharmacology (12.5)].
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Carvedilol Phosphate extended-release capsules Carvedilol Phosphate extended-release capsules Carvedilol Phosphate extended-release capsules

76  Amiodarone

Amiodarone and its metabolite desethyl amiodarone, inhibitors of CYP2C9, and P-glycoprotein increased concentrations of the S(-) enantiomer of
carvedilol by at least 2-fold [see Clinical Pharmacology (12.5)]. The concomitant administration of amiodarone or other CYP2C9 inhibitors such as
fluconazole with Carvedilol Phosphate extended-release capsules may enhance the 3-blocking activity, resulting in further slowing of the heart rate
or cardiac conduction. Patients should be observed for signs of bradycardia or heart block, particularly when one agent is added to pre-existing
treatment with the other.

7.7 Calcium Channel Blockers

For excessive bradycardia: Atropine, 2 mg IV.

To support cardiovascular function: Glucagon, 5 to 10 mg IV rapidly over 30 seconds, followed by a continuous infusion of 5 mg per hour;
sympathomimetics (dobutamine, isoprenaline, adrenaline) at doses according to body weight and effect.

If peripheral vasodilation dominates, it may be necessary to administer adrenaline or noradrenaline with continuous monitoring of circulatory
conditions. For therapy-resistant bradycardia, pacemaker therapy should be performed. For bronchospasm, 3-sympathomimetics (as aerosol or IV)
or aminophylline IV should be given. In the event of seizures, slow IV injection of diazepam or clonazepam is recommended.

NOTE: In the event of severe intoxication where there are symptoms of shock, treatment with antidotes must be continued for a sufficiently long

The primary P450 enzymes responsible for the metabolism of both R(+) and S(-)-carvedilol in human liver microsomes were CYP2D6 and CYP2C9
and to a lesser extent CYP3A4, 2C19, 1A2, and 2E1. CYP2D6 is thought to be the major enzyme in the 4’- and 5’-hydroxylation of carvedilol, with a
potential contribution from 3A4. CYP2C9 is thought to be of primary importance in the 0-methylation pathway of S(-)-carvedilol.

Carvedilol is subject to the effects of genetic polymorphism with poor metabolizers of debrisoquin (a marker for cytochrome P450 2D6) exhibiting
2- o 3-fold higher plasma concentrations of R(+)-carvedilol compared with extensive metabolizers. In contrast, plasma levels of S(-)-carvedilol
are increased only about 20% to 25% in poor metabolizers, indicating this enantiomer is metabolized to a lesser extent by cytochrome P450 2D6
than R(+)-carvedilol. The pharmacokinetics of carvedilol do not appear to be different in poor metabolizers of S-mephenytoin (patients deficient in

Conduction disturbance (rarely with hemodynamic compromise) has been observed when carvedilol is coadministered with diltiazem. As with other period of time consistent with the 7- to 10-hour half-life of carvedilol. cytochrome P‘.@U 2C19). .
B-blopkprs, if Carvedilol Phosphate extended-release capsuleg are to be administered with calcium channel blockers of the verapamil or diltiazem There is no experience of overdosage with Carvedilol Phosphate extended-release capsules. Cases of overdosage with carvedilol alone o in 124 Specific Populations
type, itis recommended that ECG and blood pressure be monitored. combination with other drugs have been reported. Quantities ingested in some cases exceeded 1,000 milligrams. Symptoms experienced included Heart Failure

7.8 Insulin or Oral Hypoglycemics low blood pressure and heart rate. Standard supportive treatment was provided and individuals recovered.
B-blockers may enhance the blood-sugar-reducing effect of insulin and oral hypoglycemics. Therefore, in patients taking insulin or oral 1 DESCRIPTION
;yg Og|yC§'l-T;|t(;Sl; :Slﬂa::,fir;?ggg ofblood glucose s recommended e Warmings and Precautions (5.6). Carvedilol phosphate is a nonselective B-adrenergic blocking agent with o, -blocking activity. It is (2RS)-1-(9/+Carbazol-4-yloxy)-3- failure. The mean apparent terminal elimination half-life for carvedilol was similar to that observed in healthy subjects.

N n e ; ; ; f iicteati ; ([2-(2-methoxyphenoxy)ethyllaminolpropan-2-ol phosphate salt (1:1) heminydrate. It s a racemic mixture with the following structure: For corresponding dose levels [see Dosage and Administration (2)], the steady-state pharmacokinetics of carvedilol (AUC, Cpygy, trough
Thg]re ;sng] fgn;?: Nly meaningful increase in AUC and G, With concomitant administration of Carvedill Phosphate extended-elease capsules OCHs concentrations) observed after administration of Carvedilol Phosph’ate extended-release capsules to subjects with chroni’c h"éa;rt failure (mild
wi z0le. g
71 Op Ar?esthesia | moderate, and severe) were similar to those observed after administration of immediate-release carvedilol tablets.

If treatment with Carvedilol Phosphate extended-release capsules is to be continued perioperatively, particular care should be taken when anesthetic lypertension . L - ) )
agents that depress myocardial function, such as ether, cyclopropane, and trichloroethylene, are used [see Overdosage (10). For corresponding dose levels [see Dosage and Administration (2)} the pharmacokinetics (AUC, Gy, and trough concentrations) observed with

administration of Carvedilol Phosphate extended-release capsules were equivalent (+20%) to those observed with immediate-release carvedilol
8 USE IN SPECIFIC POPULATIONS tablets following repeat dosing in subjects with essential hypertension.

