reatn ent choices for: patients
\,Q h asthma or COPD

Jo Riley

*':—:" = ~ Lead Nurse For Oxfordshire
—— Respiratory Service
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J"rll:%ﬁ ster0|ds
ggle .actmg 5, agonists

S *"_'_“d orf acting 5, agonists

Ji\iiy“ﬁere do these fit in?

~ = Short acting anticholinergics
— Long acting anticholinergics

- -
_——— —

———

i

i



higis the difierenc

_—_"""'. —

i -

B

tdiffierent stages of the diseases
ﬂdoses |

t outcomes

nt licenced indications



Epithelium

Mucous plug

Smooth muscle

Mucous glands

Adapted from Jeffery PK. Am J Respir Crit Care Med. 2001;164:5S28-S38.



AVhisiof asthma T@a%
200 -*.

NBRaayHime symp’roms

l Jo J\Jlr 1 fiilme waking due to asthma
acer'ba‘rlons

- _an Fneed for rescue p2 agonist

“No activity limitation

& Normal lung function (FEV1 >807%)

» Minimal/no adverse effects for
medication

II l.

p——




Iression o asthmam'w
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‘-"leS'treatmen rodu ed
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AMD Combination
products introduced

i’
e

fﬁ]Cansed use of Fixed Dose Combination
-~ Ics products introduced

— = Ll e
e A A S N 2000
e 1990 1995
e Launch of
= long-acting

B2 -agonists

B Bronchospasm Inflammation [ Remodelling



Inhaled short-acting [},
agonist as required

STEP 1

Mild intermittent asthma

wpriate to the
d reconsider
iy pesinr.
TROLLING S
oWEST Cop
W L
1. Add inhaled lerg-acting
2. agenist (LABA)
O0-500 2. Assess contrel of asthma-
= good response ta
priale LABA - corgines LAEA
R * benefit from LABA but
e contral still inadequate
- pantinue LABA ara
I!-:d increase inhaled steraid

diase to 00 mogiday® [if
nat already on this dose)
= b responise b LABA
- =op LABA ana increase
inhaled steroid so 8OO
mcg day.” i contral
stll inadequate, institute
trial of ather therapies,
leukotriens recepior
antagonist or 5B
theanhyllire

T

Imitial add-on dherapy

Consider trials of:

= increasing inrhaled seroid
up bo 2000 megiday™

= addition of & fourth drug
e.g leubotriene recepror
antagonist, 5K theaphylline,
B, agonist takles

ise daily steroid tablet
in lowest dose providing
adequate contnal

kfaintain high dose inhaled
sberoid at 2000 meg'day®

Carsider other treatments 2o
rimimise the e of steraid

tabless

Fefer patient for specialist care

Concinuwous or frequent
use of oral scercids

* BDP er equivalent
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p |ance W|th existing theraples

— T

:{_nhaler technique
ﬁate trigger factors where possible



Adults

Patients should start

initial severity of thei
diagnesis if rl-q:-l

Inhaled short-acting B,
agonist as required

Add inhaled steroid 200-800
m('ga’(l ay*

400 mcg is an appropriate
starting dose for many patients

Start at dose of inhaled
steroid appropriate to
severity of disease.

Regular preventer therapy

ol of asthma-
e ta
Paimee LAEA
ra LABA bt
[ inadequate
_AEBA ara
naled sheraid

mcgiday® [if

' on this dose|
e to LASA

and ircrease

roid o 800

i cortrod

uate, instiute
rtherapies.
reLEERT

or S

Consider trials of:

= increasing inrhaled seroid
up bo 2000 megiday™

= addition of & fourth drug
e.g leubotriene recepror
antagonist, 5K theaphylline,
B, agonist takles

ise daily steroid tablet
in lowest dose providing
acheguate contnal

kfaintain high dose inhaled
sberoid at 2000 meg'day®

Carsider other treatments 2o
rimimise the e of steraid

tabless

Fefer patient for specialist care

Concinuwous or frequent
use of oral scercids

* BDP er equivalent
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itoUlcingpinhaled steroidls.

AWlluSierE chrldren
iSinglinhaled! beta 2 agonist 3 times a week
or jore

VIng symptoms 3 times a week or more

V aklng at night once a week or more

o Con5|der in adults and children who have
had an exacerbation requiring oral steroids
in the last 2 years
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BEC|ometasone —either
C)Vzlr ﬁ@ﬂmcg 400mcg daily in adults) or

Clen "’:modulate (200mcg-800 mcg daily in adults)
_ ﬁsonlde (200 — 800mcg daily in adults)

_1"# ﬂtlcasone (100 — 400mcg daily in adults)

= =

—

. C4 lesonide (160mcg daily in adults)

- Mometasone (400 — 800mcg daily in adults)

H}\
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Patients should start treatment at the step mast app
initial severity of their asthma. Check concerdance ;
diagresis if response to freatment is urexpecte

Add inhaled steraic
rcg day*

200 mag s an appn
starting dose for ma

Inhaled shert-acting 2
agonist as required

Sdart at dose of inh
steroid appropriate
severity of diseasze.

