הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 
(מעודכן 05.2013) 

 תאריך 17.05.2015
שם תכשיר באנגלית ומספר הרישום
CHAMPIX 0.5 MG 137.66.31500.00
CHAMPIX 1.0 MG 137.67.31511.00
שם בעל הרישום: פייזר פרמצבטיקה בע"מ 
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indication
	
	

	contraindications
	CHAMPIX is contraindicated in patients with a known history of serious hypersensitivity reactions to CHAMPIX.

	CHAMPIX is contraindicated in patients with a known history of serious hypersensitivity reactions or skin reactions to CHAMPIX.


	Posology, dosage  & administration
	
	

	Special Warnings and Special Precautions for Use
	General

Nausea was the most common adverse event associated with CHAMPIX treatment. Nausea was generally described as mild or moderate and often transient; however, for some subjects, it was persistent over several months. The incidence of nausea was dose-dependent. Initial dose-titration was beneficial in reducing the occurrence of nausea. Nausea was reported by approximately 30% of patients treated with CHAMPIX 1 mg BID after an initial week of dose titration. In patients taking CHAMPIX 0.5 mg BID, the incidence of nausea was 16% following initial titration.  Approximately 3% of subjects treated with CHAMPIX 1 mg BID in studies involving 12 weeks of treatment discontinued treatment prematurely because of nausea. For patients with intolerable nausea, dose reduction should be considered.

Effect of smoking cessation 

Physiological changes resulting from smoking cessation, with or without treatment with CHAMPIX, may alter the pharmacokinetics or pharmacodynamics of some drugs, for which dosage adjustment may be necessary (examples include theophylline, warfarin and insulin) (See section DRUG-DRUG INTERACTIONS).

At the end of treatment, discontinuation of varenicline was associated with an increase in irritability, urge to smoke, depression, and/or insomnia in up to 3% of patients.

There have been post-marketing reports of neuropsychiatric symptoms including worsening of pre-existing psychiatric illness, some serious including changes in behavior or thinking, anxiety, psychosis, mood swings, aggressive behavior, agitation, depressed mood, suicidal ideation and suicidal behavior, in patients attempting to quit smoking with CHAMPIX  (See section ADVERSE REACTIONS) . Physicians should discuss the efficacy and safety profile of CHAMPIX with patients and advise patients attempting to quit smoking with varenicline of the possible emergence of neuropsychiatric symptoms. Patients and families and/or caregivers should be advised that the patient should stop taking CHAMPIX and contact a health care provider immediately if changes in behavior or thinking, agitation or depressed mood, that are not typical for the patient are observed, or if the patient develops suicidal ideation or suicidal behavior. In many post-marketing cases, resolution of symptoms after discontinuation of CHAMPIX was reported, although in some cases the symptoms persisted; therefore, ongoing follow up should be provided until symptoms resolve. Patients should be encouraged to report any history of psychiatric illness prior to initiating treatment. Patients with serious psychiatric illness such as schizophrenia, bipolar disorder, and major depressive disorder did not participate in the pre-marketing studies of CHAMPIX. Subsequent CHAMPIX smoking cessation studies provided data in patients with major depressive disorder (See section CLINICAL STUDIES, Study in Subjects with Major Depressive Disorder) and limited data in patients with stable schizophrenia or schizoaffective disorder (See section CLINICAL STUDIES, Study in Subjects with Stable Schizophrenia or Schizoaffective Disorder).

There have been post-marketing reports of hypersensitivity reactions including angioedema in patients treated with varenicline.  Clinical signs included swelling of the face, mouth (tongue, lips, and gums), neck (throat and larynx) and extremities.  There were rare reports of life-threatening angioedema requiring urgent medical attention due to respiratory compromise.  Patients experiencing these symptoms should discontinue treatment with varenicline and contact a health care provider immediately.

There have also been post-marketing reports of rare but severe cutaneous reactions, including Stevens-Johnson Syndrome and Erythema Multiforme in patients using varenicline.  As these skin reactions can be life threatening, patients should discontinue treatment at the first sign of rash or skin reaction and contact a healthcare provider immediately.

In a smoking cessation trial of patients with stable cardiovascular disease, while cardiovascular events were infrequent overall, some were reported more frequently in patients treated with varenicline. (See section CLINICAL STUDIES – Study in Subjects with Cardiovascular Disease). A meta-analysis of 15 clinical trials, which included the smoking cessation trial of patients with stable cardiovascular disease, had similar results. Cardiovascular events occurred primarily in patients with known cardiovascular disease. In both the clinical trial and meta-analysis, all cause and cardiovascular mortality was lower in patients treated with varenicline. No causal relationship between these events and varenicline has been established. Patients should be instructed to notify their health care providers of new or worsening cardiovascular symptoms and to seek immediate medical attention if they experience signs and symptoms of myocardial infarction or stroke. Smoking is an independent and major risk factor for cardiovascular disease.