Following administration of immediate-release carvedilol tablets, steady-state plasma concentrations of carvedilol and its enantiomers increased
proportionally over the dose range in subjects with heart failure. Compared with healthy subjects, subjects with heart failure had increased mean
AUC and G4y values for carvedilol and its enantiomers, with up to 50% to 100% higher values observed in 6 subjects with NYHA class IV heart
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8:1 Pregnancy Geriatric
w . . ) o ) Plasma levels of carvedilol average about 50% higher in the elderly compared with young subjects after administration of immediate-release
Available data regarding use of Carvedilol Phosphate extended-release capsules in pregnant women are insufficient to determine whether there are carvedilol.

drug-associated risks of adverse developmental outcomes. There are risks to the mother and fetus associated with poorly controlled hypertension in
pregnancy. The use of beta blockers during the third trimester of pregnancy may increase the risk of hypotension, bradycardia, hypoglycemia, and
respiratory depression in the neonate (see Clinical Considerations). In animal reproduction studies, there was no evidence of adverse developmental
outcomes at clinically relevant doses (see Data). Oral administration of carvedilol to pregnant rats during organogenesis resulted in post-implantation
loss, decreased fetal body weight, and an increased frequency of delayed fetal skeletal development at maternally toxic doses that were 50 times
the maximum recommended human dose (MRHD). In addition, oral administration of carvedilol to pregnant rabbits during organogenesis resulted in
increased post-implantation loss at doses 25 times the MRHD (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated populations are unknown. All pregnancies have a
background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population, the estimated background risk of major birth defects 12 CLINICAL PHARMACOLOGY

and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively. 121 Mechanism of Action

Clinical Considerations Carvedilol is a racemic mixture in which nonselective 3-adrenoreceptor blocking activity is present in the S(-) enantiomer and c;-adrenergic
Disease-Associated Maternal and/or Embryo/Fetal Risk: Hypertension in pregnancy increases the maternal risk for pre-eclampsia, gestational blocking activity is present in both R(+) and S(-) enantiomers at equal potency. Carvedilol has no intrinsic sympathomimetic activity.

diabetes, premature delivery, and delivery complications (e.g., need for cesarean section and post-partum hemorrhage). Hypertension increases 122 Pharmacodynamics

the fetal risk for intrauterine growth restriction and intrauterine death. Pregnant women with hypertension should be carefully monitored and Heart Failure and Left Ventricular Dysfunction following Myocardial Infarction

managed accordingly. The basis for the beneficial effects of carvedilol in patients with heart failure and in patients with left ventricular dysfunction following an acute
Fetal/Neonatal Adverse Reactions: Neonates of women with hypertension who are treated with beta-blockers during the third trimester of pregnancy myocardial infarction is not known. The concentration-response relationship for B;-blockade following administration of Carvedilol Phosphate
may be at increased risk for hypotension, bradycardia, hypoglycemia, and respiratory depression. Observe newborns for symptoms of hypotension, extended-release capsules is equivalent (x20%) to immediate-release carvedilol tablets.

bradycardia, hypoglycemia, and respiratory depression and manage accordingly. Hypertension

Di@ X . e . . . ) . ) ) The mechanism by which 3-blockade produces an antihypertensive effect has not been established.
Animal Data: Studies performed in rats and rabbits given carvedilol during fetal organogenesis revealed increased post-implantation loss in rats at f3-adrenoreceptor blocking activity has been demonstrated in animal and human studies showing that carvedilol (1) reduces cardiac output

a maternally toxic dose of 300 mg per kg per day (50 times the MRHD as mg per m2) and in rabbits (in the absence of maternal toxicity) at doses in normal subjects, (2) reduces exercise- and/or isoproterenol-induced tachycardia, and (3) reduces reflex orthostatic tachycardia. Significant
of 75 mg per kg per day (25 times the MRHD as mg per m2). In the rats, there was also a decrease in fetal body weight at 300 mg per kg per day B-adrenoreceptor blocking effect is usually seen within 1 hour of drug administration.

(50 times the MRHD as mg per m?) accompanied by an increased incidence of fetuses with delayed skeletal development, In rats, the no-effect o,4-adrenoreceptor blocking activity has been demonstrated in human and animal studies, showing that carvedilol (1) attenuates the pressor effects

level for embryo-fetal toxicity was 60 mg per kg per day (10 times the MRHD as mg per m2); in rabbits, it was 15 mg per kg per day (5 times the ; - : : ; ;
MRHD as mg ger m2).Ina pt!e_ and postg-npatal ge?/elopr%ént study in rats administe%epd carv)edilol from late gestationgtﬁroug?hplactati):)g increased of phenylephrine, (2) causes vasodilation; and (3) reduces peripheral vascular resistance. These effects contribute to the reduction of blood pressure
’ and usually are seen within 30 minutes of drug administration.

embryo-lethality was observed at a maternally toxic dose of 200 mg per kg per day (approximately 32 times the MRHD as mg per m?), and pup ’ - : ) . ) . ) "
mortality and delays in physical growth/development were observed at 60 mg per kg per day (10 times the MRHD as mg per m2) in the absence of Due to the o;-receptor blocking activity of carvedilol, blood pressure is lowered more in the standing than in the supine position, and symptoms of
postural hypotension (1.8%), including rare instances of syncope, can occur. Following oral administration, when postural hypotension has occurred,

maternal toxicity. The no-effect level was 12 mg per kg per day (2 times the MRHD as mg per m2). Carvedilol was present in fetal rat tissue. I S ; S > cur. vin I 6 UrTe
it has been transient and is uncommon when immediate-release carvedilol is administered with food at the recommended starting dose and titration

Hepatic Impairment

No trials have been performed with Carvedilol Phosphate extended-release capsules in subjects with hepatic impairment. Compared with healthy
subjects, subjects with severe liver impairment (cirrhosis) exhibit a 4- to 7-fold increase in carvedilol levels. Carvedilol is contraindicated in patients
with severe liver impairment.

