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

תאריך 17/12/2014
שם תכשיר באנגלית ומספר הרישום  Perjeta [149-26-33749-00]
שם בעל הרישום רוש פרמצבטיקה (ישראל) בע"מ
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות - עלון לרופא

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	Special warnings and precautions for use
	Left ventricular dysfunction (including congestive heart failure)

[…]
Assess LVEF prior to initiation of Perjeta and every three cycles during treatment to ensure that LVEF is within the institution’s normal limits. If LVEF is < 40% or 40-45% associated with ≥ 10% points below the pretreatment value, Perjeta and trastuzumab should be withheld and a repeat LVEF assessment performed within approximately 3 weeks.
	Left ventricular dysfunction (including congestive heart failure)
[…]

In neoadjuvant treated patients (NEOSPHERE) the incidence of LVD was higher in the Perjeta–treated groups than the Herceptin and docetaxel treated group. An increased incidence of LVEF declines was observed in patients treated with Perjeta in combination with Herceptin and docetaxel; LVEF recovered to ≥50% in all patients.
[…]

Assess LVEF prior to initiation of Perjeta and and at regular intervals (e.g. every three months in the metastatic setting and every six weeks in the neoadjuvant setting) during treatment to ensure that LVEF is within the institution’s normal limits. If LVEF is < 40% or 40-45% associated with ≥ 10% points below the pretreatment value, Perjeta and trastuzumab should be withheld and a repeat LVEF assessment performed within approximately 3 weeks.
[…]

Hypersensitivity reactions/anaphylaxis
Patients should be observed closely for hypersensitivity reactions. Severe hypersensitivity, including anaphylaxis, has been observed in clinical trials with treatment of Perjeta (see section 4.8 Undesirable effects). Medications to treat such reactions, as well as emergency equipment, should be available for immediate use. Perjeta is contraindicated in patients with known hypersensitivity to pertuzumab or to any of its excipients

	Undesirable effects


	[…]

The safety of Perjeta has been evaluated in more than 1,400 patients either in the pivotal trial CLEOPATRA or in phase I and II trials conducted in patients with various malignancies and predominantly treated with Perjeta in combination with other antineoplastic agents.
In the pivotal clinical trial CLEOPATRA, 407 patients received at least one dose of Perjeta in combination with trastuzumab and docetaxel. The most common adverse drug reactions (ADRs) (> 50%) were diarrhoea, alopecia and neutropenia. The most common NCI-CTCAE (version 3) Grade 3-4 ADRs (> 10%) were neutropenia, febrile neutropenia and leucopenia, and the most common serious adverse events were febrile neutropenia, neutropenia and diarrhoea. Treatment-related deaths occurred in 1.2% of patients in the Perjeta-treated group and 1.5% of patients in the placebo-treated group and were mainly due to febrile neutropenia and/or infection. After 1 year of additional follow-up, left ventricular dysfunction occurred at a frequency of <10% in the pivotal clinical trial CLEOPATRA (5.4% in the Perjeta-treated group and 8.6% in the placebo-treated group, including symptomatic left ventricular systolic dysfunction in 1.2% in the Perjeta-treated group and 3.3% of patients in the placebo-treated group).
	[…]

The safety of Perjeta has been evaluated in more than 1,600 patients in the randomized CLEOPATRA (n=808), NEOSPHERE (n=417) and TRYPHAENA (n=225) trials, and in phase I and II trials conducted in patients with various malignancies and predominantly treated with Perjeta in combination with other antineoplastic agents. The safety of Perjeta in the phase I and phase II studies was generally consistent with that observed in the CLEOPATRA, NEOSPHERE and TRYPHAENA trials, although the incidence and most common adverse drug reactions (ADRs) varied depending on whether pertuzumab was administered as monotherapy or in combination with other anti-neoplastic agent.
[…]

Neoadjuvant Treatment of Breast Cancer

In the pivotal metastatic breast cancer (MBC) trial CLEOPATRAthe most common adverse drug reactions (ADRs) (≥ 50%) were diarrhea, alopecia and neutropenia. The most common NCI-CTCAE (version 3) Grade 3-4 ADRs (≥ 10%) were neutropenia, febrile neutropenia and leucopenia, and the most common serious adverse events were febrile neutropenia, neutropenia and diarrhoea. Treatment-related deaths occurred in 1.2% of patients in the Perjeta-treated group and 1.5% of patients in the placebo-treated group and were mainly due to febrile neutropenia and/or infection. 