In a controlled clinical trial of varenicline administered to patients with stable cardiovascular disease, with approximately 350 patients per treatment arm, certain cardiovascular events were reported more frequently in patients treated with VARENICLINE than in patients treated with placebo [see CLINICAL STUDIES]. These included treatment-emergent events (on-treatment or 30 days after treatment) of angina pectoris (13 patients in the varenicline arm vs. 7 in the placebo arm), and the serious cardiovascular events of nonfatal MI (4 vs. 1)  and nonfatal stroke (2 vs. 0).  During non-treatment follow up to 52 weeks, serious cardiovascular events included nonfatal myocardial infarction (3 vs. 2), need for coronary revascularization (7 vs. 2), hospitalization for angina pectoris (6 vs. 4), transient ischemic attack (1 vs. 0), new diagnosis of peripheral vascular disease (PVD) or admission for a PVD procedure (4 vs. 2). Serious cardiovascular events occurring over the 52 weeks of the study (treatment emergent and non-treatment emergent) were adjudicated by an independent blinded committee. Varenicline was not studied in patients with unstable cardiovascular disease or cardiovascular events occurring within two months before screening. Patients should be advised to notify a health care provider of new or worsening symptoms of cardiovascular disease. The risks of varenicline should be weighed against the benefits of its use in smokers with cardiovascular disease. Smoking is an independent and major risk factor for cardiovascular disease. Varenicline has been demonstrated to increase the likelihood of abstinence from smoking for as long as one year compared to treatment with placebo.


	Balck box

Advis e patients and caregivers that the patient s hould s top taking CHAMP IX and contact a healthcare provider immediately if agitation, hos tility, depres s ed mood, or changes in behavior or thinking that are not typical for the patient are obs erved, or if the patient develops suicidal ideation or s uicidal behavior. In many pos tmarketing cas es , res olution of s ymptoms after dis continuation of CHAMP IX was reported, although in s ome cas es the     s ymptoms pers is ted; therefore, ongoing monitoring and s upportive care s hould be provided until s ymptoms res olve.
Neurops ychiatric Symptoms and Suicidality
Serious neuropsychiatric symptoms have been reported in patients being treated with CHAMPIX [see Boxed Warning and Adverse Reactions (6.2)]. These postmarketing reports have included changes in mood (including depression and mania), psychosis, hallucinations, paranoia, delusions, homicidal ideation, hostility, agitation, anxiety, and panic, as well as suicidal ideation, suicide attempt, and completed suicide. Some reported cases may have been complicated by the symptoms of nicotine withdrawal in patients who stopped smoking. Depressed mood may be a symptom of nicotine withdrawal. Depression, rarely including suicidal ideation, has been reported in smokers undergoing a smoking cessation attempt without medication. However, some of these symptoms have occurred in patients taking CHAMPIX who continued to smoke. When symptoms were reported, most were during CHAMPIX treatment, but some were following discontinuation of CHAMPIX therapy.
These events have occurred in patients with and without pre-existing psychiatric disease; some patients have experienced worsening of their psychiatric illnesses. All patients being treated with CHAMPIX should be observed for neuropsychiatric symptoms or worsening of pre-existing psychiatric illness.

Patients with serious psychiatric illness such as schizophrenia, bipolar disorder, and major depressive disorder did not participate in the premarketing studies of CHAMPIX. Limited safety data are available from post-marketing smoking cessation studies in two patient groups: 1) patients with major depressive disorder, and 2) patients with stable schizophrenia or schizoaffective disorder [see Adverse Reactions (6.1), Clinical Studies (14.5)].
Some reported neuropsychiatric events, including unusual and sometimes aggressive behavior directed to oneself or others, may have been worsened by concomitant use of alcohol [see Interaction with Alcohol (5.3), Adverse Reactions (6.2)].
Advise patients and caregivers that the patient should stop taking CHAMPIX and contact a healthcare provider immediately if agitation, depressed mood, changes in behavior or thinking that are not typical for the patient are observed, or if the patient develops suicidal ideation or suicidal behavior. In many postmarketing cases, resolution of symptoms after discontinuation of CHAMPIX was reported, although in some cases the symptoms persisted, therefore, ongoing monitoring and supportive care should be provided until symptoms resolve.
The risks of CHAMPIX should be weighed against the benefits of its use. CHAMPIX has been demonstrated to increase the likelihood of abstinence from smoking for as long as one year compared to treatment with placebo. The health benefits of quitting smoking are immediate and substantial.

Since the initial signal of neuropsychiatric symptoms and suicidality emerged, additional analyses and studies have been conducted to further evaluate this association.