Renal Impairment

No trials have been performed with Carvedilol Phosphate extended-release capsules in subjects with renal impairment. Although carvedilol is
metabolized primarily by the liver, plasma concentrations of carvedilol have been reported to be increased in patients with renal impairment after
dosing with immediate-release carvedilol. Based on mean AUC data, approximately 40% to 50% higher plasma concentrations of carvedilol were
observed in subjects with hypertension and moderate to severe renal impairment compared with a control group of subjects with hypertension and
normal renal function. However, the ranges of AUC values were similar for both groups. Changes in mean peak plasma levels were less pronounced,
approximately 12% to 26% higher in subjects with impaired renal function.

Consistent with its high degree of plasma protein binding, carvedilol does not appear to be cleared significantly by hemodialysis.

125  Drug-Drug Interactions

Since carvedilol undergoes substantial oxidative metabolism, the metabolism and pharmacokinetics of carvedilol may be affected by induction or
inhibition of cytochrome P450 enzymes.

The following drug interaction trials were performed with immediate-release carvedilol tablets.

Amiodarone

In a pharmacokinetic trial conducted in 106 Japanese subjects with heart failure, coadministration of small loading and maintenance doses

of amiodarone with carvedilol resulted in at least a 2-fold increase in the steady-state trough concentrations of S(-)-carvedilol [see Drug
Interactions (7.6)].

Cimetidine

In a pharmacokinetic trial conducted in 10 healthy male subjects, cimetidine (1,000 mg per day) increased the steady-state AUC of carvedilol by
30% with no change in Cy. [Se€e Drug Interactions (7.5)].

Digoxin

Following concomitant administration of carvedilol (25 mg once daily) and digoxin (0.25 mg once daily) for 14 days, steady-state AUC and trough
concentrations of digoxin were increased by 14% and 16%, respectively, in 12 subjects with hypertension [see Drug Interactions (7.4)].

Carvedilol phosphate is a white-to-almost white solid with a molecular weight of 513.5 (406.5 carvedilol free base) and a molecular formula of
CysHoeN,042H3P0,21/2 H,0.

Carvedilol Phosphate is available for once-a-day administration as extended-release oral capsules containing 10, 20, 40, or 80 mg carvedilol
phosphate. Carvedilol Phosphate extended-release hard gelatin capsules are filled with carvedilol phosphate immediate-release and
controlled-release microparticles that are drug-layered and then coated with methacrylic acid copolymers. Inactive ingredients include crospovidone,
hydrogenated castor oil, hydrogenated vegetable oil, magnesium stearate, methacrylic acid copolymers, microcrystalline cellulose, and povidone.

8.2 Lactation ! ; losely followed D dAdministation (2 Glyburide
Risk Summary increments are closely followed [see Dosage and Administration (2)]. In 12 healthy subjects, combined administration of carvedilol (25 mg once daily) and a single dose of glyburide did not result in a clinically relevant

In a randomized, double-blind, placebo-controlled trial, the 3;-blocking effect of Carvedilol Phosphate extended-release capsules, as measured by
heart rate response to submaximal bicycle ergometry, was shown to be equivalent to that observed with immediate-release carvedilol tablets at
steady state in adult subjects with essential hypertension.

In hypertensive subjects with normal renal function, therapeutic doses of carvedilol decreased renal vascular resistance with no change in
glomerular filtration rate or renal plasma flow. Changes in excretion of sodium, potassium, uric acid, and phosphorus in hypertensive patients with
normal renal function were similar after carvedilol and placebo.

Carvedilol has little effect on plasma catecholamines, plasma aldosterone, or electrolyte levels, but it does significantly reduce plasma renin activity
when given for at least 4 weeks. It also increases levels of atrial natriuretic peptide.

pharmacokinetic interaction for either compound.

Hydrochlorothiazide

Asingle oral dose of carvedilol 25 mg did not alter the pharmacokinetics of a single oral dose of hydrochlorothiazide 25 mg in 12 subjects with
hypertension. Likewise, hydrochlorothiazide had no effect on the pharmacokinetics of carvedilol.

Rifampin

In a pharmacokinetic trial conducted in 8 healthy male subjects, rifampin (600 mg daily for 12 days) decreased the AUC and Gy of carvedilol by
about 70% [see Drug Interactions (7.5)].

Torsemide

There are no data on the presence of carvedilol in human milk, the effects on the breastfed infant, or the effects on milk production. Carvedilol is
present in the milk of lactating rats. The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for Carvedilol Phosphate extended-release capsules and any potential adverse effects on the breastfed infant from Carvedilol Phosphate
extended-release capsules or from the underlying maternal condition.

8.4 Pediatric Use

Effectiveness of carvedilol in patients younger than 18 years has not been established.

In a double-blind trial, 161 children (mean age: 6 years; range: 2 months to 17 years; 45% younger than 2 years) with chronic heart failure
[NYHA class II-IV, left ventricular ejection fraction less than 40% for children with a systemic left ventricle (LV), and moderate-severe ventricular

‘ e . » h - 12.3  Pharmacokinetics
dysfunction qualitatively by echo for those with a systemic ventricle that was not an LV] who were receiving standard background treatment were . Ina trial of 12 healthy subjects, combined oral administration of carvedilol 25 mg once daily and torsemide 5 mg once daily for 5 days did not result
randomized to placebo or to 2 dose levels of carvedilol. These dose levels produced placebo-corrected heart rate reduction of 4 to 6 heart beats Absorption e : J ¢ / /

in any significant differences in their pharmacokinetics compared with administration of the drugs alone.