 STEP] [l

HMild imemrmittent asthinma

1. Add inhaled long-acting
[5, agonist (LABA)

2. Assess control of asthma:

= good response to
LABA - continue LABA

* henefit from LABA but
control still inadequate
- continue LABA and
increase inhaled steroid
dose to 800 mcg/day* (if
not already on this dose)

" no response to LABA

- stop LABA and increase
inhaled steroid to 800
mcg/ day. *If control
still inadequate, institute
trial of other therapies,
leukotriene receptor
antagonist or SR
theophylline

Initial add-on therapy

ials wf:
g irhaled steroid
00 mogiday®
of a fourth drug
trieme recepior
st, SR theaphylline,
57 takles

nt poor control

ze daily steroid tablet
in lowwest dose providing
acheguate contnal

hfaintain high dose inhaled
steroid a8 2000 meg'day®

Corsider other treatments 5o
minimise the L= of steroid

takless

Eefer patiert for sp-el:i:lEsl: Care

Continuous or frequent
use of oral steroids

* BOF er equivalent
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7 herpy

st choice as add-on therapy to inhaled steroids in adults
ldren(5-12 years) is an inhaled long-acting beta, agonist

ey

B

S

———

itial add-o

—

RES S
R

18 l.q

e 3

T
C

_'LABA should be considered before going above a dose
= 0f 400 mcg BDP or equivalent and certainly before going above

=t i._, -C-g

= —

= _—
~ e long-acting beta, agonists are effective at providing

~ —_bronchodilation over a sustained period. They increase lung
~  function, improve symptoms and reduce incidence of
exacerbation

e LABAs are not licensed as monotherapy in the treatment of
asthma

1. British Thoracic Society, Scottish Intercollegiate Guidelines Network. British
Guideline on the Management of Asthma: A National Clinical Guideline. Revised
Edition, 2008.



s2yagonists outweigh the risks, and it

1518 '_ portant that patients take their

a3 sthma medicine as prescribed to

_41em Patients should discuss any

~ concerns regarding their asthma

~ treatment with their doctor. Feb
2008

http: / /www.mhra.gov.uk/Safetyinformation/Gener
alsafetyinformationandadvice/Product-
specificinformationandadvice/Asthma/index.htm
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Se suioN 4 3.3, BIIS 2008

rrwr—w o difference in efficacy in giving

mrmJar and' long-acting 3, agonist in
SOITL) natlon Or in separate mhalers

== O ice al patient is on stable therapy,
“combination inhalers have the advantage of
== **fguaranteemg that the long-acting 13, agonist is

‘not taken without inhaled steroid”
Sup ported b}/ Oxfordshire guidance in prescribing

Points Bulletin Oxfordshire PCT Vol 17(1) 09
May 2008"
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_ he proportion of patients who achieved guideline-
ec ntrol with SAL/FP (salmeterol/fluticasone propionate)
mparec to FP

_--—-—r

=" Dose if ICS and time to required to achieved first guideline-defined
asthma week

e Proportion of patients who achieved Total Control
e Asthma Quality of Life Questionnaire

o Rate of exacerbations

e Morning predose FEV,

Bateman et al. Am. J. Respir. Crit. Care Med 2004 170: 836-844.



- Study treatment
= D

SAL/FP 1

SAL/FP
100 b.d.

Groups entered into a 4
-week run-in

fCombination inhalers are not normally licensed for the treatment of steroid naive patients

Bateman et al. Am. J. Respir. Crit. Care Med 2004 170: 836-844.



e@AL study plan stratum

Oral prednisolone +

s s SAL/FP 500 b.d.
| 'e assessment

__;~ ¥

cont l assessment

P SAL/FP 500 b.d. —
= or FP 500 b.d. |
& SAL/FP250bd. TR | |
e _ or FP 250 b.d. 7
e __.:-srAUFP 70050, ... — — - |
1,;;_; or 'FP 100 b.d. 7
= — g
e R ] o’
e | | | | ——
Week .4 o0 4 12 24 36 48 52 56
Visit =235 4 5 6 e

Bateman et al. Am. J. Respir. Crit. Care Med 2004 170: 836-844.