Analyses of clinical trials
A meta-analysis of 5 randomized, double blind, placebo controlled trials, including 1907 patients (1130 CHAMPIX, 777 placebo) was conducted to assess suicidal ideation and behavior as reported on the Columbia-Suicide Severity Rating Scale (C SSRS). This meta-analysis included one trial (N=127) in patients with a history of schizophrenia or schizoaffective disorder and another trial (N=525) in patients with a history of depression. The results showed no increase in the incidence of suicidal ideation and/or behavior in patients treated with CHAMPIX compared to patients treated with placebo, with a Risk Ratio (RR) of 0.79 (95% Confidence Interval [CI]: 0.46, 1.36), as shown in Table 1. Forty-eight (48) of the 55 patients who reported suicidal ideation or behavior (24 CHAMPIX, 24 placebo) were observed in the two trials that enrolled patients with a history of schizophrenia, schizoaffective disorder, or depression. Few events were observed in the other three trials (4 CHAMPIX, 3 placebo).
T able 1. Number of Patients and Ris k Ratio for Suicidal Ideation and/or Behavior Reported on C-SSRS from a Meta-Analys is of 5 Clinical T rials Comparing CHANT IX to Placebo
See table in leaflet

*  Of the events, one patient in each treatment arm reported suicidal behavior
†  Patients with events up to 30 days after treatment; % are not weighted by study
‡  # RR of incidence rates per 100 patient years
A pooled analysis of 18 double-blind, randomized, placebo-controlled clinical trials, which includes
the 5 trials that collected C-SSRS described in Table 1, was conducted to assess the psychiatric safety of CHAMPIX. This pooled analysis included 8521 patients (5072 CHAMPIX, 3449 placebo), some of whom had psychiatric conditions at baseline. Table 2 describes the most frequently (≥ 1%) reported adverse events related to psychiatric safety. The results showed a similar incidence of common psychiatric events in patients treated with CHAMPIX compared to patients treated with placebo.
T able 2. Ps ychiatric Advers e Events Occurring in ≥ 1% of Patients from Pooled Analys is of 18 Clinical T rials

See table in leaflet

*  NEC = Not Elsewhere Classified
Counts (percentages) corresponds to the number of patients reporting the event
Obs ervational Studies
Four observational studies, each including 10,000 to 30,000 users of CHAMPIX in the adjusted analyses, compared the risk of selected serious neuropsychiatric events (neuropsychiatric hospitalizations, fatal and non-fatal self-harm), between CHAMPIX users and prescription NRT or bupropion users. All studies were retrospective cohort studies and included patients with and without a psychiatric history.
Two of the studies found no difference in risk of neuropsychiatric hospitalizations between CHAMPIX users and nicotine patch users (Hazard Ratio [HR] 1.14; 95% Confidence Interval [CI]: 0.56–2.34 in the first study, and 0.76; 95% CI: 0.40–1.46 in the second study). However, neither study validated the diagnostic codes used to identify outcomes against medical records. A third study reported no difference in risk of psychiatric adverse events diagnosed during an emergency department visit or inpatient admission between CHAMPIX users and bupropion users (HR 0.85; 95% CI: 0.55–1.30).
Bupropion has also been associated with neuropsychiatric adverse events. A fourth study examined risk of fatal and non-fatal self-harm in users of CHAMPIX compared to users of NRT. Although the occurrence of detected suicide was rare during the three months after patients initiated any drug treatment (two cases in 31,260 CHAMPIX users and six cases in 81,545 NRT users), this study has important limitations. Most importantly, these data were captured following public awareness of reports of neuropsychiatric adverse events in CHAMPIX users. CHAMPIX users had fewer comorbid conditions that could put them at risk for neuropsychiatric adverse events, suggesting that patients with a history of neuropsychiatric illness were preferentially prescribed NRT, and healthier patients were preferentially prescribed CHAMPIX.
Outcomes examined in these studies did not include the full range of neuropsychiatric adverse events that have been reported.
Seizures
During clinical trials and the post-marketing experience, there have been reports of seizures in patients treated with CHAMPIX. Some patients had no history of seizures, whereas others had a history of seizure disorder that was remote or well-controlled. In most cases, the seizure occurred within the first month of therapy. Weigh this potential risk against the potential benefits before prescribing CHAMPIX in patients with a history of seizures or other factors that can lower the seizure threshold. Advise patients to discontinue CHAMPIX and contact a healthcare provider immediately if they experience a seizure while on treatment [see Adverse Reactions (6.2)].
Interaction with Alcohol
There have been post-marketing reports of patients experiencing increased intoxicating effects of alcohol while taking CHAMPIX. Some cases described unusual and sometimes aggressive behavior, and were often accompanied by amnesia for the events. Advise patients to reduce the amount of alcohol they consume while taking CHAMPIX until they know whether CHAMPIX affects their tolerance for alcohol [see Adverse Reactions (6.2)].
Accidental Injury
There have been postmarketing reports of traffic accidents, near-miss incidents in traffic, or other accidental injuries in patients taking CHAMPIX. In some cases, the patients reported somnolence, dizziness, loss of consciousness or difficulty concentrating that resulted in impairment, or concern about potential impairment, in driving or operating machinery. Advise patients to use caution driving or operating machinery or engaging in other potentially hazardous activities until they know how CHAMPIX may affect them
Cardiovas cular Events