Carvedilol is rapidly and extensively absorbed following oral administration of immediate-release carvedilol tablets, with an absolute bioavailability Warfarin

of approximately 25% to 35% due to a significant degree of first-pass metabolism. Carvedilol Phosphate extended-release capsules have " o . ) ) o
approximately 85% of the bioavailability of immediate-release carvedilol tablets. For corresponding dosages [see Dosage and Administration Carvedilol (12.5 mg twice daily) did not have an effect on the steady-state prothrombin time ratios and did not after the pharmacokinetics of R(+)-
(2)], the exposure (AUC, Cynay, trough concentration) of carvedilol as Carvedilol Phosphate extended-release capsules is equivalent to those and S(-)-warfarin following concomitant administration with warfarin in 9 healthy volunteers.

of immediate-release carvedilol tablets when both are administered with food. The absorption of carvedilol from a Carvedilol Phosphate 13 NONCLINICAL TOXICOLOGY

extended-release capsule is slower and more prolonged compared with the immediate-release carvedilol tablet with peak concentrations achieved 13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility

approximately 5 hours after administration. Plasma concentrations of carvedilol increase in a dose-proportional manner over the dosage range g . ) . ) . L
of Carvedilol Phosphate extended-release capsules 10 to 80 mg. Within-subject and between-subject variability for AUC and Cyay is similar for IznO% %e;;]ztrufée:eﬁoé':y”ﬁgdti'{?g?&g"ﬁg;ﬂ:ﬂgl[fetrdﬁfscgfvte%ﬁ ’r?f dp:; Egrgﬁ]rogae)r’ug iftfggtes the MRHD as mg per m?) o in mice given up to

Carvedilol Phosphate extended-release capsules and immediate-release carvedilol. Carvedilol ve wh dinab i o including the A d the CHO/HGPRT i icity and th
Effect of Food: Administration of Carvedilol Phosphate extended-release capsules with a high-fat meal resulted in increases (~20%) in AUC and ina\%iolhoan‘q’;irn;%g:g:ug eﬁg ﬁﬁn \"Tvz hﬂﬁgx f [ﬁeﬂgmfglfts:;‘ésfgpglgst'gg etni?;i mes and th assays for mutagericity and the
Crnex compared with Carvedilol Phosphate extended-release capsules administered with a standard meal. Decreases in AUC (27%) and Cpyqy (43%) ) - ymp clastog ,ty'
were observed when Carvedilol Phosphate extended-release capsules were administered in the fasted state compared with administration after a In a combined fertility/developmental/post-natal toxicity study, rats were given carvedilol (12, 60, 300 mg per kg per day) orally by gavage for

2 weeks before mating and through mating, gestation, and weaning for females and for 62 days prior to and through mating for males. At a dosage

standard meal. Carvedilol Phosphate extended-release capsules should be taken with food. 300 ‘ e h 1o 50 e MAHD ) dio ) by i dused weidh

In a trial with adult subjects, sprinkling the contents of the Carvedilol Phosphate Extended-release Capsule on applesauce did not appear to have a 0 ﬁ] rr]r(ljgvg)er g peir 1ag ‘(Agirtﬁaterr td an grnean]lg :0 ? tmes} f matin a rrn? ﬁer (m cteilrzvetirlno ‘?"ﬁ t;)xu:rtoii I”} ratsn(geimatllogi re l:cde mW?I?N tr

significant effect on overall exposure (AUC) compared with administration of the intact capsule following a standard meal but did result in a decrease ?a )a asllgssocaded | 2 eh pid | : Mﬁ/; sulccess l': Tha gs,f? 0tol geIf g ?‘[t ity edqo paime eta?f m.pa . %% o ek ;

in Cpy (18%). ive pups per litter, and delays in physical gro levelopment. The no-effect level for overt toxicity and impairment of fertility was 60 mg per kg per

Dist;ni?)xution day (10 times the MRHD as mg per m2).

Carvedilol is more than 98% bound to plasma proteins, primarily with albumin. The plasma-protein binding is independent of concentration over the 1 CLINICAL STUDIES. ) ) ) )

therapeutic range. Carvedilol s a basic, lipophilic compound with a steady-state volume of distribution of approximately 115 L, indicating substantial ~ SuPPortfor the use of Garvedilol Phosphate extended-release capsules for the treatment of mild-to-severe heart failure and for patients with left

distribution into extravascular tissues. ventricular dysfunction following myocardial infarction is based on the equivalence of pharmacokinetic and pharmacodynamic (f-blockade) parameters
between Carvedilol Phosphate extended-release capsules and immediate-release carvedilol tablets [see Clinical Pharmacology (12.2, 12.3)].

Metabolism and Excretion S o ) ) . } . ) . . .
Carvedilol is extensively metabolized. Following oral administration of radiolabelled carvedilol to healthy volunteers, carvedilol accounted for only ;p: ‘;:rlgggre:{etgablzlg&rformed with immediate-release carvediol tablets in heart failure and left ventricular ysfunction following myocardial infarction

about 7% of the total radioactivity in plasma as measured by AUC. Less than 2% of the dose was excreted unchanged in the urine. Carvedilol

per minute, indicative of 3-blockade activity. Exposure appeared to be lower in pediatric subjects than adults. After 8 months of follow-up, there
was no significant effect of treatment on clinical outcomes. Adverse reactions in this trial that occurred in greater than 10% of subjects treated with
immediate-release carvedilol and at twice the rate of placebo-treated subjects included chest pain (17% versus 6%), dizziness (13% versus 2%),
and dyspnea (11% versus 0%).

