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	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Therapeutic indications 


	
	Oxaliplatin in combination with 5-fluorouracil (5-FU) and folinic acid (FA) is indicated for: 

• 
Adjuvant treatment of stage III (Duke‘s C) colon cancer after  

             complete resection of primary tumour 

• 
Treatment of metastatic colorectal cancer. 

Oxaliplatin in combination with leucovorin, irinotecan and 5-fluorouracil is indicated for the first-line treatment of patients with metastatic pancreatic adenocarcinoma (based on NCCN guidelines, version 2.2014).


	Posology and method of administration
	
	///////////////////////////////
The recommended dose of oxaliplatin for the treatment of metastatic pancreatic adenocarcinoma is 85 mg/m2 given as a 2-hour intravenous infusion, immediately followed by leucovorin (400 mg/m2, 2-hour intravenous infusion) with the addition after 30 minutes of  irinotecan (180 mg/m2, 90-minute intravenous infusion through a Y-connector) and immediately followed by 5-fluorouracil (400 mg/m2 intravenous bolus followed by 2,400 mg/m2 continuous intravenous infusion for 46 hours), in 2-week cycles up to 6 months. 

///////////////////////////////
Oxaliplatin in combination with leucovorin, irinotecan and 5-fluorouracil should only be administered to patients less than 76 years-old, with ECOG performance status (Eastern Cooperative Oncology Group) 0-1, who have no cardiac ischaemia, and normal or nearly normal level of bilirubin.

///////////////////////////////

	Special warnings and precautions for use


	
	///////////////////////////////
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.

///////////////////////////////
Nausea, vomiting, diarrhoea, dehydration and haematological changes

Gastrointestinal toxicity, which manifests as nausea and vomiting, warrants prophylactic and/or therapeutic anti-emetic therapy (see section 4.8). 

Dehydration, paralytic ileus, intestinal obstruction, hypokalemia, metabolic acidosis and renal impairment  may be caused by severe diarrhea/emesis particularly when combining oxaliplatin with 5-fluorouracil. 

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).
If haematological toxicity occurs (neutrophils <1.5x109/l or platelets <50x109/l), administration of the next course of therapy should be postponed until haematological values return to acceptable levels. A full blood count with white cell differential should be performed prior to start of therapy and before each subsequent course. 

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, Eloxatin 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).

Patients must be adequately informed of the risk of diarrhoea/emesis, mucositis/stomatitis and neutropenia, after oxaliplatin and 5-fluorouracil administration so they can urgently contact their treating physician for appropriate management. 

If mucositis/stomatitis occurs with or without neutropenia, the next treatment should be delayed until recovery from mucositis/stomatitis to grade 1 or less and/or until the neutrophil count is ≥ 1.5x109/l. 

For oxaliplatin combined with 5-fluorouracil (with or without folinic acid), the usual dose adjustments for 5-fluorouracil associated toxicities should apply. 
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 < 1.0 x 109/l, a single temperature of > 38.3°C or a sustained temperature of > 38°C for more than one hour), or grade 3-4 thrombocytopenia (platelets <50x109/l) occur, the dose of oxaliplatin should be reduced from 85 to 65 mg/m2 (metastatic setting ) or 75 mg/m2 (adjuvant setting ), in addition to any 5-fluorouracil dose reduction required, Eloxatin must be discontinued until improvement or resolution, and the dose of Eloxatin should be reduced by 25% at subsequent cycles, in addition to any 5-FU dose reductions required.
///////////////////////////////
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).

///////////////////////////////
Combined therapy of oxaliplatin with leucovorin, irinotecan and 5-fluorouracil (FOLFIRINOX)

Risk of neutropenia: Patients treated with FOLFIRINOX may receive prophylactic G-CSF, as per American Society of Clinical Oncology (ASCO) guidelines and/or current institutional guidelines, to reduce the risk or manage neutropenia complications (febrile neutropenia, prolonged neutropenia or neutropenic infection). Primary prophylaxis with G-CSF should be considered in patients with high-risk clinical features (e.g. age>65 years, poor nutritional status, or other serious comorbidities…) that predispose them to increased complications from prolonged neutropenia. The use of G-CSF has been shown to limit the incidence and severity of neutropenia.