A meta-analysis of 15 clinical trials of ≥ 12 weeks treatment duration, including 7002 patients (4190 CHAMPIX, 2812 placebo), was conducted to systematically assess the cardiovascular safety of CHAMPIX. The study in patients with stable cardiovascular disease described above was included in the meta-analysis. There were lower rates of all-cause mortality (CHAMPIX 6 [0.14%]; placebo 7 [0.25%]) and cardiovascular mortality (CHAMPIX 2 [0.05%]; placebo 2 [0.07%]) in the CHAMPIX arms compared with the placebo arms in the meta-analysis.

The key cardiovascular safety analysis included occurrence and timing of a composite endpoint of Major Adverse Cardiovascular Events (MACE), defined as cardiovascular death, nonfatal MI, and nonfatal stroke. These events included in the endpoint were adjudicated by a blinded, independent committee. Overall, a small number of MACE occurred in the trials included in the meta-analysis, as described in Table 4. These events occurred primarily in patients with known cardiovascular disease.
T able 4. Number of MACE cas es , Hazard Ratio and Rate Difference in a Meta-Analys is of 15 Clinical T rials Comparing CHAMP IX to Placebo*

See table in leaflet

*  Includes MACE occurring up to 30 days post treatment.

The meta-analysis showed that exposure to CHAMPIX resulted in a hazard ratio for MACE of 1.95 (95% confidence interval from 0.79 to 4.82) for patients up to 30 days after treatment; this is equivalent to an estimated increase of 6.3 MACE events per 1,000 patient-years of exposure. The meta-analysis showed higher rates of CV endpoints in patients on CHAMPIX relative to placebo across different time frames and pre-specified sensitivity analyses, including various study groupings and CV outcomes.

Although these findings were not statistically significant they were consistent. Because the number of events was small overall, the power for finding a statistically significant difference in a signal of this magnitude is low.


	Interaction with Other Medicaments and Other Forms of Interaction
	
	

	Fertility,   pregnancy and Lactation
	
	

	Adverse events
	ADVERSE REACTIONS
During the premarketing development of CHAMPIX, over 4500 individuals were exposed to CHAMPIX, with over 450 treated for at least 24 weeks and approximately 100 for a year. Most study participants were treated for 12 weeks or less.

In Phase 2 and 3 placebo-controlled studies, the treatment discontinuation rate due to adverse events in patients dosed with 1 mg BID was 12% for CHAMPIX compared to 10% for placebo in studies of three months’ treatment. In this group, the discontinuation rates for the most common adverse events in CHAMPIX treated patients were as follows: nausea (3% vs. 0.5% for placebo), headache (0.6% vs. 0.9% for placebo), insomnia (1.2% vs. 1.1% for placebo), and abnormal dreams (0.3% vs. 0.2% for placebo).

Adverse Events were categorized using the Medical Dictionary for Regulatory Activities (MedDRA, Version 7.1).

The most common adverse events associated with CHAMPIX (>5% and twice the rate seen in placebo-treated patients) were nausea, sleep disturbance, constipation, flatulence, and vomiting.

Smoking cessation, with or without treatment, is associated with nicotine withdrawal symptoms.

For example, dysphoric or depressed mood; insomnia, irritability, frustration or anger; anxiety; difficulty concentrating; restlessness; decreased heart rate; increased appetite or weight gain have been reported in patients attempting to stop smoking. Smoking cessation, with or without pharmacotherapy, has also been associated with the exacerbation of underlying psychiatric illness. No attempt has been made in either the design or the analysis of the varenicline studies to distinguish between adverse events associated with study drug treatment or those possibly associated with nicotine withdrawal.

Clinical trials included approximately 4,000 patients treated with varenicline for up to 1 year (average exposure 84 days).  In general, when adverse reactions occurred, onset was in the first week of therapy; severity was generally mild to moderate and there were no differences by age, race or gender with regard to the incidence of adverse reactions.

The most common adverse event associated with CHAMPIX treatment is nausea. For patients treated to the maximum recommended dose of 1 mg BID following initial dosage titration, the incidence of nausea was 30% compared with 10% in patients taking a comparable placebo regimen. In patients taking CHAMPIX 0.5 mg BID following initial titration, the incidence was 16% compared with 11% for placebo. Nausea was generally described as mild or moderate and often transient; however, for some subjects, it was persistent throughout the treatment period.