-

Phase Il ~ SAL/FP Phase Il —
]

*n<0.001

0 S
' Stratum 2 Stratum 3
n=577 n=583 n=567 n=568

Bateman et al. Am. J. Respir. Crit. Care Med 2004 170: 836-844.
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U U U VW e
- 50% of patients
Seretide

.-r -E-":-."-

I 2"

S
e

o= ~ =
= 2 _-.-I._- e

J-r— --i-' ——

"é‘erate dose ICS (S3) 10 5%

Bateman et al. Am. J. Respir. Crit. Care Med 2004 170: 836-844.



*p<0.001

Stratum 2 (low dose ICS) Stratum 3 (moderate dose ICS)
n=577 n=583 n=567 n=568

Boushey H et al. Abstract presented at the World Asthma Meeting, February 2004, Bangkok, Thailand.
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e-defined control is achievable and sustainable
nificant proportion of patients

ati 'h_ts achieve Guideline-defined control with
han with FP alone, at a lower ICS dose

_._|_-—

_-:;-,;‘__, AL/F P compared with FP, more patients can achieve
gui eIme defined control:

"'1— Earlier
- — With fewer exacerbations
= With more symptom free days

— With more rescue free days
— With a better quality of life

p—
i

Bateman et al. Am. J. Respir. Crit. Care Med 2004 170: 836-844.

. p——




patients



B S Symbicort SMARTE?.

—_—

-——

iliENTianagement off persistent asthma with a
J]rul—f Ihaler

dSHIpL Malntenance and reliever medication
A 1t patlents (18 years and over) take
= -- €quate fixed maintenance dose,

== _wlth additional reliever inhalations of Syiggisjieort
~ as needed

e [he use of a separate reliever inhaler I
required*
*A sh&t—a&ymmgmyﬁmm-urgllmnl Lfév%lnmgeaﬂag e m e nt

! '\1



NiayassSymbicort® suitable
Orabeth maintenance angl_g@vé?‘.b—

WIEapY? -

 —ll
s

Lorie)clgiigleppieizizlelo)glis)
'Jron" 1odilators are not all the same
or oterol has rapid bronchodilator
VIty

= ;aster than salmeterolt
- —Similar to salbutamol?

e Symbicort relieves bronchoconstriction
faster than Seretide3

* Palmqvist et al. Eur Respir J 1997,
* Seberova E, Andersson A Respir. Med. 2000;
* Palmqvist M, et al. Pulm Pharmacol Ther 2001



- 200/12ug

** . dosage adjustable; Doses refer to total daily maintenance dose

400/12ug  800ug
= zed 200/12ug | 800ug | 200/12ug
e X
F=——onille 400/12ug 400/12ug
Compass | 400/12ug 800/24ug  100/500ug
b 3 S b S
Cosmos 400-800/12-2 100/200-1000
_ . 4ug = Mg
: budesonide; § : plus SABA reliever medication; . also LABA reliever medication;




Pverallfconclusions:of:Symbico
SIARIFStudies,,.. -

Svrrloiedr J} RILconsistentlyareduces the riateic
mmrr ALIONS compare O OLREr treatments
rliejni=e ose ICS + as needed SABA! 23

rwd b‘se Symbicort + as needed SABA or LABA?

Japf = e + as needed SABAS ©

— ,\/ 1cort SMART achieves this with

== Ess use of reliever medicationt 236
'Er"‘_:--

-

~— = a lower steroid load! 234>

,ﬁ

10

o ‘_S*ym'bicort SMART is potentially more convenient than
multiple inhalers and is a significant therapeutic advance
iIn the management of asthma

* Rabe et al, CHEST 2006 4. Rabe KF et al. Lancet 2006
* Scicchitano et al, Curr Med Res Opin 2004 5. Kuna et al. Int J Clin Pract 2007.
* O'Byrne et al, Am J Respir Crit Care Med 2005 6. Vogelmeier et al. Eur Respir J 2005



rlow c rescrlbe‘SvW’
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e

Triis w]ll-g ' upon ’the severity of asthma of the
]nd]v]dg:

-.:.—,;','_
-'J' -

_ --th--r

: Hﬁﬁ ary Care The majority of patients will be
'.:_-' 2ll*controlled on:
» Symbicort 200/6, 1 inhalation bd plus as needed

|
1\,.

Wl
| 1,;'1 #

L
- -——
—

—

- e Secondary care
e Symbicort 200/6, 1 or 2 inhalations bd plus as needed



Adults

Patients should sfart treatrment at the step mest apprepriate fo the
initial severity of their asthma. Check concerdance and reconsider
diagnesis if response to treatreent is unexpectedly poor.

