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.הרמחה םיווהמרשא םינוכדעו םייתוהמ םינוכדע קר םיניוצמ וז העדוהב

:לארשיברישכתלהמושרההיוותהה
Cotellic is indicated for use in combination with vemurafenib for the treatment of

adult patients with unresectable or metastatic melanoma with a BRAF V600

mutation.

:רבסה
.ןולעל ףסוהש טסקט ןייצמיתחת וק םע טסקט
.ןולעה ןמ רסוהש טסקט ןייצמהצוח וק םע טסקט
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אפורלןולעב םייתוהמ םינוכדע

4.2ףיעסב Posology and method of administrationאבה עדימהןכדוע:

[…]

Dose modification advice for haemorrhage

Grade 4 events or cerebral haemorrhage: Cotellic treatment should be interrupted. Cotellic
treatment should be permanently discontinued for haemorrhage events attributed to Cotellic.

Grade 3 events: Cotellic treatment should be interrupted during evaluation to avoid any
potential contribution to the event. There is no data on the effectiveness of Cotellic dose
modification for haemorrhage events. Clinical judgment should be applied when considering
restarting Cotellic treatment. Vemurafenib dosing can be continued when Cotellic treatment is
interrupted, if clinically indicated.

[…]

Dose modification advice for rhabdomyolysis and Creatine phosphokinase (CPK) elevations

Rhabdomyolysis or symptomatic CPK elevations

Cotellic treatment should be interrupted. If rhabdomyolysis or symptomatic CPK elevations
do not improve within 4 weeks, Cotellic treatment should be permanently discontinued.
If severity is improved by at least one grade within 4 weeks, Cotellic could be restarted at a
dose reduced by 20 mg, if clinically indicated.  Patients should be closely monitored.
Vemurafenib dosing can be continued when Cotellic treatment is modified.

Asymptomatic CPK elevations

Grade 4: Cotellic treatment should be interrupted.  If CPK elevations do not improve to Grade
≤3 within 4 weeks following dose interruption, Cotellic treatment should be permanently
discontinued.
If CPK improves to Grade ≤3 within 4 weeks, Cotellic could be restarted, if clinically
indicated, at a dose reduced by 20 mg and the patient should be closely monitored.
Vemurafenib dosing can be continued when Cotellic treatment is modified.

Grade ≤3: After rhabdomyolysis has been ruled out, Cotellic dosing does not need to be
modified.

Creatine phosphokinase (CPK) elevations

Cotellic dosing does not need to be modified or interrupted to manage asymptomatic CPK
elevations

[…]
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Hepatic impairment
No dose adjustment is recommended in patients with hepatic impairment. Patients with
severe hepatic impairment may have increased plasma concentrations of unbound cobimetinib
compared to patients with normal hepatic function (see section 5.2). Liver laboratory
abnormalities can occur with Cotellic and caution should be used in patients with any degree
of  hepatic impairment (see section 4.4).

The safety and efficacy of Cotellic has not been established in patients with hepatic
impairment (see section 5.2). There are no pharmacokinetic data in patients with moderate or
severe hepatic impairment. Cotellic should be used with caution in patients with moderate to
severe hepatic impairment.

[…]

4.4ףיעסב Special warnings and precautions for useאבה עדימהןכדוע:

[…]

Haemorrhage

Haemorrhagic events, including major haemorrhagic events can occur (see section 4.8).

Caution should be used in patients with additional risk factors for bleeding, such as brain
metastases, and/or in patients that use concomitant medications that increase the risk of
bleeding (including antiplatelet or anticoagulant therapy). For management of haemorrhage
please see section 4.2.

[…]

Rhabdomyolysis and CPK elevations

Rhabdomyolysis has been reported in patients receiving Cotellic (see section 4.8).

If rhabdomyolysis is diagnosed, Cotellic treatment should be interrupted and CPK levels and
other symptoms monitored until resolution. Depending on the severity of rhabdomyolysis,
dose reduction or treatment discontinuation may be required (see section 4.2).

Grade 3 and 4 CPK elevations, including asymptomatic elevations over baseline, also
occurred in patients receiving Cotellic with vemurafenib in clinical trials (see section 4.8).
The median time to first occurrence of Grade 3 or 4 CPK elevations was 16 days (range: 11
days to 10 months); the median time to complete resolution was 16 days (range: 2 days to 15
months).