The treatment discontinuation rate due to adverse events was 11.4% for varenicline compared with 9.7% for placebo.  In this group, the discontinuation rates for the most common adverse events in varenicline treated patients were as follows: nausea (2.7% vs. 0.6% for placebo), headache (0.6% vs. 1.0% for placebo), insomnia (1.3% vs. 1.2% for placebo), and abnormal dreams (0.2% vs. 0.2% for placebo).

All adverse reactions that occurred at an incidence greater than placebo are listed below by system organ class.

Infections and infestations: Bronchitis, nasopharyngitis, sinusitis

Metabolism and nutrition disorders: Anorexia, decreased appetite, increased appetite, polydipsia

Psychiatric disorders: Abnormal dreams, bradyphrenia, insomnia, mood swings, thinking abnormal

Nervous system disorders: Circadian rhythm sleep disorder, coordination abnormal, dizziness, dysarthria, dysgeusia, dysphoria, headache, hypoesthesia, hypogeusia, lethargy, libido decreased, restlessness, somnolence, tremor

Eye disorders: Eye pain, photophobia, scotoma

Ear and labyrinth disorders: Tinnitus

Cardiac disorders: Atrial fibrillation, palpitations

Respiratory, thoracic and mediastinal disorders: Cough, dyspnea, hoarseness, postnasal drip, respiratory tract congestion, rhinorrhea, sinus congestion, snoring, throat irritation

Gastrointestinal disorders: Abdominal distension, abdominal pain, aphthous stomatitis, constipation, diarrhea, dry mouth, dyspepsia, eructation, flatulence, gastritis, gastroesophageal reflux disease, gingival pain, hematemesis, hematochezia, nausea, stomach discomfort, vomiting

Skin and subcutaneous tissue disorders: Acne, erythema, hyperhidrosis, pruritus, rash generalized

Musculoskeletal and connective tissue disorders: Joint stiffness, muscle spasms

Renal and urinary disorders: Glycosuria, nocturia, polyuria

Reproductive system and breast disorders: Menorrhagia, sexual dysfunction

General disorders and administration site conditions: Asthenia, chest discomfort, chest pain, fatigue, malaise, pyrexia

Investigations: Blood pressure increased, electrocardiogram ST segment depression, electrocardiogram T wave amplitude decreased, heart rate increased, liver function test abnormal, platelet count decreased, weight increased


	In the placebo-controlled premarketing studies, the most common adverse events associated with CHAMPIX (>5% and twice the rate seen in placebo-treated patients) were nausea, abnormal (vivid, unusual, or strange) dreams, constipation, flatulence, and vomiting.

..
T able 5: Common T reatment Emergent AEs (%) in the Fixed-Dos e, Placebo-Controlled Studies (HLGT s ≥ 5% of patients in the 1 mg BID CHAMP IX Group and more commonly than placebo and PT ≥ 1% in the 1 mg BID CHAMP IX Group, and 1 mg BID CHANT IX at leas t 0.5% more than Placebo)

GASTROINTESTINAL (GI)
GI Signs and Symptoms Nausea
Abdominal Pain *
Flatulence Dyspepsia Vomiting
GI Motility/Defecation Conditions
Constipation Gastroesophageal reflux
disease
Salivary Gland Conditions Dry mouth
PSYCHIATRIC DISORDERS
Sleep Disorder/Disturbances Insomnia †
Abnormal dreams Sleep disorder Nightmare
NERVOUS SYSTEM
Headaches Headache
Neurological Disorders NEC Dysgeusia
Somnolence
RESPIR/THORACIC/MEDIAST
Respiratory Disorders NEC Rhinorrhea
Dyspnea
Upper Respiratory Tract Disorder
METABOLISM & NUTRITION

Appetite/General Nutrit. Disorders
Increased appetite
Decreased appetite/Anorexia
Blood and Lymphatic System Disorders. Infrequent: anemia, lymphadenopathy. Rare: leukocytosis, splenomegaly, thrombocytopenia.
Cardiac Disorders. Infrequent: angina pectoris, myocardial infarction, palpitations, tachycardia. Rare: acute coronary syndrome, arrhythmia, atrial fibrillation, bradycardia, cardiac flutter, cor pulmonale, coronary artery disease, ventricular extrasystoles.
Ear and Labyrinth Disorders. Infrequent: tinnitus, vertigo. Rare: deafness, Meniere's disease. Endocrine Disorders. Infrequent: thyroid gland disorders.
Eye Disorders. Infrequent: conjunctivitis, eye irritation, eye pain, vision blurred, visual impairment. Rare: blindness transient, cataract subcapsular, dry eye, night blindness, ocular vascular disorder, photophobia, vitreous floaters.
Gastrointestinal Disorders. Frequent: diarrhea, toothache. Infrequent: dysphagia, eructation, gastritis, gastrointestinal hemorrhage, mouth ulceration. Rare: enterocolitis, esophagitis, gastric ulcer, intestinal
obstruction, pancreatitis acute.