Add inhaled stereid 200-500
mt;!:.'l:ll'.-"

200 mcg s an appropriate
starting dose for many patients

Inhaled short-acting B,
agonist as required
Sart at dese of inhaled

steroid appropriate to
severity of disease,

1. Add inhaled lorg-

2. agenist (LABA)

3. Assess contrael of

= good response t
LABA - conginue

= benedit from LA
conirel still inad
- portinue LABA
increase inhaled
aose to §I0 mog
nat already an t

® el resparise b |

- =op LABA ama il
inhaled steraid &
mcgl day.” i cor
stll inadequate
trial of other thm
leukotriens rece
antagonist or 5B
theanhyllire

Imitial add-on o

 STEP1 bt

HMild intmrmmittent asthnma

—Iﬁﬂﬂ

Consider trials of:

= increasing inhaled steroid
up to 2000 mcg/day*

= addition of a fourth drug
e.g. leukotriene receptor
antagonist, SR theophylline,
[}, agonist tablet

Persistent poor control

teroid tablet
ose providing
ontnal

igh doze inhaled
000 meg/day®

ther treatrents o
e e of steroid

it for specialist cars

BOF ar equivalent




Adults

Patients should sfart treatrment at the step mest apprepriate fo the
initial severity of their asthma. Check concerdance and reconsider
diagnesis if response to treatreent is unexpectedly poor.

Inhaled short-acting B,
agonist as required

 STEP1 bt

HMild intmrmmittent asthnma

Add inhaled stereid Zm0-800
mt;!:.'l:ll'.-"

200 mcg s an appropriate
starting dose for many patients

Sart at dese of inhaled
steroid appropriate to
severity of disease,

theonbyllire
_stery
SYMPTOMS VE

1. Add inhaled lerg-acting
3. agenist (LABA)
2. Aszess contrel of azthma:
= good response ta
LABA - corzinee LAEA
= benedit from LABA but
contral still inadequate
- pordinue LABA ara
increase inhaled steroid
diase to 00 mogiday® [if
nat already on this dose)
= b responise b LABA
- =op LABA ana increase
inhaled steroid so 8OO
mcg day.” i contral
stll inadequate, institute
trial of ather therapies,
leukotriens recepior
antagonist or 5B

up o 2|
= additio
e.g leu
artago:”

Use daily steroid tablet
in lowest dose providing
adequate control

Maintain high dose inhaled
steroid at 2000 meg/day*

Consider other treatments to
minimise the use of steroid
tablets

Refer patient for specialist care

Continuous or frequent
use of oral steroids




Children age 5-12 yrs

Patients should start treatment at the step most appropriate to the
initial severity of their asthma. Check concordance and reconsider
diagnosis if response to treatment is unexpectedly poor.

Use daily steroid tablet
in lowest dose providing
adequate contral

Increase inhaled steroid up to
800 mecg/day*

Maintain high dose inhaled

1. Add inhaled long-acting , steroid at 800 mcg/day?*
agonist (LABA)
Add inhaled steroid 200-400 2. Assess control of asthma: Refer ta respiratary
mecg/day* (other preventer * good response to LABA paediatrician
. drug if inhaled steroid cannot i cnntlnu_e LABA
Inhaled short-acting f, be used) 200 mcg is an * benefit from LABA but
agonist as required appropriate starting dose for control still inadequate

- continue LABA and
increase inhaled steroid
dose to 400 mcg/day* (if
not already on this dose)

many patients

Start at dose of inhaled
steroid appropriate to

severity of disease. * no response to LABA

- stop LABA and increase
inhaled steroid to 400
mcg/ day.*If control

st?ll inadequate, ins.titute

korone o e EPS

beiylline | STEP 4 use of oral steroids
STEP 3 Persistent poor control
STEP 2 Initial add-on therapy

STE P 1 Regular preventer therapy

Mild intermittent asthma * BDP or equivalent

SYMPTOMS TREATMENT




Children Less than 5 yrs

Patients should start treatment at the step most appropriate to the
initial severity of their asthma. Check concordance and reconsider
diagnosis if response to treatment is unexpectedly poor.

Refer to respiratory
paediatrician.

In those children taking
inhaled steroids 200-400
mcg/day consider addition
of leukotriene receptor
antagonist.

Add inhaled steroid 200-400
mcg/day**

or leukotriene receptor
antagonist if inhaled steroid
cannot be used.

Inhaled short-acting [,
agonist as required In those children taking

a leukotriene receptor

) antagonist alone reconsider
Start at dose of inhaled addition of an inhaled steroid
steroid appropriate to 200-400 mcg/day.

severity of disease.

In children under 2 years
consider proceeding to step
4.

STEP 4

STEP 3 Persistent poor control
STEP 2 Initial add-on therapy
STEP 1 Regular preventer therapy

Mild intermittent asthma * BDP or equivalent _ .
t Higher nominal doses may be required if drug delivery is difficult

SYMPTOMS TREATMENT




Asthmarcontrol Test™ (ACT)
IINENIESITWEEKS, how'much of the timerdid yourga you from i
. getting as much dorﬁzmpfk, school or at home?

