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tients with severe

COPD associated with chronic bronchitis and a history
of exacerbations. DALIRESP is not a bronchodilator
and is nof indicated for the relief of acute bronchospasm.
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COPD exacerbations!-2
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DALIRESP is indicated as a treatment to reduce the

risk of COPD exacerbations in patients with severe
COPD associated with chronic bronchitis and a history
of exacerbations. DALIRESP is not a bronchodilator
and is nof indicated for the relief of acute bronchospasm.

Warnings and Precautions —
= DALIRESP is not a bronchodilator and should
not be used for the relief of acute

bronchospasm.
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DALIRESP is indicated as a treatment to reduce the

risk of COPD exacerbations in patients with severe
COPD associated with chronic bronchitis and a history
of exacerbations. DALIRESF js not a bronchodilator
and is not indicated for the relief of acute bronchospasm.
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depression, suicidal thoughts or other mood —
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es, and if such changes occur, to contact
ealthcare provider. Prescribers should
carefully evaluate the risks and benefits of
continuing treatment if such events occur. Before =

CLICK TO EXPAND IMPORTANT SAFETY INFORMATION

FULL FRESHIBING M EUTHNA | 1L

F

INDICATIONS AND USAGE
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COPD associated with chronic bronchitis and a history
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and is nof indicated for the relief of acute bronchospasm.
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Erescriber:-:- should carefully weigh the risks and
enefits of treatment with DALIRESP.
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COPD associated with chronic bronchitis and a history
of exacerbations. DALIRESF js not a bronchodilator
and is not indicated for the relief of acute bronchospasm.
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- Treatment with DALIRESP is associated with —

an increase in psychiatric adverse reactions.
In controlled clinical frials 5.9% of patients
treated with DALIRESP reported psychiatric
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and is nof indicated for the relief of acute bronchospasm.
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adverse reactions vs 3.3% treated with
placebo. The most common psychiatric
adverse reactions were insomnia (2.4% vs
1.0%), anxiety (1.4% vs 0.9%), and
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depression {1.2% vs 0.9%). Three patients &
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related adverse reactions (one completed
suicide and two suicide attempts) compared
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treated with DALIRESP vs 2.1% placebao),
weight was prospectively assessed in two 1-
year clinical trials. In these studies that
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compared DALIRESP to placebo, 20% vs 7%
experienced moderate weight loss (5-10% of h

body weight) and 7% vs 2% experienced
severe weight loss (>10% body weight). -
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COPD associated with chronic bronchitis and a history
of exacerbations. DALIRESP is not a bronchodilator
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During the follow-up period after
discontinuing DALIRESF, the majnritt',r of
atients regained some of the weight they had
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risk of COPD exacerbations in patients with severe
COPD associated with chronic bronchitis and a history
of exacerbations. DALIRESP is not a bronchodilator
and is nof indicated for the relief of acute bronchospasm.

IMPORTANT SAFETY INFORMATION

= Use with sfrong cytochrome P450 e zlyme -~
inducers (eg, rifampicin, phenobarbital, 1
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DALIRESF is indicated as a treatment to reduce the

risk of COPD exacerbations in patients with severe
COPD associated with chronic bronchitis and a history
of exacerbations. DALIRESP is nof a bronchodilator
and is not indicated for the relief of acute bronchospasm.
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and may reduce the therapeutic effectiveness of
DALIRESP. h
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moderate fo severe liver impairment (Child-Pugh Eeneﬁtﬁ of treatment with DALIRESP weight loss occurs, weight loss should be

B or C). - Treatment with DALIRESF is associated with evaluated and treatment discontinuation

) : an increase in psychiatric adverse reactions. considered. . :

Warnings and Precautions In controlled clinical frials 5.9% of patients - In addition to weight loss being reported as a

* DALIRESP is not a bronchodilator and should treated with DALIRESP reported psychiatric common adverse reaction (7.5% of patients
not be used for the relief of acute adverse reactions vs 3.3% treated with treated with DALIRESP vs 2.1% placebo),
bronchospasm. . . . placebo. The most common psychiatric weight was prospectively assessed in two 1-