85  Geriatric Use

The initial clinical trials of Carvedilol Phosphate extended-release capsules in subjects with hypertension, heart failure, and left ventricular
dysfunction following myocardial infarction did not include sufficient numbers of subjects aged 65 years or older to determine whether they respond
differently from younger patients.

A randomized trial (n = 405) comparing subjects with mild to severe heart failure switched to Carvedilol Phosphate extended-release capsules or
maintained on immediate-release carvedilol tablets included 220 subjects who were aged 65 years or older. In this elderly subgroup, the combined
incidence of dizziness, hypotension, or syncope was 24% (18/75) in subjects switched from the highest dose of immediate-release carvedilol
tablets (25 mg twice daily) to the highest dose of Carvedilol Phosphate extended-release capsules (80 mg once daily) compared with 11% (4/36)

in subjects maintained on immediate-release carvedilol tablets (25 mg twice daily). When switching from the higher doses of immediate-release
carvedilol tablets to Carvedilol Phosphate extended-release capsules, a lower starting dose is recommended for elderly patients [see Dosage and
Administration (2.5)].

The following information is available for trials with immediate-release carvedilol. Of the 765 subjects with heart failure randomized to carvedilol

in U.S. clinical trials, 31% (235) were aged 65 years or older, and 7.3% (56) were aged 75 years or older. Of the 1,156 subjects randomized

to carvedilol in a long-term, placebo-controlled trial in severe heart failure, 47% (547) were aged 65 years or older, and 15% (174) were aged

75 years or older. Of 3,025 subjects receiving carvedilol in heart failure trials worldwide, 42% were aged 65 years or older. Of the 975 subjects with
myocardial infarction randomized to carvedilol in the CAPRICORN trial, 48% (468) were aged 65 years or older, and 11% (111) were aged 75 years
or older. Of the 2,065 hypertensive subjects in U.S. clinical trials of efficacy or safety who were treated with carvedilol, 21% (436) were aged

65 years or older. Of 3,722 subjects receiving immediate-release carvedilol in hypertension clinical trials conducted worldwide, 24% were aged

65 years or older.

With the exception of dizziness in hypertensive subjects (incidence 8.8% in the eldgrly versus 6% in younger s.ubjects), no overall diﬁe.rences'in.the is metabolized primarily by aromatic ring oxidation and glucuronidation. The oxidative metabolites are further metabolized by conjugation via 141  Heart Failure
safety or effectiveness (see Figures 2 and 4) were observed between the older subjects and younger subjects in each of these populations. Similarly, g1ycuronidation and suifation. The metabolites of carvedilol are excreted primarily via the bile into the feces. Demethylation and hydroxylation at Atotal of 6,975 subjects with mild-to-severe heart failure were evaluated in placebo-controlled and active-controlled trials of immediate-release
other reported clinical experience has not identified differences in responses between the elderly and younger subjects, but greater sensitivity of the phenol ring produce 3 active metaholites with B-receptor blocking activity. Based on preclinical studies, the 4*-hydroxyphenyl metabolite is carvedilol.

some older individuals cannot be ruled out.

10 OVERDOSAGE

Overdosage may cause severe hypotension, bradycardia, cardiac insufficiency, cardiogenic shock, and cardiac arrest. Respiratory problems,
bronchospasms, vomiting, lapses of consciousness, and generalized seizures may also occur.

The patient should be placed in a supine position and, where necessary, kept under observation and treated under intensive-care conditions.
The following agents may be administered:

approximately 13 times more potent than carvedilol for 3-blockade.

Compared with carvedilol, the 3 active metabolites exhibit weak vasodilating activity. Plasma concentrations of the active metabolites are about
one-tenth of those observed for carvedilol and have pharmacokinetics similar to the parent.

Carvedilol undergoes stereoselective first-pass metabolism with plasma levels of R(+)-carvedilol approximately 2 to 3 times higher than
S(-)-carvedilol following oral administration of Carvedilol Phosphate extended-release capsules in healthy subjects. Apparent clearance is 90 L per h
and 213 L per h for R(+)- and S(-)-carvedilol, respectively.

Mild-to-Moderate Heart Failure

Carvedilol was studied in 5 multicenter, placebo-controlled trials, and in 1 active-controlled trial (COMET trial) involving subjects with
mild-to-moderate heart failure.

Four U.S. multicenter, double-blind, placebo-controlled trials enrolled 1,094 subjects (696 randomized to carvedilol) with NYHA class II-lll heart
failure and ejection fraction less than or equal to 0.35. The vast majority were on digitalis, diuretics, and an ACE inhibitor at trial entry. Subjects
were assigned to the trials based upon exercise ability. An Australia-New Zealand double-blind, placebo-controlled trial enrolled 415 subjects

Carvedilol Phosphate extended-release capsules

(half randomized to immediate-release carvedilol) with less severe heart failure. All protocols excluded subjects expected to undergo cardiac
transplantation during the 7.5 to 15 months of double-blind follow-up. All randomized subjects had tolerated a 2-week course on immediate-release
carvedilol 6.25 mg twice daily.

