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

תאריך 19/10/2014
שם תכשיר באנגלית ומספר הרישום  Halaven (148-18-33511-00, 148-18-33511-01)
שם בעל הרישום     Neopharm Scientific Ltd
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	4.2
Posology and 

method of administration
	Patients with renal impairment

Patients with severely impaired renal function (creatinine clearance <40 ml/min) may need a reduction of the dose (see section 5.2). The optimal dose for this patient groups remains to be established. Caution and close safety monitoring as advised. No specific dose adjustments are recommended for patients with mild to moderate renal impairment. 

	Patients with renal impairment

Patients with severely impaired renal function (creatinine clearance <40 ml/min) may need a reduction of the dose. The optimal dose for this patient groups remains to be established. Caution and close safety monitoring as advised. No specific dose adjustments are recommended for patients with mild to moderate renal impairment, but close safety monitoring is advised. (See section 5.2)


	4.5

Interaction with 
other 
Medicinal products and 
other forms of interaction


	No drug-drug interactions are expected with CYP3A4 inhibitors. Eribulin exposure (AUC and Cmax) was unaffected by ketoconazole, a CYP3A4 inhibitor. 

	No drug-drug interactions are expected with CYP3A4 inhibitors. Eribulin exposure (AUC and Cmax) was unaffected by ketoconazole, a CYP3A4 and P glycoprotein (Pgp) inhibitor. 


	
	Effects of eribulin on the pharmacokinetics of other drugs

Eribulin may inhibit the important drug metabolising enzyme CYP3A4. This is indicated by in vitro data and No in vivo data is available. 
Concomitant use with substances that are mainly metabolised by CYP3A4 should be made with caution and it is recommended that the patient is closely monitored for adverse effects due to increased plasma concentrations of the concomitantly used substance. If the substance has a narrow therapeutic range, concomitant use should be avoided.

	Effects of eribulin on the pharmacokinetics of other drugs

In vitro data indicate that eribulin is a mild inhibitor of the important drug metabolising enzyme CYP3A4. No in vivo data are available. Caution and monitoring for adverse effects is recommended with concomitant use of substances that have a narrow therapeutic window and that are eliminated mainly via CYP3A4-mediated metabolism (eg alfentanil, cyclosporine, ergotamine, fentanyl, pimozide, quinidine, sirolimus, tacrolimus).


	4.8


Undesirable effects


	Summary of safety profile
Unless otherwise noted, the table shows the incidence rates of adverse reactions observed in 827 breast cancer patients who received the recommended dose in two Phase 2 and one Phase 3 study. 

Frequency categories are defined as: very common (≥ 1/10), common (≥ 1/100 to < 1/10), uncommon (≥ 1/1,000 to < 1/100), rare (≥ 1/10,000 to < 1/1,000) and very rare (< 1/10,000). 

Within each frequency grouping, undesirable effects are presented in order of decreasing frequency. Where Grade 3 or 4 reactions occurred with a frequency of ≥ 1%, the actual total frequency and the frequency of Grade 3 or 4 reactions are given. 
System Organ Class

Adverse Reactions – all Grades

Very Common

(Frequency %)

Common

(Frequency %)

Uncommon

Rare

Infections and infestations 

Urinary tract infection 

Oral candidiasis

Upper respiratory tract infection 

Nasopharyngitis 

Rhinitis
Pneumonia

Neutropenic sepsis 

Oral herpes
Herpes zoster
Blood and lymphatic disorders

Neutropenia (54.5%) (G3/4: 48.3%) Leukopenia (22.1%) (G3/4: 14%) Anaemia (20.3%) (G3/4: 1.4%)

LymphopeniaFebrile neutropenia (4.7%) (G3/4: 4.6%)a
Thrombocytopenia

Disseminated intravascular coagulationd
Metabolism and nutrition disorders

Decreased appetite

Hypokalaemia 
Hypomagnesaemia 
Dehydration Hyperglycaemia

Hypophosphataemia
Nervous system disorders

Peripheral neuropathyb (32.0%) (G3/4: 6.9%)
Headache

Dysgeusia 

Dizziness 

Hypoaesthesia

Lethargy

Neurotoxicity

Eye disorders

Lacrimation increased

Conjunctivitis

Respiratory, thoracic and mediastinal disorders

Dyspnoea 
Cough 
Oropharyngeal pain

Epistaxis

Rhinorrhoea

Interstitial lung disease

Gastrointestinal disorders

Nausea (35.1%) (G3/4: 1.1%)