» Prescribers should advise patients, their adverse reactions were insomnia (2.4% vs year clinical trials. In these studies that
caregivers, and families to be alert for the 1.0%), anxiety (1.4% vs EI.Q%E,. and compared DALIRESP to placebo, 20% vs 7%
emergence or worsening of insomnia, anxiety, depression (1.2% vs 0.9%). Three patients expenienced moderate weight loss (5-10% of
depression, suicidal thoughts or other mood treated with DALIRESP experienced suicide- body weightg.and 7% vs 2% experienced
thnﬂea and if such changes occur, to contact related adverse reactions (one completed severe weight loss (>10% body weight).
their healthcare provider. Prescribers should suicide and two suicide attempts) compared During the follow-up period after
carefully evaluate the risks and benefits of to one patient (suicidal ideation) treated with discontinuing DALIRESP, the majnritty of
continuing treatment if such events occur. Before placebo. atients regained some of the weight they had
using DALIRESP in patients with a history of v E}EL v
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In clinical tnials the most common adverse
reactions (=2% and greater than placebo) were
diarrhea (9.5% vs 2.7%), weight loss (7.5% vs
2_1%1}, nausea (4.7% vs 1.4 u% headache (4.4%
vs 2.1%), back pain {3.2% vs 2.2%), influenza
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INDICATIONS & USAGE AND IMPORTANT SAFETY INFORMATION CLICK TOCLOSE IMPORTANT SAFETY IRFORMATION

Ba’ires Py 1‘ Indications and Usage
p DALIRESP is indicated as a treatment to reduce the risk of COPD exacerbations in patients with severe COPD associated
{FEIﬂIJITIilE!S t.} tahlEtS with chronic bronchitis and 3 history of exacerbations. DALIRESP is not a bronchedilator and is not indicated for the relief of

00 ey acute bronchospasm.

Contraindications
BING INFORMATION DALIRESF is contraindicated in patients with moderate to severe liver impairment (Child-Pugh B or C).

CLICK TOCLOSE IMPORTANT SAFETY INFORMATION

INDICATIONS & USAGE AND IMPORTANT SAFETY INFORMATION
Da’ir‘esp &Y [ Warnings and Precautions
N = DALIRESF i= not a bronchedilator and should not be wsed for the relief of acute bronchospasm.
{FEIﬂIJITIIlE!S t.} tablets = Prazcribers should advise patients, their carsgivars, and familizs to be slert for the emargancs of worsaning of
300 ey insomniz, anxiety, depression, suicidal thoughts or other mood changes, and if such changes occur, to contact their
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300 ey trisls 5.5% of patients treated with DALIRESP reported psychiatric sdverse resctions vs 3.33% treated with
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0.5%), and depression (1.2% ws 0.9%). Three patients trested with DALIRESF experienced suicide-related
adverse resctions (one completed suicide and two swicide sttempts) compared to one patient (suicidal idestion)
trested with placebo.

= Patients should have their weight monitored regularhy. |f unesgplained or clinically significant weight loss occurs,

weight loss should be evaluated and treatment discontinuation considered.
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{roflumilast) tablets DALIRESF to placsbe, 20% ws TH experiencad moderats weight loss (5-10% of body weight) and T% vs 2%
300 g expenienced severe weight loss (>10% body weight). During the fellsw—up period after discontinuing DALIRESP,
the majority of patients regained some of the weight they had lost.
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Da"’rlesp & "\. = Use with strong cytochrome P450 enzyme inducers {eg, rifampicin, phenobarbital, carbamazepine, phenytoin) is not
recommended, a5 they decresse the exposure and may reduce the therapeutic effectivensss of DALIRESP.
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Review study data for DALIRESP

DALIRESP significantly reduced the rate of
moderate or severe exacerbations by 17%**

Moderate exacerbations were defined as those
requiring treatment with systemic corticosteroids®

Severe exacerbations were defined as resulting
in hospitalization and/or death?

Concomitant freatment with long-acting Bz
agonists (LABAs) and short-acting anticholinergics
was allowed’
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Limitations of Usa

DALIRESP is not a bronchodilator
and is not indicated for the relief of
acute bronchospasm.

IMPORTANT SAFETY INFORMATION

Contraindications

DALIRESP is contraindicated in
patients with moderate to severe
liver impairment (Child-Pugh B or C).
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Wamings and Precautions

- DALIRESP is not a bronchodilator
and should not be used for the
relief of acute bronchospasm.

« Prescribers should advise patients,
their caregivers, and families to be
alert for the emergence or
worsening of insomnia, anxiety,
depression, suicidal thoughts or
other mood changes, and if such
changes occur, to contact their
healthcare provider. Prescribers
should carefully evaluate the risks
and benefits of continuing
treatment if such events occur. v
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Review study data for DALIRESP

DALIRESP significantly reduced the rate of
moderate or severe exacerbations by 17%**

Moderate exacerbations were defined as those
requiring treatment with systemic corticosteroids®

Severe exacerbations were defined as resulting
in hospitalization and/or death?