All of -I Most of 2 Some of 3 ¢ @ None of
the time the time the time : k ‘the time

fDurlng the past 4 weeks, how: often have you had shortness
8 of breath?

More than Dnce 3 to b times or "y
o 1 2 ) EEe [

i During the past 4 weeks, how often did your asthma symptoms
(JVL ezmg, coughing, shortness of breath, chest tightness or pain)
= Wake vou up at night, or earlier than usual |n the morning?

— 4 or more 1 2 or 3 nights 2 Once o 4 '_ Not at all e D

== nights a week a week aweek e |
L=

= . During the past 4 weeks, how often have you used your rescue
inhaler or nebulizer medlcatlon such as salbutamol)?

3 or more 1 or 2 times 2 or 3 times Ince ;
times per day per day 2 per week Not at all e D

. How would you rate your asthma control durlng the past
Not controlled 1 Poorly 2 Somewhat VA Y Completely
at all controlled controlled _ i controlled

Copyright 2002, QualityMetric Incorporated. I . I
Asthma Control Test Is a Trademark of QualityMetric Incorporated. Patient Total Score




- % QIFJ

/

BEESStTitazoyal CIIEGE o
iVsIiEians.of | ondon.three questions

IN THE LAST WEEK / MONTH

YES NO

“Have you had difficulty sleeping because of your asthma
| symptoms (including cough)?”

- 1| "Have you had your usual asthma symptoms during the day
= = (cough, wheeze, chest tightness or breathlessness)?”

“Has your asthma interfered with your usual activities
B (e.g. housework, work, school, etc)?”

Date / /

Applies to all patients with asthma aged 16 and over.
Only use after diagnosis has been established.

Outcomes and audit. Thorax 2003; 58 (Suppl I): i1-i92



GOEJI

NICE

I

/ “"fjl“--j :r gnOSIS

o) Mf Jof: moking
fiective inhaled therapy

=% /ccess to pulmonary rehab

-F'-"

ﬂ ‘Prevent and treat

e

- _exacerbations
~ o Multidisciplinary working

N
)
—,
E.

1. NICE 2004
2. Pauwels RA et al. 2001.

GOLD?2

Prevent disease progression
Relieve symptoms

Improve exercise tolerance
Improve health status

Prevent and treat
complications

e Prevent and treat

exacerbations
Reduce mortality



MANAGEMENT OF STABLE COPD

Patient with
COPD

Assess Symptoms/Problems

Manage those that are present as below

ar i

VAN

Patients with COPD should have access to the wide range of
skills available from a multidisciplinary team

“ /L

/

'

\

YN\

Smoking

Breathlessness
& exercise
limitation

Frequent
exacerbations

Respiratory
failure

Cor
pulmonale

Abnormal
BMI

Chronic
productive
cough

Anxiety &
depression

Palliative Care




BREATHLESSNESS AND EXERCISE LIMITATION
U

» Use short-acting bronchodilator prn (beta,-agonist or
anticholinergic)

o If still symptomatic try combined therapy with a short-acting
beta,-agonist and a short-acting anticholinergic

o |f still symptomatic use a long-acting bronchodilator (beta,-agonist
or anticholinergic)

* In moderate or severe COPD:
If still symptomatic consider a trial of a combination of a long-acting
beta,-agonist and inhaled corticosteroid. Discontinue if no benefit
after 4 weeks

Stop therapy if ineffective

* If still symptomatic consider adding theophylline

® Offer pulmonary rehabilitation to all patients who consider themselves
functionally disabled (usually MRC grade 3 and above)

® Consider referral for surgery: bullectomy, LVRS, transplantation
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fms and prevent Symptoms

R duce frequency and severity of
"~ exacerbations

'd"\-h-r-'

_._,-—__

w_,..; 'E[mprove health status
=« Improve exercise tolerance



amonly used fo

nhaled Eﬁ‘a

t=acting
S ﬁrt -acting 5, agonists (SABA)
“hort -acting anticholinergics

= z@ng acting

w

_o-‘_,.-.

-;_"’}-_ — Long-acting B, agonists (LABA)

i

| I;'E“i 'W't'fthll

e

— Long-acting anticholinergics
e Inhaled corticosteriods (ICS)

— Combination long acting 3, agonist /
corticosteroids (LABA / ICS)
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(D
/

Ap) ]I]I'F;"\' PDEe more active
: Ba __r quallty of life
= o I broved health status

.-. .
_,:-'-

-i*:-fReduced mortality
~ e Reduction in exacerbations
o FEV,?

— Would not expect to see improvements in
FEV, over time

———

i
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*Also ask about an activity that they would like to be able to
do more easily, and assess any difference after treatment

1. Jones, P.W. (2001) Health status measurement in chronic obstructive pulmonary disease. Thorax 56, 880-887




management of stable .