In each trial, there was a primary end point, either progression of heart failure (1 U.S. trial) or exercise tolerance (2 U.S. trials meeting enroliment
goals and the Australia-New Zealand trial). There were many secondary end points specified in these trials, including NYHA classification, patient
and physician global assessments, and cardiovascular hospitalization. Other analyses not prospectively planned included the sum of deaths and total
cardiovascular hospitalizations. In situations where the primary end points of a trial do not show a significant benefit of treatment, assignment of
significance values to the other results is complex, and such values need to be interpreted cautiously.

The results of the U.S. and Australia-New Zealand trials were as follows:

Slowing Progression of Heart Failure: One U.S. multicenter trial (366 subjects) had as its primary end point the sum of cardiovascular mortality,
cardiovascular hospitalization, and sustained increase in heart failure medications. Heart failure progression was reduced, during an average
follow-up of 7 months, by 48% (P = 0.008).

In the Australia-New Zealand trial, death and total hospitalizations were reduced by about 25% over 18 to 24 months. In the 3 largest U.S. trials, death
and total hospitalizations were reduced by 19%, 39%, and 49%, nominally statistically significant in the last 2 trials. The Australia-New Zealand results
were statistically borderline.

Functional Measures: None of the multicenter trials had NYHA classification as a primary end point, but all such trials had it as a secondary end
point. There was at least a trend toward improvement in NYHA class in all trials. Exercise tolerance was the primary end point in 3 trials; in none was
a statistically significant effect found.

Subjective Measures: Health-related quality of life, as measured with a standard questionnaire (a primary end point in 1 trial), was unaffected by
carvedilol. However, patients’ and investigators’ global assessments showed significant improvement in most trials.

Mortality: Death was not a pre-specified end point in any trial but was analyzed in all trials. Overall, in these 4 U.S. trials, mortality was reduced,
nominally significantly so in 2 rials.

The COMET Trial

In this double-blind trial, 3,029 subjects with NYHA class II-IV heart failure (left ventricular ejection fraction less than or equal to 35%) were
randomized to receive either carvedilol (target dose: 25 mg twice daily) or immediate-release metoprolol tartrate (target dose: 50 mg twice daily).
The mean age of the subjects was approximately 62 years, 80% were males, and the mean left ventricular ejection fraction at baseline was 26%.
Approximately 96% of the subjects had NYHA class Il or Il heart failure. Concomitant treatment included diuretics (99%), ACE inhibitors (91%),
digitalis (59%), aldosterone antagonists (11%), and “statin” lipid-lowering agents (21%). The mean duration of follow-up was 4.8 years. The mean
dose of carvedilol was 42 mg per day.

The trial had 2 primary end points: all-cause mortality and the composite of death plus hospitalization for any reason. The results of COMET

are presented in Table 5 below. All-cause mortality carried most of the statistical weight and was the primary determinant of the trial size.

All-cause mortality was 34% in the subjects treated with carvedilol and was 40% in the immediate-release metoprolol group (P = 0.0017;

hazard ratio = 0.83, 95% Cl: 0.74 to 0.93). The effect on mortality was primarily due to a reduction in cardiovascular death. The difference between
the 2 groups with respect to the composite end point was not significant (P = 0.122). The estimated mean survival was 8.0 years with carvedilol and
6.6 years with immediate-release metoprolol.

Table 5. Results of COMET

Carvedilol Metoprolol
End Point n=1511 n=1518 Hazard Ratio (95% Cl)
All-cause mortality 34% 40% 0.83 0.74-0.93
Mortality + all hospitalization 74% 76% 0.94 0.86 —1.02
Cardiovascular death 30% 35% 0.80 0.70 - 0.90
Sudden death 14% 17% 0.81 0.68-0.97
Death due to circulatory failure 11% 13% 0.83 0.67-1.02
Death due to stroke 0.9% 2.5% 0.33 0.18-0.62

It is not known whether this formulation of metoprolol at any dose or this low dose of metoprolol in any formulation has any effect on survival or
hospitalization in patients with heart failure. Thus, this trial extends the time over which carvedilol manifests benefits on survival in heart failure,
but it is not evidence that carvedilol improves outcome over the formulation of metoprolol (TOPROL-XL) with benefits in heart failure.

Severe Heart Failure (COPERNICUS)

In a double-blind trial, 2,289 subjects with heart failure at rest or with minimal exertion and left ventricular ejection fraction less than 25%

(mean 20%), despite digitalis (66%), diuretics (99%), and ACE inhibitors (89%), were randomized to placebo or carvedilol. Carvedilol was titrated
from a starting dose of 3.125 mg twice daily to the maximum tolerated dose or up to 25 mg twice daily over a minimum of 6 weeks. Most subjects
achieved the target dose of 25 mg. The trial was conducted in Eastern and Western Europe, the United States, Israel, and Canada. Similar numbers
of subjects per group (about 100) withdrew during the titration period.

The primary end point of the trial was all-cause mortality, but cause-specific mortality and the risk of death or hospitalization (total, cardiovascular
[CV], or heart failure [HF]) were also examined. The developing trial data were followed by a data monitoring committee, and mortality analyses were
adjusted for these multiple looks. The trial was stopped after a median follow-up of 10 months because of an observed 35% reduction in mortality
(from 19.7% per patient-year on placebo to 12.8% on carvedilol: hazard ratio 0.65, 95% Cl: 0.52 to 0.81, P= 0.0014, adjusted) (see Figure 1).

The results of COPERNICUS are shown in Table 6.