Concomitant freatment with long-acting Bz
agonists (LABAs) and short-acting anticholinergics
was allowed’
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Limitations of Use

DALIRESP is not a bronchodilator
and is not indicated for the relief of
acute bronchospasm.

IMPORTANT SAFETY INFORMATION
Before using DALIRESF in patients &
with a history of depression and/or
suicidal thoughts or behavior,
prescribers should carefully weigh
the risks and benefits of treatment
with DALIRESP.

- Treatment with DALIRESP is
associated with an increase in
psychiatric adverse reactions. In
controlled dlinical trials 5.9% of
patients treated with DALIRESP
reported psychiatric adverse
reactions vs 3.3% treated with
placebo. The most common
psychiatric adverse reactions
wWere insomnia (2.4% vs 1.0%),
anxiety (1.4% vs 0.9%), and
depression (1.2% vs 0.9%). Three
patients treated with DALIRESP
experienced suicide-related
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Review study data for DALIRESP

DALIRESP significantly reduced the rate of
moderate or severe exacerbations by 17%**

Moderate exacerbations were defined as those
requiring freatment with systemic corticosteroids®

Severe exacerbations were defined as resulting
in hospitalization and/or death?

Concomitant freatment with long-acting Bz
agonists (LABAs) and short-acting anticholinergics
was allowed’
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Limitations of Usa
DALIRESF is not a bronchedilator
and is not indicated for the relief of

acute bronchospasm.

IMPORTANT SAFETY INFORMATION

adverse reactions (one completed &
suicide and two suicide attem pts)
compared to one patient (suicidal
ideation) treated with placebo.
- Patients should have their weight
monitored regularly. If unexplained

or clinically significant weight loss

occurs, weight loss should be

evaluated and treatment
discontinuation considered.

- In addition to weight loss being
reported as a common adverse
reaction (7.5% of patients treated
with DALIRESP vs 2.1% placebo),
weight was prospectively
assessed in two 1-year dinical
trials. In these studies that
compared DALIRESP to placebo,
20% vs 7% experienced moderate
weight loss (5-10% of body -
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Review study data for DALIRESP

DALIRESP significantly reduced the rate of
moderate or severe exacerbations by 17%**

Moderate exacerbations were defined as those
requiring treatment with systemic corticosteroids®

Severe exacerbations were defined as resulting
in hospitalization and/or death?

Concomitant freatment with long-acting Bz
agonists (LABAs) and short-acting anticholinergics
was allowed!
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Limitations of Use

DALIRESP is not a bronchodilator
and is not indicated for the relief of
acute bronchospasm.

IMPORTANT SAFETY INFORMATION

weight) and 7% vs 2% —
experienced severe weight loss
{=10% body weight). During the
follow-up period after
discontinuing DALIRESP, the
majority of patients regained
some of the weight they had lost.
- Use with strong cytochrome P450
enzyme inducers (eg, rifampicin,
phenobarbital, carbamazepine,
phenytoin) is not recommended,
as they decrease the exposure and
may reduce the therapeutic
effectiveness of DALIRESP.

Adverse Reactions

In clinical trials the most common
adverse reactions (=2% and greater
than placebo) were diarrhea (9.5%

vs 2.7%), weight loss (7.5% vs 2.1%),
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Review study data for DALIRESP

DALIRESP significantly reduced the rate of
moderate or severe exacerbations by 17%**

Moderate exacerbations were defined as those
requiring freatment with systemic corticosteroids®

Severe exacerbations were defined as resulting
in hospitalization and/or death?

Concomitant freatment with long-acting Bz
agonists (LABAs) and short-acting anticholinergics
was allowed’
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Limitations of Use
DALIRESF is not a bronchodilator
and is not indicated for the relief of

acute bronchospasm.

IMPORTANT SAFETY INFORMATION

nausea (4.7% vs 1.4%), headache i
(4.4% vs 2.1%), back pain (3.2% vs
2.2%), influenza (2.8% vs 2.7%),
insomnia (2.4% vs 1.0%), dizziness
(2.1% vs 1.1%), and decreased

appetite (2.1% vs 0.4%).

Please see full Prescribing
Information.

DALIRESF is a registered trademark of
Mycomed GmbH.

£ 201 2 Forest Laboratories, Inc.
24-1200030% 9112

/‘1{@ Forest Laboratories, Inc.
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Limitations of Use

DALIRESP is not a bronchodilataor
and is not indicated for the relief of
acute bronchospasm.

IMPORTANT SAFETY INFORMATION

Contraindications

DALIRESP is contraindicated in
patients with moderate to severe
liver impairment (Child-Pugh B or C).