Jse sh rr~r1(*rmr orogieriociEitor Glrltlegelislgreic o

agonist) as needed

. 2

Ifi still symptomatic, try combining
therapy with a short-acting B, agonist

and a short-acting antlchollnerglc

-
S e
i
——

= .Lgtlll symptomatic, use a long-acting bronchodilator
f (anticholinergic and / or B, agonist)

In moderate or severe COPD:

If still symptomatic, 2 or more exacerbations consider a
combination of Iong acting bronchodilators and inhaled
corticosteroid

. 3

NICE Clinical Guideline. chron otk SV REOMALIC .. CnSider AddiNg.L0 R IO condary care, 2008



| ";-' _ -ra-ithagnosed COPD where
~ breathlessness is the presenting

St Ime treatment 1n newly

Symptom

‘First aid’ treatment for breathlessness
at all stages of the disease
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Logicjpzle 'ﬁg%g(am

3: J e “. J -

il ormoterol

eJ e need for short acting rescue
nchodilators

Ewrove guality of life

; ,g M ay improve symptoms
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SEIme asishort-acting but last
OI 2R eUrS

i Salmeterol has slower onset
= @f action than formoterol

—W--
il =

i:‘“fﬂ': e Side effects, cautions and

~ interactions: same as short-
acting but may also cause
hypertension; elevated
cardiac risk
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Aritieno)ligEie]fes

hibit muscarinic receptor
-6rk by blocking
- -r- rasympathetlc nervous system

—_

;;° educes contraction of airway
& Smooth muscle (rather than
= causing bronchodilation)

-~ * Reduce viscous mucus
secretions

¢ Anticholinergic drugs act on
cholinergic tone, the only
reversible mechanism of COPD

in COFD, cholinergic tone contributes to airway
narrowing (bronchoconstriction: and decreases
the amount of air that can be exhaled (air trapping)
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Ipratropium bromide
Shiould be used four-
;—ﬁm Es a day

= Usually given in

ﬂ-_'

= = combination with

=

-~ salbutamol

e Non-selective binding to
M, M, M, receptors in the
smooth muscle

e (Combivent inhaler
discontinued June 2008)

4 I_..|

—




BolIg=acting anticholiner

fiotrepium) 18/ mcg dry y

JOWErF Capsule | e
f o) roplum 2.5 mcg soft
Hist inhaler (Respimat)

' _ﬂNorks on the
~ parasympathetic
nervous system:

| |'irﬂ
|"1

JI

1. Vincken,W. et al. (2002) Improved health outcomes in patients with COPD during 1 yr's treatment with tiotropium. Eur Respir. J 19, 209-216
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i rrec"- e 0 Severe 0'
(FF\ <50% predicted)

. -% e uce exacerbation rates
3 __: educe rate of decline in health

il
__ glr—

g.i':':j_; related quality of life
e All studies carried out on high dose
e Long-term side effects




11 JEJJ:‘%J

rilee. ter0|ds in
ch_m: ation with
sronchodilators

v ence shows fewer
= ._-;;: _cerbatlons and slower

L
G0

..—-—- —_———

,___;,-fr-edﬂctlon in health status

, . Recommended if:
o FEV, <50%

e 2 Or more exacerbations in a
year

e Side effects: oral
candidiasis, hoarse voice,

clein hriiicinAa

I'

Corijee ~tere-ig1_s_i1£0ﬂ3.) —

»Oral steroids

eRecommended for use
In exacerbation when
there is insufficient
response to increased
bronchodilators

eRegular use not
recommended in COPD

eNumerous side effects
with long term use of
oral preparations
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mblnatlcaﬁ.hlnhalers"?&

S/ sicort 400 Turbohaler and
“‘etide 500 Accuhaler

edlice exacerbation rates
. educe breathlessness

_i_-

—
_‘..._
_|=.|‘-—:_._r-—

= - Improve health status
‘e Improve lung function

Inhaled steroids not licensed for use
in COPD except as combination



-
SlEIttierapy:in COPD s«

e [

m mucus thus aiding expectoration. Reduce
éxacerbatlons when they work

A'ntldepressants
— Screen all severe patients for depression and anxiety




Whet.do we know about

mproving survival in

STOKING| Cessation®?

PD?

=g - ¥

e

——

i - gl R e E
e “u

l o '-"é oxygen therapy3+*

.-'-_".