Table 6. Results of COPERNICUS Trial in Subjects with Severe Heart Failure

Placebo Carvedilol Hazard Ratio Nominal
End Point (n=1,133) (n =1,156) (95% Cl) % Reduction Pvalue
Mortality 0.65
190 130 (0.52-0.81) 35 0.00013
Mortality + all 0.76
hospitalization 507 425 (0.67-0.87) 24 0.00004
Mortality + CV 0.73
hospitalization 395 314 (0.63-0.84) 27 0.00002
Mortality + HF 0.69
hospitalization 357 271 (0.59-0.81) 31 0.000004
Cardiovascular = CV; Heart failure = HF
Figure 1. Survival Analysis for COPERNICUS (Intent-to-Treat)
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The effect on mortality was principally the result of a reduction in the rate of sudden death among subjects without worsening heart failure.
Patients’ global assessments, in which carvedilol-treated subjects were compared with placebo, were based on pre-specified, periodic patient
self-assessments regarding whether clinical status post-treatment showed improvement, worsening, or no change compared with baseline.
Subjects treated with carvedilol showed significant improvements in global assessments compared with those treated with placebo in COPERNICUS.
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Carvedilol Phosphate
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Carvedilol Phosphate extended-release capsules

The protocol also specified that hospitalizations would be assessed. Fewer subjects on immediate-release carvedilol than on placebo were
hospitalized for any reason (372 versus 432, P = 0.0029), for cardiovascular reasons (246 versus 314, P = 0.0003), or for worsening heart failure
(198 versus 268, P=0.0001).

Immediate-release carvedilol had a consistent and beneficial effect on all-cause mortality as well as the combined end points of all-cause mortality
plus hospitalization (total, CV, or for heart failure) in the overall trial population and in all subgroups examined, including men and women, elderly and
non-elderly, blacks and non-blacks, and diabetics and non-diabetics (see Figure 2).

Figure 2. Effects on Mortality for Subgroups in COPERNICUS
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Although the clinical trials used twice-daily dosing, clinical pharmacologic and pharmacokinetic data provide a reasonable basis for concluding that
once-daily dosing with Carvedilol Phosphate extended-release capsules should be adequate in the treatment of heart failure.

142  Left Ventricular Dysfunction following Myocardial Infarction

CAPRICORN was a double-blind trial comparing carvedilol and placebo in 1,959 subjects with a recent myocardial infarction (within 21 days) and
left ventricular ejection fraction of less than or equal to 40%, with (47%) or without symptoms of heart failure. Subjects given carvedilol received
6.25 mg twice daily, titrated as tolerated to 25 mg twice daily. Subjects had to have a systolic blood pressure greater than 90 mm Hg, a sitting heart
rate greater than 60 beats per minute, and no contraindication to 3-blocker use. Treatment of the index infarction included aspirin (85%), IV or oral
[B-blockers (37%), nitrates (73%), heparin (64%), thrombolytics (40%), and acute angioplasty (12%). Background treatment included ACE inhibitors
or angiotensin-receptor blockers (97%), anticoagulants (20%), lipid-lowering agents (23%), and diuretics (34%). Baseline population characteristics
included an average age of 63 years, 74% male, 95% Caucasian, mean blood pressure 121/74 mm Hg, 22% with diabetes, and 54% with a history
of hypertension. Mean dosage achieved of carvedilol was 20 mg twice daily; mean duration of follow-up was 15 months.

All-cause mortality was 15% in the placebo group and 12% in the carvedilol group, indicating a 23% risk reduction in subjects treated with carvedilol
(95% Cl: 2% to 40%, P= 0.03), as shown in Figure 3. The effects on mortality in various subgroups are shown in Figure 4. Nearly all deaths were
cardiovascular (which were reduced by 25% by carvedilol), and most of these deaths were sudden or related to pump failure (both types of death were
reduced by carvedilol). Another trial end point, total mortality and all-cause hospitalization, did not show a significant improvement.

There was also a significant 40% reduction in fatal or non-fatal myocardial infarction observed in the group treated with carvedilol (95% Cl: 11% to
60%, P=0.01). A similar reduction in the risk of myocardial infarction was also observed in a meta-analysis of placebo-controlled trials of carvedilol
in heart failure.

Figure 3. Survival Analysis for CAPRICORN (Intent-to-Treat)

30
20 Placebo
=
=
5
=
= P =003 Carvedilol
10
0 3 6 9 2 15 18 21 24

Months
Figure 4. Effects on Mortality for Subgroups in CAPRICORN
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Although the clinical trials used twice-daily dosing, clinical pharmacologic and pharmacokinetic data provide a reasonable basis for concluding that
once-daily dosing with Carvedilol Phosphate extended-release capsules should be adequate in the treatment of left ventricular dysfunction following
myocardial infarction.

14.3  Hypertension

A double-blind, randomized, placebo-controlled, 8-week trial evaluated the blood pressure lowering effects of Carvedilol Phosphate
extended-release capsules 20 mg, 40 mg, and 80 mg once daily in 338 subjects with essential hypertension (sitting diastolic blood pressure [DBP]
greater than or equal to 90 and less than or equal to 109 mm Hg). Of 337 evaluable subjects, a total of 273 subjects (81%) completed the trial. Of
the 64 (19%) subjects withdrawn from the trial, 10 (3%) were due to adverse events, 10 (3%) were due to lack of efficacy; the remaining 44 (13%)
withdrew for other reasons. The mean age of the subjects was approximately 53 years, 66% were male, and the mean sitting systolic blood pressure
(SBP) and DBP at baseline were 150 mm Hg and 99 mm Hg, respectively. Dose titration occurred at 2-week intervals.
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doctor. You can ask your doctor