Warnings and Precautions

- DALIRESP is not a bronchodilator
and should not be used for the
relief of acute bronchospasm.

« Prescribers should advise patients,
their caregivers, and families to be
alert for the emergence or
worsening of insomnia, anxiety,
depression, suicidal thoughts or
other mood changes, and if such
changes occur, to contact their
healthcare provider. Prescribers
should carefully evaluate the risks
and benefits of continuing

treatment if <irh svent nrror
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For patients with severe COPD associated with chronic bronchitis and a history of exacerbations
DALIRESP SIGNIFICANTLY REDUCES EXACERBATIONS

TR P e T el DALIRESP significantly reduced the rate of
moderate or severe exacerbations by 17%**

17 % Moderate exacerbations were defined as those
FENETION requiring treatment with systemic corticosteroids”

| : evere exacerbations were defined as resulting
3 bati defined It
114 ‘ in hospitalization and/or death’

Concomitant freatment with lono-acting G-

Study design

& pre-specified pooled analysis from 2 identical, 52-week, double-blind, placebo-controlled frials in
patients with savere COPD associated with chronic bronchitizs and a history of exacerbations (N=3081).
Median patient age was 64 years; 76% male, 84% Caucasian. LABAs or shori-acting anticholinergics
were allowed as concomitant treatment. The reduction in the rate of moderate (requiring freatment with
systemic glucocortcosteroids) or severe (resulting in hospitalization andfor leading to death)
exacerbations and change in lung function (pre-bronchodilator FEV, ) werne co-primary endpoints. Each
study met both co-primary endpoints.
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Limitations of Use

DALIRESP is not a bronchodilataor
and is not indicated for the relief of
acute bronchospasm.

IMPORTANT SAFETY INFORMATION

Contraindications

DALIRESP is contraindicated in
patients with moderate to severe
liver impairment (Child-Pugh B or C).

Warnings and Precautions

- DALIRESP is not a bronchodilator
and should not be used for the
relief of acute bronchospasm.

« Prescribers should advise patients,
their caregivers, and families to be
alert for the emergence or
worsening of insomnia, anxiety,
depression, suicidal thoughts or
other mood changes, and if such
changes occur, to contact their
healthcare provider. Prescribers
should carefully evaluate the risks
and benefits of continuing
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For patients with severe COPD associated with chronic bronchitis and a history of exacerbations

DALIRESP SIGNIFICANTLY REDUCES EXACERBATIONS

DALIRESP significantly reduced the rate of

RECHMCTIO N IH THE RATE &F MODERATE OR SEVERE EXMERBATIONS™

2 4 moderate or severe exacerbations by 17%**
’E 17“‘ Moderate exacerbations were defined as those
E . FENIETION requiring treatment with systemic corticosteroids”
g | Severe exacerbations were defined as resulting
E 14 114 ‘ in hospitalization and/or death’
Concomitant freatment with long-acting B
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DALIRESP is not a bronchodilataor
and is not indicated for the relief of
acute bronchospasm.

IMPORTANT SAFETY INFORMATION

Contraindications

DALIRESP is contraindicated in
patients with moderate to severe
liver impairment (Child-Pugh B or C).

Warnings and Precautions

- DALIRESP is not a bronchodilator
and should not be used for the
relief of acute bronchospasm.

« Prescribers should advise patients,
their caregivers, and families to be
alert for the emergence or
worsening of insomnia, anxiety,
depression, suicidal thoughts or
other mood changes, and if such
changes occur, to contact their
healthcare provider. Prescribers
should carefully evaluate the risks
and benefits of continuing
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B _ _ DALIRESP is contraindicated in <—Manually scrolled
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E . requiring treatment with systemic corticosteroids” liver impairment (Child-Pugh B or C). Information
g Severe exacerbations were defined as resulting Warnings and Precautions
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E 114 " huaplt_a“mtmn i I:I-E al ) « DALIRESP is not a bronchodilator
~.= Enncpmnant treatment with Inr!g-actlr_lg Ez_ _ and should not be used for the
B agonists (LABAs) and short-acting anticholinergics relief of acute bronchospasm.
= was allowed’ - Prescribers should advise patients,
L. | their caregivers, and families to be
Pk AU alert for the emergence or
worsening of insomnia, anxiety,
INDICATIONS AND USAGE depression, suicidal thoughts or
DALIRESP is indicated as a treatment to reduce the risk of COPD exacerbations in patients with other mood changes, and if such
severe COPD associated with chronic bronchitis and a history of exacerbations. DALIRESP is not a changes occur, to contact their
bronchedilator and is not indicated for the relief of acute bronchozpasm. healthcare provider. Prescribers
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DALIRESP IS EFFECTIVE WITH LABAS
OR SHORT-ACTING ANTICHOLINERGICS

IMPORTANT SAFETY INFORMATION

Contraindications

DALIRESP is contraindicated in
patients with moderate to severe
liver impairment (Child-Pugh B or C).

