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Respiratory events Respiratory event 4.4 Special
Respiratory events (e.g., chest discomfort, Respiratory events (e.g., chest warnings
dyspnoea, and respiration abnormal) were discomfort, dyspnoea, and and
more common during initiation of respiration abnormal) were more precautions
lumacaftor/ivacaftor therapy. Serious common during initiation of for use
respiratory events were seen more lumacaftor/ivacaftor therapy.
frequently in patients with per cent Clinical experience in patients with
predicted FEV1 (ppFEV1) <40, and may with percent predicted FEV:
lead to drug discontinuation. Clinical (ppFEV1) <40 is limited and
experience in patients with with pereent additional monitoring of these
predicted FEMVu{ppFEV1) <40 is limited patients is recommended during
and additional monitoring of these patients initiation of therapy (see
is recommended during initiation of therapy | section 4.8). There is no experience
(see section 4.8). There is no experience of | of initiating treatment with
initiating treatment with lumacaftor/ivacaftor in patients
lumacaftor/ivacaftor in patients having a having a pulmonary exacerbation
pulmonary exacerbation and this is not and this is not advisable.
advisable.
Patients with advanced liver disease Patients with advanced liver disease
Abnormalities in liver function, Abnormalities in liver function,
including advanced liver disease, can be including advanced liver disease,
present in patients with CF. Worsening of can be present in patients with CF.
liver function in patients with advanced Worsening of liver function in
liver disease has been reported. in-seme patients with advanced liver disease
patients with CF receiving has been reported in some patients
tumaeaftorfivacaftor—Liver function with CF receiving
decompensation, including liver failure lumacaftor/ivacaftor.
leading to death has been reported in CF Lumacaftor/ivacaftor should be
patients with pre-existing cirrhosis with used with caution in patients with
portal hypertension receiving advanced liver disease and only if
lumacaftor/ivacaftor. Lumacaftor/ivacaftor | the benefits are expected to
should be used with caution in patients with | outweigh the risks. If
advanced liver disease and only if the lumacaftor/ivacaftor is used in these
benefits are expected to outweigh the risks. | patients, they should be closely
If lumacaftor/ivacaftor is used in these monitored after the initiation of
patients, they should be closely monitored treatment and the dose should be
after the initiation of treatment and the dose | reduced (see sections 4.2, 4.8, and
should be reduced (see sections 4.2, 4.8, and | 5.2).
5.2).
Post —marketing cases of liver function 4.8
decompensation including liver failure Respiratory events Undesirable
leading to death have been reported in During the 24-week, effects




CF patients with pre-existing cirrhosis
with portal hypertension who were
treated with lumacaftor/ivacaftor (see
section 4.4).
Respiratory events
During the 24-week, placebo-controlled,
Phase 3 studies, the incidence of
respiratory adverse reactions (e.g., chest
discomfort, dyspnoea, and respiration
abnormal) was 26.3% in
lumacaftor/ivacaftor-treated patients
compared to 17.0% in patients who
received placebo. The incidence of
these events was more common in
patients with lower pre-treatment FEV1;
lacel T — el
Approximately three-quarters of the
events began during the first week of
treatment, and in most patients the
events resolved without dosing
interruption. The majority of events
were mild or moderate in severity,
non-serious and did not result in
treatment discontinuation (see
section 4.4).
During a 24-week, open label, Phase 3b
clinical study (Trial 4) in 46 patients
aged 12 years and older with advanced
lung disease (ppFEV1 <40) [mean
ppFEV1 29.1 at baseline (range: 18.3 to
42.0)], the incidence of respiratory
events was 65.2%. In the subgroup of 28
patients who were initiated at the full
dose of lumacaftor/ivacaftor (2 tablets
every 12 hours), the incidence was
71.4%, and in the 18 patients who were
initiated at a reduced dose of
lumacaftor/ivacaftor (1 tablet every 12
hours for up to 2 weeks, and
subsequently increased to the full dose),
the incidence was 55.6%. Of the patients

who were initiated lumacaftor/ivacaftor
at the full dose, one patient had a serious
respiratory event, three patients
subsequently had their dose reduced,
and three patients discontinued
treatment. No serious respiratory events,
dose reductions or discontinuations were

seen in patients who were initiated at the
half dose (see section 4.4).

placebo-controlled, Phase 3
studies, the incidence of
respiratory adverse reactions
(e.g., chest discomfort,
dyspnoea, and respiration
abnormal) was 26.3% in
lumacaftor/ivacaftor-treated
patients compared to 17.0% in
patients who received placebo.
The incidence of these events
was more common in patients
with lower pre-treatment FEV1;
29.6% and 37.7% among
patients with ppFEV1 <70 and
<40, respectively, compared with
21.0% and 21.4% among
placebo-treated patients,
respectively. Approximately
three-quarters of the events
began during the first week of
treatment, and in most patients
the events resolved without
dosing interruption. The majority
of events were mild or moderate
in severity, non-serious and did
not result in treatment
discontinuation (see section 4.4).
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