הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא
 תאריך:  7/12/2015
שם תכשיר באנגלית ומספר הרישום:    Oxaliplatin Hospira 5 mg/1ml 148203343100/01/02
שם בעל הרישום:  תרומד בע"מ  
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	Posology
(תוספת)
	The recommended dose for oxaliplatin in treatment of metastatic colorectal cancer is 85 mg/m² intravenously repeated every 2 weeks.
Special Populations 

- Renal impairment: Oxaliplatin  has not been studied in patients with severe renal impairment (See sections 4.4 Contraindications”).

In patients with moderate renal impairment, treatment may be initiated at the normally recommended dose (see sections 4.3 “Special warnings and precautions for use”). There is no need for dose adjustment in patients with mild renal dysfunction.
	The recommended dose for oxaliplatin in treatment of metastatic colorectal cancer is 85 mg/m² intravenously repeated every 2 weeks until disease progression or unacceptable toxicity.
Special Populations 

- Renal impairment: Oxaliplatin must not be administered  has not been studied in patients with severe renal impairment (See sections 4.3, 4.4 and 5.2“Contraindications”).

In patients with mild to moderate renal impairment, treatment may be initiated at the normally the

recommended dose of oxaliplatin is 85 mg/m2 (see sections 4.3,4.4 and 5.2 “Special warnings and precautions for use”). There is no need for dose adjustment in patients with mild renal dysfunction.

- Paediatric Population:
There is no relevant indication of oxaliplatin in children. The effectiveness of oxaliplatin as single agent in the paediatric populations with solid tumors has not been established (see section 5.1)

	Special warnings and precautions for use

(תוספת)
(תוספת)
(תוספת) 
(תוספת)
 (תוספת) 
 (תוספת)
	If grade 4 diarrhoea, grade 3-4 neutropenia (neutrophils < 1.0x109/l), grade 3-4 thrombocytopenia (platelets < 50x109/l) occur, the dose…
	Renal impairment: Patients with mild to moderate renal impairment should be closely monitored for adverse reactions and the dose adjusted according to toxicity (see section 5.2).
Haemolytic-uraemic syndrome (HUS) is a life-threatening side effect (see section 4.8).  Oxaliplatin should be discontinued at the first signs of any evidence of microangiopathic haemolytic anaemia, such as rapidly falling haemoglobin with concomitant thrombocytopenia, elevation of serum bilirubin, serum creatinine, blood urea nitrogen, or LDH. Renal failure may be not reversible with discontinuation of therapy and dialysis may be required.
Hypersensitivity reactions: Cross reactions, sometimes fatal, have been reported with all platinum compounds
Reversible Posterior Leukoencephalopathy Syndrome (RPLS) Cases of Reversible Posterior Leukoencephalopathy Syndrome (RPLS also known as PRES, Posterior Reversible Encephalopathy Syndrome) have been reported in patients receiving oxaliplatin in combination chemotherapy. RPLS is a rare, reversible, rapidly evolving neurological condition, which can include seizure, hypertension, headache, confusion, blindness, and other visual and neurological disturbances (see section 4.8). Diagnosis of RPLS is based upon confirmation by brain imaging, preferably MRI (Magnetic Resonance Imaging ).

Cases of intestinal ischaemia, including fatal outcomes, have been reported with oxaliplatin treatment. In case of intestinal ischaemia, oxaliplatin treatment should be discontinued and appropriate measures initiated. (see section 4.8).Oxaliplatin treatment can cause duodenal ulcer (DU) and potential complications, such as duodenal ulcer haemorrhage and perforation, which can be fatal. In case of duodenal ulcer, oxaliplatin treatment should be discontinued and appropriate measures taken.(see section 4.8). Do not use oxaliplatin intraperitoneally. Peritoneal hemorrhage may occur when oxaliplatin is administered by intraperitoneal route (off-label route of administration ).
Sepsis, neutropenic sepsis and septic shock have been reported in patients treated with oxaliplatin, including fatal outcomes (see section 4.8). If any of these events occurs, oxaliplain treatment should be discontinued.
Disseminated intravascular coagulation (DIC), including fatal outcomes, has been reported in association with oxaliplatin treatment. If DIC is present, oxaliplatin treatment should be discontinued and appropriate treatment should be administered. (see section 4.8).
If grade 4 diarrhoea, grade 3-4 neutropenia (neutrophils < 1.0x109/l), febrile neutropenia (fever of unknown origin without clinically or microbiologically documented infection with an absolute neutrophil count < 1.0x109/l, a single temperature of > 38.3°C or a sustained temperature of > 38°C for more than one hour),grade  3-4 thrombocytopenia (platelets < 50x109/l) occur, oxaliplatin must be discontinued until improvement or resolution, and the dose…
Cardiac

QT prolongation may lead to an increased risk for ventricular arrhythmias including Torsade de Pointes, which can be fatal (see section 4.8). Caution should be exercised in patients with a history or a predisposition for prolongation of QT, those who are taking medicinal products known to prolong QT interval, and those with electrolyte disturbances such as hypokalemia, hypocalcaemia, or hypomagnesaemia. In case of QT prolongation, oxaliplatin treatment should be discontinued. (see sections 4.5 and 4.8).
Musculoskeletal and connective tissue

Rhabdomyolysis has been reported in patients treated with oxaliplatin, including fatal outcomes. In case of muscle pain and swelling, in combination with weakness, fever or darkened urine, oxaliplatin treatment should be discontinued. If rhabdomyolysis is confirmed, appropriate measures should be taken. Caution is recommended if medicinal products associated with rhabdomyolysis are administered concomitantly with oxaliplatin. (see sections 4.5 and 4.8).