Constipation
Diarrhoea

Vomiting

Abdominal pain 
Stomatitis

Dry mouth 
Dyspepsia

Gastrooesophageal reflux disease

Mouth ulceration

Abdominal distension

Pancreatitisd
Hepatobiliary disorders

Alanine aminotransferase increased (3.0%) (G3/4: 1.1%)c

Aspartate aminotransferase increased 
Hyperbilirubinaemia

Skin and subcutaneous tissue disorders

Alopecia 

Rash 

Pruritus

Nail disorder

Night sweats 

Palmar plantar erythrodysaesthesia

Dry skin

Erythema

Hyperhidrosis

Angioedema
Musculoskeletal and connective tissue disorders

Arthralgia and myalgia 

Pain in extremity

Muscle spasms

Musculoskeletal pain and musculoskeletal chest pain

Muscular weakness

Bone pain

Back pain

Renal and urinary disorders
Dysuria

Haematuria

Proteinuria

Renal failure
General disorders and administration site conditions

Fatigue/Asthenia (52.8%) (G3/4 : 8.4%)
Pyrexia 

Mucosal Inflammation (9.8%) (G3/4: 1.3%)c

Peripheral oedema 

Pain

Chills

Chest Pain

Influenza like illness 

Investigations

Weight decreased

	Summary of safety profile
The most commonly reported undesirable effects related to HALAVEN, are bone marrow suppression manifested as neutropenia, leucopenia, anaemia, thrombocytopenia with associated infections. New onset or worsening of pre-existing peripheral neuropathy has also been reported. Gastrointestinal toxicities, manifested as anorexia, nausea, vomiting, diarrhoea, constipation, and stomatitis are among reported undesirable effects. Other undesirable effects include fatigue, alopecia, increased liver enzymes, sepsis and musculoskeletal pain syndrome.
Tabulated list of adverse reactions

Unless otherwise noted, the table shows the incidence rates of adverse events observed in 1503 breast cancer patients who received the recommended dose in five Phase 2 and two Phase 3 studies. 

Frequency categories are defined as: very common (≥ 1/10), common (≥ 1/100 to < 1/10), uncommon (≥ 1/1,000 to < 1/100), rare (≥ 1/10,000 to < 1/1,000) and very rare (< 1/10,000). 

Within each frequency grouping, undesirable effects are presented in order of decreasing frequency. Where Grade 3 or 4 reactions occurred, the actual total frequency and the frequency of Grade 3 or 4 reactions are given. 
System Organ Class

Adverse Reactions – all Grades

Very Common

(Frequency %)

Common

(Frequency %)

Uncommon

(Frequency %)

Rare

Infections and infestations 

Urinary tract infection (8.0%) (G3/4: 0.5%)
Pneumonia (1.2%) (G3/4: 0.8%)
Oral candidiasis

Oral herpes 

Upper respiratory tract infection 

Nasopharyngitis 

Rhinitis
Sepsis (0.5%) 

(G3/4: 0.2%)a
Neutropenic sepsis 

(0.1%) (G3/4: 0.1%)
Herpes zoster
Blood and lymphatic system disorders

Neutropenia (57.0%) (G3/4:  49.7%)
Leukopenia (29.3%) 

(G3/4:  17.3%)
Anaemia (20.6%) (G3/4:  2.0%)
Lymphopenia (4.9%) (G3/4: 1.4%)
Febrile neutropenia (4.7%) (G3/4: 4.5%)a
Thrombocytopenia

 (4.3%) (G3/4: 0.7%)
Disseminated intravascular coagulationb
Metabolism and nutrition disorders

Decreased appetite

 (21.9%) (G3/4: 0.7%)
Hypokalaemia (6.1%) (G3/4: 1.7%)  
Hypomagnesaemia 

(2.9%) (G3/4: 0.2%)
Dehydration (2.8 %) (G3/4: 0.5%)
Hyperglycaemia

Hypophosphataemia
Nervous system disorders

Peripheral neuropathyc (35.6%) (G3/4: 7.6%)
Headache (17.2%) (G3/4: 0.8%)
Dysgeusia 