After discontinuation of docetaxel, ADRs in the Perjeta and Herceptin treatment group occurred in <10% of patients with the exception of diarrhea (28.1%), rash (18.3%), upper respiratory tract infection (18.3%),  headache (17.0%), nasopharyngitis (17.0%), pruritus (13.7%), fatigue (13.4%),  asthenia (13.4%), nausea (12.7%) and arthralgia (11.4%).
[…]

Neoadjuvant Treatment of Breast Cancer

In NEOSPHERE, the most common ADRs (≥50%) seen with Perjeta in combination with Herceptin and docetaxel were alopecia and neutropenia. The most common NCI-CTCAE (version 3) Grade 3-4 ADR (≥10%) was neutropenia. 

In TRYPHAENA, when Perjeta was administered in combination with Herceptin and docetaxel for three cycles following three cycles of FEC, the most common ADRs (≥50%) were diarrhea, nausea and alopecia. The most common NCI-CTCAE (version 3) Grade 3-4 ADRs (≥10%) were neutropenia and leukopenia. Similarly, when Perjeta was administered in combination with docetaxel, carboplatin and Herceptin (TCH) for six cycles, the most common ADRs (≥50%) were diarrhea and alopecia. The most common NCI-CTCAE (version 3) Grade 3-4 ADRs (≥10%) were neutropenia, febrile neutropenia, anemia, leukopenia and diarrhea.

Metastatic Breast Cancer and Neoadjuvant Treatment of Breast Cancer

Table 1 summarizes the ADRs from the treatment arm of the double-blind pivotal clinical trial, CLEOPATRA, in which Perjeta was given in combination with Herceptin and docetaxel to patients with MBC, and from the neoadjuvant trials NEOSPHERE and TRYPHAENA, in which Perjeta was given in combination with Herceptin and chemotherapy to patients with locally advanced, inflammatory or  early breast cancer. As Perjeta is used with Herceptin and chemotherapy, it is difficult to ascertain the causal relationship of an adverse reaction to a particular drug.
Description of selected adverse reactions

Left ventricular dysfunction

In the pivotal trial CLEOPATRA, the incidence of LVD during study treatment was higher in the placebo treated group than the Perjeta treated group (8.6% and 6.6%, respectively). The incidence of symptomatic LVD was also lower in the Perjeta treated group (1.8% in the placebo treated group vs. 1.5% in the Perjeta treated group) (see section 2.4 Warnings & Precautions). 

In NEOSPHERE, in which patients received four cycles of Perjeta as neoadjuvant treatment, the incidence of LVD (during the overall treatment period) was higher in the Perjeta, Herceptin and docetaxel-treated group (7.5%) compared to the Herceptin and docetaxel treated group (1.9%). There was one case of symptomatic LVD in the Perjeta and Herceptin treated group.

In TRYPHAENA the incidence of LVD (during the overall treatment period) was 8.3% in the group treated with Perjeta plus Herceptin and FEC followed by Perjeta plus Herceptin and docetaxel; 9.3% in the group treated with Perjeta plus Herceptin and docetaxel following FEC; and 6.6^in the group treated with Perjeta in combination with TCH. The incidence of symptomatic LVD (congestive heart failure) was 1.3% in the group treated with Perjeta plus Herceptin and docetaxel following FEC (this excludes a patient that experienced symptomatic LVD during FEC treatment prior to receiving Perjeta plus Herceptin and docetaxel) and also 1.3% in the group treated with Perjeta in combination with TCH. No patients in the group treated with Perjeta plus Herceptin and FEC followed by Perjeta plus Herceptin and docetaxel experienced symptomatic
[…]
Infusion related reactions,
In NEOSPHERE and TRYPHAENA, Perjeta was administered on the same day as the other study treatment drugs. Infusion-related reactions were consistent with those observed in CLEOPATRA, with a majority of reactions being mild or moderate
[…]
In NEOSPHERE and TRYPHAENA, hypersensitivity/anaphylaxis events were consistent with those observed in CLEOPATRA. In NEOSPHERE, one patient in the Perjeta and docetaxel treated group experienced anaphylaxis. In TRYPHAENA, the overall frequency of hypersensitivity/anaphylaxis was highest in the Perjeta and TCH treated group (13.2%), of which 2.6% were NCI-CTCAE (version 3) grade 3-4.


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

תאריך 
שם תכשיר באנגלית ומספר הרישום  
שם בעל הרישום 
טופס זה מיועד לפרוט ההחמרות בלבד !
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	פרק בעלון
	טקסט נוכחי
	טקסט חדש
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