Serum CPK and creatinine levels should be measured before initiation of treatment, to
establish baseline values, and then monitored monthly during treatment, or as clinically
indicated. If serum CPK is elevated, check for signs and symptoms of rhabdomyolysis or
other causes. Depending on the severity of symptoms or CPK elevation; treatment
interruption, dose reduction or treatment discontinuation may be required (see section 4.2).

[…]
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Drug-drug interactions: CYP3A inhibitors

Concurrent use of strong CYP3A inhibitors during treatment with Cotellic should be avoided.
Caution should be exercised if a moderate CYP3A inhibitor is co-administered with Cotellic.
If concomitant use with a strong or moderate CYP3A inhibitor is unavoidable, patients should
be carefully monitored for safety and dose modifications applied if clinically indicated (see
Table 1 in section 4.2).

[…]
4.5ףיעסב Interaction with other medicinal products and other forms of

interactionאבה עדימהןכדוע:

[…]

Strong CYP3A inhibitors (see section 4.4.): Avoid concurrent use of strong CYP3A inhibitors
during treatment with cobimetinib. Strong CYP3A inhibitors include, but are not limited to
ritonavir, cobicistat, telaprevir, lopinavir, itraconazole, voriconazole, clarithromycin,
telithromycin, posaconazole, nefazodone and grapefruit juice. If concomitant use of a strong
CYP3A inhibitor is unavoidable, patients should be carefully monitored for safety. For strong
CYP3A inhibitors used short-term (7 days or less), consider interrupting cobimetinib therapy
during the duration of inhibitor use.

Moderate CYP3A inhibitors (see section 4.4.): Caution should be exercised if cobimetinib is
co-administered with moderate CYP3A inhibitors. Moderate CYP3A inhibitors include, but
are not limited to, amiodarone, erythromycin, fluconazole, miconazole, diltiazem, verapamil,
delavirdine, amprenavir, fosamprenavir, imatinib. When cobimetinib is co-administered with
a moderate CYP3A inhibitor, patients should be carefully monitored for safety.

Mild CYP3A inhibitors: Cobimetinib can be co-administered with mild inhibitors of CYP3A
without dose adjustment.

[…]
4.6ףיעסב Fertility, pregnancy and lactationאבה עדימהןכדוע:

[…]

Fertility

There are no data in humans for cobimetinib. In animals, no fertility studies have been
performed, but adverse effects were seen on female reproductive organs (see section 5.3). The
clinical relevance of this is unknown.

4.8ףיעסב Undesirable effectsאבה עדימהןכדוע:

[…]

Table 3 Adverse drug reactions in patients treated with Cotellic in combination with
vemurafenib in Study GO28141^

Musculoskeletal and connective tissue disorders : Rhabdomyolysis was added as
Uncommon Adverse drug reaction

*For the full list of Adverse drug reactions, please see Cotellic® prescribing information.
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[…]

Description of selected adverse reactions

Haemorrhage

Bleeding events have been reported more frequently in the Cotellic plus vemurafenib arm
than in the placebo plus vemurafenib arm (all types and Grades: 13% vs 7%). The median
time to first onset was 6.1 months in the Cotellic plus vemurafenib arm.

Higher frequencies in the Cotellic plus vemurafenib arm were observed for cerebral
haemorrhage (1% vs 0%), gastrointestinal tract haemorrhage (4% vs 1%), reproductive
system haemorrhage (2% vs ≤ 1%) and haematuria (3% vs 1%).

The majority of events were Grade 1 or 2 and non-serious. Most events resolved with no
change in Cotellic dose. Major haemorrhagic events (including intracranial and
gastrointestinal tract haemorrhage) were reported in the post-marketing setting. The risk of
haemorrhage may be increased with concomitant use of antiplatelet or anticoagulant therapy.
If haemorrhage occurs, treat as clinically indicated (see section 4.2 and 4.4).
The majority of events were Grade 1 or 2 and non-serious (12% of patients in the Cotellic
plus vemurafenib arm vs 7% patients in the placebo plus vemurafenib arm). Grade 3-4 events
were experienced by 1% of patients in each arm. The median time to first onset was 4.4
months (range 0.0 to 12.7 months) in the Cotellic plus vemurafenib arm.

Rhabdomyolysis

Rhabdomyolysis has been reported in the post-marketing setting.  Signs or symptoms of
rhabdomyolysis warrant an appropriate clinical evaluation and treatment as indicated, along
with Cotellic dose modification or discontinuation according to the severity of the adverse
reaction (see section 4.2 and 4.4).