Carvedilol Phosphate extended-release capsules

Statistically significant reductions in blood pressure as measured by 24-hour ambulatory blood pressure monitoring (ABPM) were observed with
each dose of Carvedilol Phosphate extended-release capsules compared with placebo. Placebo-subtracted mean changes from baseline in mean
SBP/DBP were -6.1/-4.0 mm Hg, -9.4/-7.6 mm Hg, and -11.8/-9.2 mm Hg for Carvedilol Phosphate extended-release capsules 20 mg, 40 mg, and
80 mg, respectively. Placebo-subtracted mean changes from baseline in mean trough (average of hours 20 to 24) SBP/DBP were -3.3/-2.8 mm Hg,
-4.9/-5.2 mm Hg, and -8.4/-7.4 mm Hg for Carvedilol Phosphate extended-release capsules 20 mg, 40 mg, and 80 mg, respectively.

The placebo-corrected trough-to-peak (3 to 7 h) ratio was approximately 0.6 for Carvedilol Phosphate extended-release capsules 80 mg. In

this trial, assessments of 24-hour ABPM monitoring demonstrated statistically significant blood pressure reductions with Carvedilol Phosphate
extended-release capsules throughout the dosing period (Figure 5).

Figure 5. Changes from Baseline in Systolic Blood Pressure and Diastolic Blood Pressure
Measured by 24-Hour ABPM
B 0

Change in SBP (mmHg

Change in DBP (mmHg)

Time after morning dose (hr)
Lines smoothed using locally weighted regression smoothing methodology.

Immediate-release carvedilol was studied in 2 placebo-controlled trials that utilized twice-daily dosing at total daily doses of 12.5 to 50 mg. In these
and other trials, the starting dose did not exceed 12.5 mg. At 50 mg per day, immediate-release carvedilol reduced sitting trough (12-hour) blood
pressure by about 9/5.5 mm Hg; at 25 mg per day the effect was about 7.5/3.5 mm Hg. Comparisons of trough-to-peak blood pressure showed

a trough-to-peak ratio for blood pressure response of about 65%. Heart rate fell by about 7.5 beats per minute at 50 mg per day. In general, as is
true for other B-blockers, responses were smaller in black than non-black subjects. There were no age- or gender-related differences in response.
The dose-related blood pressure response was accompanied by a dose-related increase in adverse effects [see Adverse Reactions (6)].

14.4  Hypertension with Type 2 Diabetes Mellitus

In a double-blind trial (GEMINI), carvedilol, added to an ACE inhibitor or angiotensin receptor blocker, was evaluated in a population with
mild-to-moderate hypertension and well-controlled type 2 diabetes mellitus. The mean HbA1c at baseline was 7.2%. Immediate-release carvedilol
was titrated to a mean dose of 17.5 mg twice daily and maintained for 5 months. Immediate-release carvedilol had no adverse effect on glycemic
control, based on HbA1c measurements (mean change from baseline of 0.02%, 95% Cl: -0.06 to 0.10, P= NS) [see Warnings and Precautions (5.6)].
16 HOW SUPPLIED/STORAGE AND HANDLING

The hard gelatin capsules are available in the following strengths:

¢ 10 mg — white and green capsule shell printed with “GSLGK” and “10 mg”

® 20 mg — white and yellow capsule shell printed with “GSMHV” and “20 mg”

e 40 mg - yellow and green capsule shell printed with “GSETX” and “40 mg”

© 80 mg — white capsule shell printed with “GSF1L" and “80 mg”

¢ 10 mg bottles of 30 NDC 60505-4713-3

¢ 20 mg bottles of 30: NDC 60505-4714-3

o 40 mg bottles of 30: NDC 60505-4715-3

¢ 80 mg bottles of 30: NDC 60505-4716-3

Store at 25°C (77°F); excursions 15° to 30°C (59° to 86°F). Dispense in a tight, light-resistant container.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information)

Patients taking Carvedilol Phosphate extended-release capsules should be advised of the following:

o Patients should not interrupt or discontinue using Carvedilol Phosphate extended-release capsules without a physician’s advice.

o Patients with heart failure should consult their physician if they experience signs or symptoms of worsening heart failure such as weight gain or
increasing shortness of breath.

e Patients may experience a drop in blood pressure when standing, resulting in dizziness and, rarely, fainting. Patients should sit or lie down when
these symptoms of lowered blood pressure occur.

If experiencing dizziness or fatigue, patients should avoid driving or hazardous tasks.

Patients should consult a physician if they experience dizziness or faintness, in case the dosage should be adjusted.
Patients should not crush or chew Carvedilol Phosphate extended-release capsules.

Patients should take Carvedilol Phosphate extended-release capsules with food.

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

o Contact lens wearers may experience decreased lacrimation.

The other brand listed is a trademark owned by or licensed to its owner and is not owned by or licensed to the GSK group of companies. The maker
of this brand is not affiliated with and does not endorse the GSK group of companies or its products.

Manufactured for:
Apotex Corp.
Weston, FL 33326
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pump blood through the body
and causes damage to blood
vessels. Carvedilol Phosphate
extended-release capsules

can help your blood vessels

relax so your blood pressure

is lower. Medicines that lower
blood pressure may lower your

chance of having a stroke or

heart attack.

o
[{=)
2 g9
-]
® .3
= o
257
eS™
| o
53S
Soa
< 3 D
==

September 2017

CPA-AP:5PIL

62000000042470

This PDF has been verified using PitStop 12
PDF is both PDF/X-4 compliant and GSK compliant for the workflow PRODUCTION Leaflet

Page 2 of 2