. Eu ng volume reduction surgery>

. .Can pharmacotherapy Improve, suryiyal?®

Chronic Conditions Thorax 2004, 3. Nocturnal Oxygen Therapy Trial Group. Ann Intern Med 1980, 4. MRC Working Party. Lancet
1981., 5. Fishman et al. N Engl J Med 2003., 6. Celli BR. Predicting mortality in chronic obstructive pulmonary disease: chasing the
“Holy Grail”. Am J Respir Crit Care Med 2006; 173: 1298-1299



JIOREH: mainobjective

Ehimiar iy objective
Trig e ;fect of: Seretide™ 500 Accuhaler™vs control on

gllIE m Ise mortality over 3 years in patients with
:r oderate-to-severe COPD

.,_-

%bndary objectives
— The effect of Seretide™ 500 Accuhaler™ on the rate of
=~ moderate and severe exacerbations over 3 years

— The effect of Seretide™ 500 Accuhaler™ on health
status (SGRQ) over 3 years

— Post-bronchodilator FEV,

SGRQ = St. George’s Respiratory
Questionnaire Vestbo et al. Eur Respir J 2004

.--_-—"
s —-—‘
.-I-"'_

i
o _..--
F"_'___.___'-h-
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Effle CEUSS dw -ﬁ

. e —

Visrtality: benefits are |mportant but may
02 of Iru reIevance I other endpoints are

J’JO" F :_
= S Jihree pillars of COPD management

f’Exacerbatlons
— Health status
— L.ung function

11

I|I
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JOREK results: Summe

Seretide™ 500, ""shows a trend towards
inf] r)roved% VS contrel over 3 years which is
IOIIES r«J rué caIIy significant

. e —

u—,
e T -
o
=

Se ™ shows sustained
hon reduction over 3 years vs control

F;;j

'l: _.'

'I'

%

_f-};

-
__...--'- g
e

_-2_:"

—Careh ™ improves and sustains quality

,—t_,_——

dT Ilfe over 3 years vs control

—
——

'| W

" e Patients feel better for longer on
™ (yvs control)

GSK Data on File SERTCODOF012 <50% FEV,




Nayy Ejgs

free deTM 500 Accuhaler™ is now
glel t°ated for the symptomatic treatment
_;_-:e Jpatlents with COPD with a FEV, <60%

- i

= predlcted normal (pre-bronchodilator)
~ and a history of repeated exacerbations,
who: have significant symptoms despite
regular bronchodilator therapy !

1. Seretide SPC (July 5* 2007)

SFC/SLK/07/32758/1 September 2007



Investigating New Standards
for Prophylaxis In Reduction
of Exacerbations

INSPIRE study
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OPJECUIVES . J“"'

R B

) . — - -

Q'Jj?‘f'*" Ve
TS sudy: the relative effects of Seretide® 500
r\c* haler® b.d. (salmeterol 50mcg/fluticasone

“ﬁa op|onate 500mcg) and Spiriva® Handihaler®

_-aj(tlotroplum bromide) 18mcg o.d. on the rate

~ off healthcare utilisation COPD exacerbations
and related outcomes over 104 weeks in
subjects with severe COPD.

——
—

_.lﬁl
-

Accuhaler and Seretide are registered trademarks of the GlaxoSmithKline group of
companies
Spiriva and Handihaler are registered trademarks of Boehringer Ingefeaimungal et al. J COPD 2007



Hrlmrjr\/ ENdDDI
r][ﬁ f healthcare utilisation exacerbations
Ocngg idpoints
. %~ %f symptom-defined exacerbations
=== 1me to withdrawal
'-_; == Post dose FEV,

— Health status as measured by SGRQ

— All-cause mortality

— Adverse events & AEs of special interest

FEV, = Forced Expiratory Volume in 1 second
SGRQ = St George’s Respiratory Questionnaire

Seemungal et al. J COPD 2007




Overall Study Conclusions s
Sieihead to head!stildy of two) of the: main
r)'narm: _C O'J dl agentsiused in the management: of
COPD), |

NG rhrrﬁ 2nces between the treatments for

mm_rrf ation rate and lung function at 2 years.

= Biggest diary card data set on exacerbations and
= "—"- 1fferent types of exacerbations produced to
date

- — Nature of the exacerbations appears to be
different
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© hadk

eyerall Study Conclusions
- -
PEUERLS 0S| OmpaRed.
lmr)rowc Jsustained Heathr Status.

chrp aIIy significant: reduction in all cause mortality
More on umonlas were reported on SEC than on
Q
_;;._;_-; hese do not appear to have led to increased mortality
or detriment in health status
— Tms study provides important new findings for the

- understanding of COPD exacerbations.

0SE 0




SYAllFpatients were allowed to use all other
espiratory medications, except inhaled

= anticholinergics. Patients were then randomised to

= receive tiotropium or placebo (control):

SPIRIVA

tiotro pll.lﬂl




SPIRIVACATiotropium) demonstrated
Ionr~ Sl sustained IMmprovemERTSHRRS
BEFlnction Vs. control

Wrn SRS PIRINVAGEIG IO

sl]E:‘r. : Eiale Of deC“ne SPIRIVA achieved and sustained significant improvements in lung
]n 1 ng fu nCtion the function (pre- and post-bronchodilator FEV1) over 4 years vs. control'
S 7

Piiiany stiidy’ endpoint, e
ll‘ sehieved and 1.40
stalned lUng| function TEifepan

improvements vs.