General Disorders and Administration Site Conditions. Frequent: chest pain. Infrequent: chest discomfort, chills, edema, influenza-like illness, pyrexia. 

Hepatobiliary Disorders: Rare: gall bladder disorder
Investigations. Frequent: liver function test abnormal, weight increased. Infrequent: electrocardiogram abnormal. Rare: muscle enzyme increased, urine analysis abnormal.
Metabolism and Nutrition Disorders. Infrequent: diabetes mellitus, hypoglycemia. Rare: hyperlipidemia, hypokalemia.
Musculoskeletal and Connective Tissue Disorders. Frequent: arthralgia, back pain, myalgia. Infrequent:
arthritis, muscle cramp, musculoskeletal pain. Rare: myositis, osteoporosis.
Nervous System Disorders. Frequent: disturbance in attention, dizziness. Infrequent: amnesia, convulsion, migraine, parosmia, syncope, tremor. Rare: balance disorder, cerebrovascular accident, dysarthria, mental impairment, multiple sclerosis, VIIth nerve paralysis, nystagmus, psychomotor hyperactivity, psychomotor skills impaired, restless legs syndrome, sensory disturbance, transient ischemic attack, visual field defect.
Psychiatric Disorders. Infrequent: dissociation, libido decreased, mood swings, thinking abnormal. 

Rrae: bradyphrenia, disorientation, euphoric mood.
Renal and Urinary Disorders. Infrequent: nocturia, pollakiuria, urine abnormality. Rare: nephrolithiasis, polyuria, renal failure acute, urethral syndrome, urinary retention.
Reproductive System and Breast Disorders. Frequent: menstrual disorder. Infrequent: erectile dysfunction. Rare: sexual dysfunction.
Respiratory, Thoracic and Mediastinal Disorders. Frequent: respiratory disorders. Infrequent: asthma, epistaxis, rhinitis allergic, upper respiratory tract inflammation. Rare: pleurisy, pulmonary embolism.

Skin and Subcutaneous Tissue Disorders. Infrequent: acne, dry skin, eczema, erythema, hyperhidrosis, urticaria. Rare: photosensitivity reaction, psoriasis. 

Vascolar Disorders: Infrequent: hot flush. Rare: thrombosis

….

In the trial of patients with major depressive disorder, the most common adverse events (≥ 10%) in subjects taking varenicline were nausea (27% vs. 10% on placebo), headache (17 vs 11%), abnormal dreams (11% vs 8%), insomnia (11% vs 5%) and irritability (11% vs. 8%). Additionally, the following psychiatric AEs were reported in ≥ 2% of patients in either treatment group (varenicline or placebo, respectively): anxiety (7% vs. 9%), agitation (7% vs. 4%), depressed mood disorders and disturbances (11% vs. 9%), tension (4% vs. 3%), hostility (2% vs. 0.4%) and restlessness (2% vs. 2%). Patients treated with varenicline were more likely than patients treated with placebo to report one of various events related to hostility and aggression (3% vs 1%). Psychiatric scales showed no differences between the varenicline and placebo groups and no overall worsening of depression during the study in either treatment group. The percentage of subjects with suicidal ideation and/or behavior was similar between the varenicline and placebo groups during treatment (6% and 8%, respectively) and the non- treatment follow-up (6% and 6%, respectively). There was one event of intentional self-injury/possible suicide attempt during treatment (Day 73) in a subject in the placebo group. Suicide could not be ruled out in one subject who died by an overdose of illicit drugs 76 days after last dose of study drug in the varenicline group.
6.2 Post marketing Experience
The following adverse events have been reported during post-approval use of CHAMPIX. Because these events are reported voluntarily from a population of uncertain size, it is not possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.
There have been reports of depression, mania, psychosis, hallucinations, paranoia, delusions, homicidal ideation, aggression, hostility, anxiety, and panic, as well as suicidal ideation, suicide attempt, and completed suicide in patients attempting to quit smoking while taking CHAMPIX [see Boxed Warning, Warnings and Precautions (5.1)]. Smoking cessation with or without treatment is associated with nicotine withdrawal symptoms and the exacerbation of underlying psychiatric illness. Not all patients had known pre-existing psychiatric illness and not all had discontinued smoking.

There have been post-marketing reports of new or worsening seizures in patients treated with CHAMPIX [see Warnings and Precautions (5.2)].
There have been post-marketing reports of patients experiencing increased intoxicating effects of alcohol while taking CHAMPIX. Some reported neuropsychiatric events, including unusual and sometimes aggressive behavior [see Warnings and Precautions (5.1) and (5.3)].