When using oxaliplatin in combination with leucovorin, irinotecan and 5-fluorouracil, beyond the information contained in the leaflet of oxaliplatin, the information in the leaflets of each of the other drugs as part of combination therapy should also be checked. 

//////////////////////////////

	Interactions with other medicinal products and other forms of interaction
	
	///////////////////////////////
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).
///////////////////////////////

	Undesirable effects


	
	///////////////////////////////
Infections and infestations *
Common: 
Neutropenic sepsis, including fatal outcomes
Uncommon: 

Sepsis, including fatal outcomes
Vascular disorders

Common:

Haemorrhage, Flushing, Deep vein thrombosis, Hypertension
Rare:
Disseminated intravascular coagulation (DIC), including fatal outcomes. (see Section 4.4)
///////////////////////////////
Postmarketing experience with frequency unknown
Infections and infestations
Septic shock, including fatal outcomes.
///////////////////////////////
Postmarketing experience with frequency unknown

• 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).
///////////////////////////////
Cardiac disorders

Postmarketing experience with frequency unknown

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
Postmarketing experience with frequency unknown

Laryngospasm

Musculoskeletal and connective tissue disorders

Postmarketing experience with frequency unknown

rhabdomyolysis, including fatal outcomes. (see Section 4.4).
Combined therapy of oxaliplatin with leucovorin, irinotecan and 5-fluorouracil (FOLFIRINOX) - Grade 3 and 4 adverse reactions: 

- Blood and lymph system disorders 
Very common

Neutropenia (45.7%)

Common

Thrombocytopenia (9.1%)

Anemia (7.8%)

Febrile neutropenia (5.4%)

- Vascular disorders

Common

Thromboembolism (6.6%)

- Metabolic and Nutritional Disorders

Very common

Fatigue (23.6%)

- Gastrointestinal disorders

Very common

Vomiting (14.5%)

Diarrhea (12.7%) 

- Nervous system disorders

Common

Sensory neuropathy (9%)

- Hepatobiliary Disorders 

Common

Increased ALAT (7.3%)
//////////////////////////////


	PHARMACOLOGICAL PROPERTIES
	
	//////////////////////////////
Treatment regimen with FOLFIRINOX (oxaliplatin, leucovorin, irinotecan and 5-fluorouracil) 

In patients with metastatic pancreatic adenocarcinoma not previously treated with chemotherapy, oxaliplatin was evaluated in PRODIGE 4/ACCORD 11 study (N = 342). The intent-to-treat population included 171 patients groups and the safety population (all patients who received treatment) included 167 patients in the FOLFIRINOX group and 169 patients in the Gemcitabine group. 

Patients were randomized in a 1:1 ratio with stratification by site, performance status (0 vs. 1) and primary tumor location (head vs. body or tail of the pancreas), to receive FOLFIRINOX (oxaliplatin 85 mg/m2, leucovorin 400 mg/m2 irinotecan 180 mg/m2, 5-fluorouracil 400 mg/m2 IV bolus followed by 2,400 mg/m2 continuous IV infusion for 46 hours every 14 days) or gemcitabine (1000 mg/m2 IV over 30 minutes, weekly for 7 weeks followed by 1-week rest, then weekly for 3 weeks in subsequent 4-week cycles). Each cycle was defined as being a period of 2 weeks for both regimens. Six months of chemotherapy were recommended for patients who had a response.

The median number of treatment cycles administered was 10 (range 1-47) in FOLFIRINOX arm and 6 (range 1-26) in Gemcitabine arm (p <0.001). The median duration of follow-up of patients was 26.6 months (95% CI: 20.5 to 44.9). The median relative dose intensities of fluorouracil, irinotecan, oxaliplatin and gemcitabine were 82%, 81%, 78% and 100%, respectively. More patients in Gemcitabine group had disease progression prior to complete 12 cycles (6 months) of treatment (79.9% vs 54.6% in FOLFIRINOX group, p <0.001).