In the 1-year pivotal studies, DALIRESP significantly reduced the rate of exacerbations
vs placebo in patients using concomitant LABAs or short-acting anticholinergics'”
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_ or short-acting anticholinergics was
uﬂ:;_'gﬂﬁ*ﬂ';;g:ﬁgg} similar to that seen in the overall
r population’?

Warnings and Precautions

- DALIRESP is not a bronchodilator
and should not be used for the
relief of acute bronchospasm.

« Prescribers should advise patients,
their caregivers, and families to be
alert for the emergence or
worsening of insomnia, anxiety,
depression, suicidal thoughts or
other mood changes, and if such
changes occur, to contact their
healthcare provider. Prescribers
should carefully evaluate the risks
and benefits of continuing

treatment if <irh svent nrror
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For patients with severe UFD associated with chronic bronchitis and a history of exacerbations

DALIRESP IS EFFECTIVE WITH LABAs
OR SHORT-ACTING ANTICHOLINERGICS

In the 1-year pivotal studies, DALIRESP significantly reduced the rate of exacerbations
vs placebo in patients using concomitant LABAs or short-acting anticholinergics'”

The effect with concomitant LABAs

| or short-acting anticholinergics was
DALIRESP with LABAS
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Study design

& pre-specified pooled analysis from 2 identical, 52-week, double-blind, placebo-controlled frialz in
patients with severe COPD associated with chronic bronchitiz and a history of exacerbations (M=3091].
Median patient age was 64 years; 76% male, 84% Caucasian. LABAs and short-acting anticholinergics
were allowed and were used by 44% and 35% of patients treated with DALIEESF and 45% and 375% of
patients treated with placebo, respectively. The reduction in the rate of moderate (requinng treatment
with systemic glucocorticosteroids) or severe (resulting in hospitalization and/or leading to death)
exacerbations and change in lung function (pre-bronchodilator FEV) were co-primary endpoints. Each
study met both co-pnmary endpoints.
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Limitations of Use

DALIRESP is not a bronchodilataor
and is not indicated for the relief of
acute bronchospasm.

IMPORTANT SAFETY INFORMATION

Contraindications

DALIRESP is contraindicated in
patients with moderate to severe
liver impairment (Child-Pugh B or C).

Warnings and Precautions

- DALIRESP is not a bronchodilator
and should not be used for the
relief of acute bronchospasm.

« Prescribers should advise patients,
their caregivers, and families to be
alert for the emergence or
worsening of insomnia, anxiety,
depression, suicidal thoughts or
other mood changes, and if such
changes occur, to contact their
healthcare provider. Prescribers
should carefully evaluate the risks
and benefits of continuing

treatment if <irh svent nrror
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For patients with severe UFD associated with chronic bronchitis and a history of exacerbations

DALIRESP IS EFFECTIVE WITH LABAs
OR SHORT-ACTING ANTICHOLINERGICS

In the 1-year pivotal studies, DALIRESP significantly reduced the rate of exacerbations
vs placebo in patients using concomitant LABAs or short-acting anticholinergics'”
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Limitations of Use

DALIRESP is not a bronchodilataor
and is not indicated for the relief of
acute bronchospasm.

IMPORTANT SAFETY INFORMATION

Contraindications

DALIRESP is contraindicated in
patients with moderate to severe
liver impairment (Child-Pugh B or C).

Warnings and Precautions

- DALIRESP is not a bronchodilator
and should not be used for the
relief of acute bronchospasm.

« Prescribers should advise patients,
their caregivers, and families to be
alert for the emergence or
worsening of insomnia, anxiety,
depression, suicidal thoughts or
other mood changes, and if such
changes occur, to contact their
healthcare provider. Prescribers
should carefully evaluate the risks
and benefits of continuing

treatment if <irh svent nrror
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DALIRESF with SAMAs
& hort-acting Muscarinic Antagonisis)

INDICATIONS AND USAGE
DALIRESP is indicated as a treatment to reduce the risk of COPD exacerbations in patients with

savere COPD associated with chronic bronchitis and & history of exacerbations. DALIRESF is not a
bronchodilator and is not indicated for the relief of acute bronchospasm.
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