[…]
5.2ףיעסב Pharmacokinetic propertiesאבה עדימהןכדוע:

[…]

Hepatic impairment
The pharmacokinetics of cobimetinib were evaluated in 6 subjects with mild hepatic
impairment (Child Pugh A), 6 subjects with moderate hepatic impairment (Child Pugh B), 6
subjects with severe hepatic impairment (Child Pugh C) and 10 healthy subjects. Systemic
total cobimetinib exposures after a single dose were similar in subjects with mild or moderate
hepatic impairment compared to healthy subjects, while subjects with severe hepatic
impairment had lower total cobimetinib exposures (AUC0-∞ geometric mean ratio of 0.69
compared to healthy subjects) which is not considered to be clinically significant. Unbound
cobimetinib exposures were similar between subjects with mild and moderate hepatic
impairment compared to subjects with normal hepatic function while subjects with severe
hepatic impairment had approximately 2-fold higher exposures (see section 4.2).
No pharmacokinetic data in subjects with hepatic impairment are available.

[…]
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ןכרצלןולעב םייתוהמ םינוכדע
:אבה עדימהןכדועהפורתב שומישה ינפל .2ףיעסב

[…]
הפורתבשומישלתועגונה תודחוימ תורהזא
:ךל שי םא אפורל רפס ,קילטוקב לופיטה ינפל
םומידל םורגל תולולע רשאתופורת לטונ ךנהש וא םומיד·
םייניעב היעב·
בלב תויעב·
דבכב תויעב·
םירירשב תויעב·

.קילטוקב לופיטה תלחתה ינפל ,ךלש אפורל הנפ )חוטב ךניאש וא( ךילע םילח הלא םייאופר םיבצמ םא

םומיד
ןדהקלחב ,"יאוול תועפות"–4ףיעס האר( הביקב וא חומב דוחייב ,רומח םומיד םורגל הלוכי קילטוק
,שאר יבאכ :םיאבה םינימסתהמ דחא וא ליגר אל םומיד ךל שי םא אפורלדימרפס .)רומח םומידב
.םד תאקהו הרוחש האוצ וא האוצב םד ,השלוח תשגרה ,תרוחרחס

[…]

םירירשב תויעב
בצמ .חומבו בלב,רירשב רקיעב אצמנש םיזנא ,זאניקופסופ ןיטאירק לש תוהובג תומרל םורגל הלוכי קילטוק
תויעבב ןדה קלחב ,"יאוול תועפות"–4ףיעס האר( )סיזילוימודבר( רירשב העיגפל ןמיס תויהל לוכי הז
םא לפטמה אפורלדימרפס .הז בצמ רטנל תנמ לע םד תוקידב עצבל ךתוא הנפי לפטמה אפורה .)םירירשב
.םודא וא ההכ עבצב ןתש ,השלוח ,םירירש תויוצווכתה ,םירירשב םיבאכ :םיאבה םינימסתהמ דחא ךל שי

[…]

:אבה עדימהןכדועיאוול תועפות .4ףיעסב
[…]

תורומח יאוול תועפות
ךלהמב תורימחמ ןה םא וא הטמ תומושרה יאוולה תועפותב ןיחבמ התא םא אפורל דימ תונפל שי
:לופיטה
קילטוק .)הרשע ךותמ דחא שמתשמ דע לע עיפשהל תולולע רשא תוחיכש יאוול תועפות(רומח םומיד·

:לולכל םילולע םינימסת ,םומידה רוזיאב תולתכ .הביקב וא חומב דוחייב ,רומח םומיד םורגל הלוכי
השלוח וא תרוחרחס ,שאר יבאכ§
םד תאקה§
ןטב יבאכ§
רוחש וא םודא עבצב האוצ§

[…]
.)האמ ךותמדחא שמתשמ דע לע עיפשהל תולולע רשא תוחיכש אל יאוול תועפות(םירירשב תויעב·

:לולכל םילולע םינימסתה .)סיזילוימודבר( םירירש קוריפל םורגל הלוכי קילטוק
םירירש יבאכ§
םירירש תשלוחו םירירש תויוצווכתה§
םודא וא ההכ עבצב ןתש§

[…]
.קילטוק רישכתב יאוולה תועפות ללכ תמישר תלבקל ןכרצל ןולעב ןייעל שי *