:LTJ-'

FEV, (litres)

= —_r:c control1 = Placsbo

_‘. = 3 1.10 Tiotropium

(n=2494)

— SPIRIVA sustained | (5365
Improvements vs. | 24 30 36 42 48

control for up to 4 years, ! Month
delaying the clinical
course of the disease!

SPIRIVA

tlotroplum




SPIRIVA achieved sustained long=s
IEITINITPIOVEMERLES| N qUality o lifie

V5, CONIC

Jé RIVA sustained statistically significant
Igle provements in guality of life

.-0tal SGRQ score) for up to 4 years vs. control’

- -—"r .-.'_._ e

T

s
—_—
—

i—

h

o .;_—' ~ e An improvement of = 4 units is clinically significant

=
e

— Patients did not return to baseline SGRQ score over

SPIRIVA

the 4 years of the study!

tiotro pll.lﬂl




sPIRIVAYachieved along-term;
EElEHon 1N CORD exacerbatiens vs. =

IRIVASSIgnificantly delayed time to first
Xeeenpation vs. control*

~ — SPIRIVA significantly reduced the risk of

exacerbations for up to 4 years vs. controlt

e 14% reduced risk of exacerbations (p<0.001)
e 14% reduced risk of exacerbations leading to hospitalisations (p=0.002)

™ SPIRIVA

tmtroplum

-|i




il5t o treatment, SPIRIVA FeGUCEC

Protocol-defined 30-day follow-up
end-of-treatment period
(day 1440) (day 1470)

— Effect became non-significant
within the 30-day follow-up period
(day 1470) when, according to [ Tt
protocol, patients were S ———————
discontinued from their study

SPIRIVA

tmtroplum




' - —
lighigiErdevices, - ‘%&’ '

Cogsidsrs

Patient preference
“Ability, physical and cognitive "4
~= [lfestyle

= -'"Cost effective (e.g.Seretide MDI versus

‘\\

= —

~training
- Check inhaler technigue regularly

Nebulisers should not be given without specialist
assessment

Which inhaler device would you consider for
an elderly patient with RA and poor vision?
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_)r‘ll ,er hlgh concentratlon
_ or drugs directly to lungs &
mnchloles while reducing

_;;: S—
Ton

i.g - systemic side effects

——

—
T
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IiIigRsECidy Stebart Iorry doing 70 m|Ies PEr
JOUIRoN a country lane trying to round the
F bends!

= -Néeds to be slowed down to negotiate the
bends



e T

~)F)e er .7 . -
i . J i

1 : - o

SEVElEl types available:
rloldifig eplzipsicuogs
WFl\/ Vel F\'/e

/el Iur"* {need for hand
felug) co =ordination

cer should be
mpatlble with MDI

e — = —— () BTS 2003

Volumatic

AerﬂCImmbé} I

FH!

Faor comrpiee ratwcicra, roe ol

T Ty




- S—a
RECOTN ndat-jgggabouﬁ-gpa@g"

zlfliflefis

zlf] nu jere than monthly as more freguent
le anin 1§ affects performance (due to a build up
Astatic)

Cle ﬁWlth water and washing up liguid and leave

Efﬁfalr dry.

- Wipe mouthpiece clean of detergent before use
NOTE — Volumatic (large volume) spacer

discontinued in October 2005 and reintroduced
in Feb 2006

C]
Claz)
c
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Dr\/ p@\ \ erﬂ%ies‘_ﬁ

'\.-.. ik

Triing :dr / Stobart lorry trying to round a
fof_ LRy I_3end from stationary!!

S
i — e
—

- —
- I e S
- e

- Needs acceleration
to get around the bends




Wiietthe gt:li‘q@i.nessayf’- —

IISNIIESE Casest bronchodilator therapy should be
rjrlrmnu- ‘using a hand held'inhaler device (including
el sgacerae if appropriate)

ERalthe most suitable device (remember that not all
crifejs come in all devices)

s Pa =r ts must be trained in the use of the device and be
- —ab )le tor demonstrate it's use satisfactorily

= *Patlents should be reassessed and re-taught correct
— technique regularly

e The dose of medication should be titrated to clinical
response
NICE Guidelines (Thorax 2004)



[p) ziclefjE[e)g BN

= —

the atlent now what to take and

Jowﬂé e patlent know how to store the
= med lcatlon safely?

== iWﬁat is the patient actually doing with the

——— .—1:_,_—-

= ~ drugs once home?
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