The median overall survival was significantly higher in  FOLFIRINOX arm compared to Gemcitabine arm (11.1 months vs. 6.8 months, HR = 0.57, 95% CI: 0.45 to 0.73, p <0.001). The overall survival rates after 6, 12 and 18 months were higher for all patients treated with FOLFIRINOX (75,9%, 48,4% and 18,6% respectively) compared with 57,6%, 20,6% and 6,0%, respectively for those treated with gemcitabine.

The median progression-free survival was significantly higher  in FOLFIRINOX arm compared to Gemcitabine arm (6.4 months vs. 3.3 months, HR = 0.47, 95% CI: 0.37 to 0.59, p <0.001). The objective response rate was 31.6% in FOLFIRINOX group versus 9.4% in Gemcitabine group (p <0.001). The beneficial effect of FOLFIRINOX was similar in all subgroups of patients. This data are summarized in the following table. 

Summary of Efficacy results of FOLFIRINOX versus Gemcitabine

FOLFIRINOX
(N=171) 

Gemcitabine
(N=171)

Hazard Ratio

p-Value

Complete Response (CR)

1 (0.6%)

0 (0%)

Partial Response (PR)

53 (31%)

16 (9.4%)

Objective Response rate (CR + PR) 

95%CI

Stable Disease (SD)

54 (31.6%)

24.7–39.1

66 (38.6%)

16 (9.4%)

5.4–14.7

71 (41.5%)

< 0.001

Disease Control (CR + PR + SD)

95%CI

120 (70.2%)

62.7–76.9

87 (50.9%)

43.1–58.6

< 0.001

Median Overall Survival (months

95%CI

11.1

9.0–13.1

6.8

5.5–7.6

0.57

0.45–0.73

< 0.001

1-year Survival

48.4%

20.6%

18-month Survival

18.6%

6%

Median Progression-free survival (months)

95%CI

6.4


5.5–7.2

3.3


2.2–3.6


0.47


0.37–0.59

< 0.001

Safety results 

Patients who received FOLFIRINOX had significantly higher rates of grade 3 and 4 neutropenia (45.7% vs. 21%), febrile neutropenia (5.4% vs. 1.2%), thrombocytopenia (9.1% vs. 3 6%), diarrhea (12.7% vs. 1.8%), and sensory neuropathy (9% vs. 0%). Cholangitis was not observed in either group. 

Filgrastim was administered in 42.5% of patients receiving FOLFIRINOX and 5.3% of patients who received gemcitabine.

Quality of life

Despite the high incidence of adverse events associated with FOLFIRINOX regimen, there was a significant increase in time to definitive Quality of Life deterioration in FOLFIRINOX group compared to gemcitabine group. 

At 6 months, 31% of patients in the FOLFIRINOX group had a definitive decrease in their scores on the Global Health Status and Quality of Life  scale compared to 66% in the Gemcitabine group (HR = 0.47, 95% CI: 0.30 – 0.70, p<0.001). In the FOLFIRINOX group, the time to definitive deterioration in the quality of life was significantly increased in all items of the EORTC QLQ-C30 questionnaire. except the time to a definitive decrease in the scores associated with insomnia, diarrhea, and financial difficulties caused by a physical condition or medical treatment, which did not differ significantly between regimens. 

//////////////////////////////

	Special precautions for disposal and other handling
	
	/////////////////////////////
Instructions for use in combined therapy of oxaliplatin with leucovorin, irinotecan and 5-fluorouracil (FOLFIRINOX)

             Oxaliplatin 85 mg/m2 given as a 2-hour intravenous infusion, immediately followed by leucovorin (400 

             mg/m2, 2-hour intravenous infusion) with the addition after 30 minutes of  irinotecan (180 mg/m2, 90-  

             minute intravenous infusion through a Y-connector) and immediately followed by 5-fluorouracil (400  

             mg/m2 intravenous bolus followed by 2,400 mg/m2 continuous intravenous infusion for 46 hours), in 

             2-week cycles up to 6 months. 

/////////////////////////////


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 ________26/11/14____