Dizziness (7.9%) (G3/4: 0.5%)
Hypoaesthesia

Lethargy

Neurotoxicity

Eye disorders

Lacrimation increased

(6.0%) (G3/4: 0.1%)
Conjunctivitis

Respiratory, thoracic and mediastinal disorders

Dyspnoea (13.9%)a (G3/4: 3.1%)

Cough (13.6%) 

(G3/4: 0.6%)
Oropharyngeal pain

Epistaxis

Rhinorrhoea

Interstitial lung disease
Gastrointestinal disorders

Nausea (33.8%) 

(G3/4: 1.1%)

Constipation (19.6%) 

(G3/4: 0.6%) 
Diarrhoea (17.9%) (G3/4: 0.8%)
Vomiting (17.6%) (G3/4: 0.9%)
Abdominal pain 
Stomatitis (9.3%) (G3/4: 0.8%)
Dry mouth 
Dyspepsia (5.9%) (G3/4: 0.2%)
Gastrooesophageal reflux disease

Mouth ulceration

Abdominal distension

b 

Hepatobiliary disorders

Alanine aminotransferase increased (7.6%) (G3/4: 2.1%)d
Aspartate aminotransferase increased (7.4%) (G3/4: 1.5%)
Gamma glutamyl transferase increased (1.8%) (G3/4: 0.9%)

Hyperbilirubinaemia (1.5%) (G3/4: 0.3%)
Hepatotoxicity (1.0%) (G3/4: 0.6%)
Skin and subcutaneous tissue disorders

Alopecia 

Rash 

Pruritus (3.9%) 

(G3/4: 0.1%)
Nail disorder

Night sweats 

Dry skin

Erythema

Hyperhidrosis

 Palmar  plantar erythrodysaesthesia

Angioedema
Musculoskeletal and connective tissue disorders

Arthralgia and myalgia (19.4%) (G3/4: 1.1%)
Back pain (13.0%) (G3/4:1.5%)

Pain in extremity (10.0%) (G3/4: 0.7%)
Bone pain ( 9.6%) (G3/4: 1.7%)
Muscle spasms (5.1%) (G3/4: 0.1%)
Musculoskeletal pain and musculoskeletal chest pain

Muscular weakness

Renal and urinary disorders
Dysuria
Haematuria

Proteinuria

Renal failure
General disorders and administration site conditions

Fatigue/Asthenia (47.9%) (G3/4 : 7.8%)
Pyrexia (20.4%) 

(G3/4: 0.6%)                                                                            

Mucosal Inflammation (8.3%) (G3/4: 1.1%)d
Peripheral oedema 

Pain

Chills

Chest Pain

Influenza like illness 

Investigations

Weight decreased (11.3%) (G3/4: 0.3%)
b From spontaneous reporting
Peripheral neuropathy
In the 1503 breast cancer patients the most common adverse reaction resulting in discontinuation of treatment with eribulin was peripheral neuropathy ( 3.3%).  The median time to Grade 2 peripheral neuropathy was 85.5 days (post 4 cycles). 

Development of Grade 3 or 4 peripheral neuropathy occurred in  7.7% of eribulin treated breast cancer patients. In clinical trials, patients with pre-existing neuropathy were as likely to develop new or worsening symptoms as those who entered the study without the condition.

In patients with pre-existing Grade 1 or 2 peripheral neuropathy the frequency of treatment-emergent Grade 3 peripheral neuropathy was  14%.

Hepatotoxicity
In some patients with normal/abnormal liver enzymes prior treatment with eribulin, increased levels of liver enzymes have been reported with initiation of eribulin treatment. Such elevations appeared to have occurred early with eribulin treatment in cycle 1 – 2 for the majority of these patients and whilst thought likely to be a phenomenon of adaptation to eribulin treatment by the liver and not a sign of significant liver toxicity in most patients , hepatotoxicity has also been reported.
Special populations

Elderly population
Of the 1503 breast cancer patients treated with the recommended dose of eribulin, 209 patients (13.9%) were > 65 ‑ 75 years of age and 24 patients (1.6%) were > 75 years of age. The safety profile of eribulin in elderly patients (> 65 years of age) was similar to that of patients ≤ 65 years of age except for asthenia/fatigue which showed an increasing trend with age. No dose adjustments are recommended for the elderly population.