	Patient counseling information


	
	Interaction with Alcohol
Advise patients to reduce the amount of alcohol they consume while taking CHAMPIX until they know whether CHAMPIX affects their tolerance for alcohol [see Warnings and Precautions (5.3), Adverse Reactions (6.2)].



מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.

שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה. יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.
הועבר בדואר אלקטרוני בתאריך 17.05.2015
הודעה על החמרה  ( מידע בטיחות)  בעלון לצרכן

(מעודכן 05.2013)
 תאריך 17.05.2015
שם תכשיר באנגלית ומספר הרישום
CHAMPIX 0.5 MG 137.66.31500.00

CHAMPIX 1.0 MG 137.67.31511.00
שם בעל הרישום: פייזר פרמצבטיקה בע"מ
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות 

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	התוויות


	
	

	מתי אין להשתמש בתכשיר?
	· אין להשתמש אם אתה רגיש (אלרגי) לחומר הפעיל או לכל אחד מהמרכיבים הנוספים אשר מכילה התרופה.
· אין להשתמש בתרופה זו בילדים מתחת לגיל 18.

	אין להשתמש אם אתה רגיש (אלרגי) לחומר הפעיל או לכל אחד מהמרכיבים הנוספים אשר מכילה התרופה
סימנים לכך עלולים להיות: התנפחות בפנים, בלשון, בשפתיי, בחניכיים, בגרון או בצוואר. קשיי נשימה, פריחה הכוללת 

קילוף העור, שלפוחיות בפה.

אין להשתמש בתרופה זו בילדים מתחת לגיל 18.


	אזהרות מיוחדות הנוגעות לשימוש בתרופה:
	· אם אתה רגיש למזון כלשהו או לתרופה כלשהי, עליך להודיע על-כך לרופא לפני נטילת התרופה.
· מומלץ לנטר פעילות כלייתית בקשישים.
· עליך לדווח לרופא אם חל שינוי במצב הרוח שלך ובהתנהגותך. 
בחולים שטופלו בצ'מפיקס דווח על ניסיון להתאבדות  או על מחשבות אובדניות. יש לשים לב לשינויים במצב הרוח, חרדה, פסיכוזות, התנהגות אלימה, דיכאון או החמרה בדיכאון קיים. 

	· במידה וזהו ניסיון גמילה חוזר יש לדווח לרופא על כל תופעה אשר הופיעה גם אם מדובר על ניסיון גמילה עם או בלי צ'מפיקס.
· במהלך ניסיון גמילה עם או בלי צ'מפיקס, עלולות להופיע תופעות הקשורות בגמילה מניקוטין כגון: דחף לעשן, דיכאון, בעיות שינה, אי שקט, תסכול, כעס, חרדה, קושי להתרכז, חוסר מנוחה, ירידה בקצב פעימות הלב, עלייה בתיאבון ועלייה במשקל.
· מספר חולים חוו מחשבות אובדניות במהלך גמילה מעישון עם או בלי תרופות.
· במידה והנך צורך אלכוהול במהלך הטיפול בצ'מפיקס יש להפחית את כמות הצריכה עד שאתה יודע מה השפעת שילוב התרופה ואלכוהול יחד, מספר מטופלים אשר צרכו אלכוהול במהלך נטילת התרופה חוו מצב שיכרות מוגבר, התנהגות אגרסיבית או לא שגרתית, שכחה.


	אין להשתמש בתרופה מבלי להיוועץ ברופא לפני התחלת הטיפול:
	אם הינך בהריון ו/או מניקה.

אם הנך סובל או סבלת בעבר מליקוי בתפקוד: הלב ו/או כלי הדם, הכליה/מערכת השתן, היסטוריה של דיכאון או הפרעה נפשית (כגון סכיזופרניה).

	אם הינך בהריון מתכננת להיכנס להריון ו/או מניקה.

אם הנך סובל או סבלת בעבר מליקוי בתפקוד: הלב ו/או כלי הדם, הכליה/מערכת השתן, היסטוריה של דיכאון, התקף או הפרעה נפשית (כגון סכיזופרניה) או כל מצב רפואי אחר.
התנפחות בפנים, בלשון או בשפתיים
אם הנך צורך אלכוהול


	תגובות בין תרופותיות:
	תרופות אחרות להפסקת עישון (כגון: בופרופיון, ניקוטין) מכיוון שהן עלולות לגרום לעליה בתופעות הלוואי של תרופת הצ'מפיקס כגון: בחילות, כאבי ראש, הקאות ועייפות.


	תרופות אחרות להפסקת עישון (כגון: בופרופיון, ניקוטין) מכיוון שהן עלולות לגרום לעליה בתופעות הלוואי של תרופת הצ'מפיקס כגון: בחילות, כאבי ראש, הקאות ,עייפות, סחרחורת ומעי רגיז.