	Interaction with Other Medicaments & Other Forms of Interaction

(תוספת)
	
	Caution is advised when oxaliplatin treatment is co-administered with other medicinal products known to cause QT interval prolongation. In case of combination with such medicinal products, the QT interval should be closely monitored (see section 4.4). Caution is advised when oxaliplatin treatment is administered concomitantly with other medicinal products known to be associated with rhabdomyolysis (see section 4.4(

	Effects on ability to drive and use machines (תוספת)
	
	Vision abnormalities, in particular transient vision loss (reversible following therapy discontinuation), may affect patients' ability to drive and use machines. Therefore, patients should be warned of the potential effect of these events on the ability to drive or use machines.

	Undesirable effects

	Renal and urinary disorders:  Acute tubulo-interstitial nephropathy leading to acute renal failure.

	Table with frequencies

Sepsis - including fatal outcomes  -  Uncommon
- Reversible Posterior Leukoencephalopathy syndrome (RPLS, orPRES)** (see section 4.4) – Rare

 - Transient vision loss (reversible following therapy discontinuation ) – Uncommon

Disseminated intravascular coagulation (DIC) including fatal outcomes (see section 4.4 ) – Rare.

- Gastrointestinal hemorrhage – common

- Pancreatitis – Rare
 - Rigors – Very Common

Postmarketing experience with frequency unknown

Infections and infestations
Septic shock, including fatal outcomes.

Hemolytic uremic syndrome

Convulsion

• intestinal ischaemia, including fatal outcomes. (see section 4.4).

• duodenal ulcer, and complications, such as duodenal ulcer haemorrhage or perforation, which can be fatal. (see section 4.4).

Renal and urinary disorders:  Acute tubular necrosis, acute interstitial nephritis and acute renal failure.
Cardiac disorders:  QT prolongation, which may lead to ventricular arrhythmias including Torsade de Pointes, which may be fatal. (see section 4.4).

Respiratory, thoracic and mediastinal disorders

Laryngospasm
Musculoskeletal and connective tissue disorders

Rhabdomyolysis, including fatal outcomes. (see section 4.4).

	Pharmaco-dynamic properties
(תוספת)
	
	Oxaliplatin single agent has been evaluated in paediatric population in 2 Phase I (69 patients) and 2 Phase II (166 patients) studies. A total of 235 paediatric patients (7 months-22 years of age) with solid tumors have been treated. The effectiveness of oxaliplatin single agent in the paediatric populations treated has not been established.  Accrual in both Phase II studies was stopped for lack of tumor response

	Pharmaco-kinetic properties
	A significant decrease in clearance from 17.6 ± 2.18 l/h to 9.95 ± 1.91 l/h in renal impairment was observed together with a statistically significant decrease in distribution volume from 330 ± 40.9 to 241 ± 36.1 l. The effect of severe renal impairment on platinum clearance has not been evaluated.
	The effect of renal impairment on the disposition of oxaliplatin was studied in patients with varying degrees of renal function.  Oxaliplatin was administered at a dose of 85 mg/m2 in the control group with a normal renal function (CLcr > 80 ml/min, n=12) and in patients with mild (CLcr = 50 to 80 ml/min, n=13) and moderate (CLcr = 30 to 49 ml/min, n=11) renal impairment, and at a dose of 65 mg/m2 in patients with severe renal impairment (CLcr < 30

ml/min, n=5). Median exposure was 9, 4, 6, and 3 cycles, respectively, and PK data at cycle 1 were obtained in 11, 13, 10, and 4 patients respectively. There was an increase in plasma ultrafiltrate (PUF) platinum AUC, AUC/dose and a decrease in total and renal CL and Vss with increasing renal impairment especially in the (small) group of patients with severe renal impairment: point estimate (90% CI) of estimated mean ratios by renal status versus normal renal function for AUC/dose were 1.36 (1.08, 1.71), 2.34 (1.82, 3.01) and 4.81 (3.49, 6.64) for patients with mild and

moderate and in severe renal failure respectively.

Elimination of oxaliplatin is significantly correlated with the creatinine clearance. Total PUF platinum CL was respectively 0.74 (0.59, 0.92), 0.43 (0.33, 0.55) and 0.21 (0.15, 0.29) and for Vss respectively 0.52 (0.41, 0.65), 0.73 (0.59, 0.91) and 0.27 (0.20, 0.36) for patients with mild, moderate and severe renal failure respectively. Total body clearance of PUF platinum was therefore reduced by respectively 26% in mild, 57% in moderate, and 79% in severe renal impairment compared to patients with normal function.

Renal clearance of PUF platinum was reduced in patients with impaired renal function by 30% in mild, 65% in moderate, and 84% in severe renal impairment compared to patients with normal function. There was an increase in beta half life of PUF platinum with increasing degree of renal impairment mainly in the severe group. Despite the small number of patients with severe renal dysfunction, these data are of concern in patients in severe renal failure and should be taken into account when prescribing oxaliplatin in patients with renal impairment (see sections 4.2, 4.3 and 4.4).

	Shelf-life
	see expiry date on the drug product
	18 months


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

הועבר בדואר אלקטרוני בתאריך 9/12/2015
√