	הריון והנקה:
	
	

	כיצד תשתמש בתרופה:
	
	

	תופעות לוואי:
	יש להפסיק את השימוש ולפנות מיד לרופא אם: 
הנך סובל מבחילה ממושכת או הפרעות שינה (כגון: נדודי שינה, חלומות משונים), חרדה, דיכאון ומחשבות אובדניות, הפרעות במצב הרוח, שינויים בהתנהגות או בחשיבה. פריחה, גרד, בצקת, התנפחות בפנים, בלשון או בשפתיים, דפיקות לב, הפרעות בקצב הלב, יתר לחץ דם, התקף לב המתבטא בתסמינים הבאים: לחץ, חוסר נוחות, כאב או תחושת מלאות בחזה שנמשכים מעל לכמה דקות או שנעלמים וחוזרים, כאב או אי נוחות באחת או בשתי הידיים, בגב, בצוואר, בלסת או בבטן, תחושת חוסר נוחות בחזה המלווה בקוצר נשימה, הזעה, בחילה, הקאה או סחרחורת.
יש לפנות לרופא בהקדם האפשרי אם :

חלה החמרה במחלות קיימות של הלב וכלי הדם.

תופעות לוואי נוספות המופיעות לעיתים קרובות (שכיחות של עד 1:100)
כאב ראש, נדודי שינה, חלומות משונים, בחילות.

תופעות לוואי נוספות המופיעות לעיתים רחוקות (שכיחות של בין 1:100 ל 1:1000)
שינויים בטעם, תאבון מוגבר, יובש בפה, ישנוניות, עייפות, סחרחורת, הקאות,כאב בטן, גזים, הפרעות בעיכול, עצירות, שלשול. 

תופעות לוואי נוספות המופיעות לעיתים נדירות (שכיחות של מתחת ל 1:1000)

תחושת מחלה, חולשה, נזלת, קשיי נשימה, חוסר תאבון, תופעות לוואי של הפסקת עישון וגמילה מניקוטין (כולל הופעה של מחלות פסיכיאטריות שהיו מוסתרות), דלקת חניכיים, זרם חוזר (רפלוקס), כאב בחזה, צמא, שינויים בבדיקת תפקודי כבד, עליה במשקל, כאבי פרקים, כאבי גב, התכווצויות שרירים, כאבי שרירים, רעד, הפרעות בריכוז ובקואורדינציה, סחרחורת, הפרעות תחושתיות, הפרעות בראיה, כאב בעיניים, צלצולים באוזניים, חוסר מנוחה, עליה בתדירות מתן השתן, הפרעות במחזור, הפרעות בזקפה, דימום מהאף, כאב גרון, דלקת בגרון או בסינוסים, שיעול, צרידות, אקנה,הזעת יתר, גלי חום.

	יש להפסיק את השימוש ולפנות לטיפול מיידי :

התקף לב, לחץ בחזה או כאב חזה או תחושת מלאות בחזה – אשר נשנה או נמשך מעל מספר דקות.

כאב או חוסר נוחות בזרוע אחת או שתיהן, כאב בגב, צוואר לסת או בטן.

קוצר נשימה, הזעה, בחילה, הקאה,תחושת סחרור מלווה בחוסר נוחות בחזה.

יש להפסיק את השימוש ולפנות מיד לרופא אם: 
הנך סובל מבחילה ממושכת או הפרעות שינה (כגון: נדודי שינה, חלומות משונים), התקף, חסר מנוחה, טרוד, כעס, חרדה, התקף בהלה, התנהגות אלימה, התנהגות אגרסיבית, דיכאון או החמרה בדיכאון קיים , מחשבות אובדניות, ניסיון להתאבדות ,  הפרעות במצב הרוח, שינויים בהתנהגות או בחשיבה או בתחושתיות , התנהגות אימפולסיבית מסוכנת, עליה ניכרת בדיבור ופעילות (מניה), שמיעה או ראיית דברים שלא קיימים (הלוצינציה), תחושה שאנשים פועלים נגדך (פרנויה), תחושת בלבול. 
תופעות לוואי חמורות:

התקפים(ברוב המקרים מופיע בחודש הראשון לנטילת התרופה). במידה וחווית התקף במהלך הטיפול, יש להפסיק את השימוש ולפנות מיד לרופא.

החמרה או הופעת בעיות בלב או בכלי הדם, בעיקר בחולים בעלי מחלה קיימת של הלב וכלי הדם. יש לדווח לרופא על כל שינוי בתופעות ותסמינים.

תגובה אלרגית

פריחה, נפיחות, אודם או קילוף העור.

תופעות לוואי שכיחות ביותר:

בחילה, בעיות שינה (קשיי הרדמות, חלומות משונים/מוזרים/נמרצים), עצירות, גזים, הקאות.



מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב. 

שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה. יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.
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