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From the Global Strategy for the Diagnosis, Management and Prevention of COPD, Global Initiative for Chronic Obstructive Lung Disease (GOLD) 2017. Available from: http://goldcopd.org.
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Brusselle G et al. The inevitable drift to triple
therapy in COPD. Int J COPD 2015

Methods: This was a historical analysis of COPD patients without asthma from the
Optimum Patient Care Research Database (387 primary-care practices across the UK)
from 2002 to 2010. Patient disease severity was classified using GOLD 2013 criteria.
Data were analyzed to determine prescribing of TT before, at, and after COPD
diagnosis; the average time taken to receive TT; and the impact of lung function
grade, modified Medical Research Council dyspnea score, and exacerbation history on
the pathway to TT.

Results: During the study period, 32% of patients received TT. Of these, 19%, 28%,
37%, and 46% of patients classified as GOLD A, B, C, and D, respectively, progressed to
TT after diagnosis (P,0.001). Of all patients prescribed TT, 25% were prescribed TT
within 1 year of diagnosis, irrespective of GOLD classification (P=0.065). The most
common prescription pathway to TT was LABA plus ICS. It was observed that
exacerbation history did influence the pathway of LABA plus ICSto TT.
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Lopez-Campos JL. Determinants of medical prescriptions for COPD
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Lopez-Campos JL. Determinants of medical prescriptions for COPD
care: an analysis of the EPOCONSUL clinical audit.
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Palmiotti GA. Adherence to GOLD guidelines in real-life COPD
management in the Puglia region of Italy.
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Palmiotti GA. Adherence to GOLD guidelines in real-life COPD
management in the Puglia region of Italy.
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COPD Definition

Chronic Obstructive Pulmonary Disease (COPD) is a
common, preventable and treatable disease that is
characterized by persistent respiratory symptoms and
airflow limitation that is due to airway and/or alveolar
abnormalities usually caused by significant exposure to

noxious particles or gases. . .
P 8 Inflammation (local-systemic) ?

Smoking ?

Exacerbations - Morbidity ?
Progression in natural history ?

COPD: Risk factor for comorbidities ?



ABCD assessment tool

Assessment of
symptoms/risk

Spirometrically ) Assessment of )
of exacerbations

Confirmed Diagnosis airflow limitation

Moderate or Severe
Exacerbation History

22 or
2 1 leading
to hospital
admission

Post-bronchodilator
FEV,/FVC < 0.7

Oorl
(not leading
to hospital

OLD 4 <30 admission) o o e
""""""""" ! CAT<10 i! CAT>10 !
Symptoms

FIGURE 2.4



W7y,
AT

%

ABCD Assessment Tool

Consider two patients:
Both patients with FEV, < 30% of predicted
Both with CAT scores of 18

But, one with in the past year and the other
with in the past year.
Both would have been labelled in the prior classification
scheme.

With the new proposed scheme, the subject with 3 exacerbations in
the past year would be labelled GOLD grade 4, group D.

The other patient, who has had no exacerbations, would be
classified as GOLD grade 4, group B.



Summary

¢ Diagnosis

* Assessment of severity of airflow obstruction (for prognosis)

¢ Follow-up assessment

» Therapeutic decisions.

- Pharmacological in selected circumstances
(e.g., discrepancy between spirometry and level of symptoms).

- Consider alternative diagnoses when symptoms are disproportionate to degree of airflow
obstruction.

— Non-pharmacological (e.g., interventional procedures).

» ldentification of rapid decline.

TABLE 2.6
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h ¥ Management of Stable COPD
RS
Once COPD has been diagnosed, effective management should be
based on an individualized assessment to reduce both current
symptoms and future risks of exacerbations.
} GOALS FOR TREATMENT OF STABLE COPD ’
¢ Relieve Symptoms
¢ Improve Exercise Tolerance REDUCE SYMPTOMS
¢ Improve Health Status
and
¢ Prevent Disease Progression ]
e Prevent and Treat Exacerbations REDUCE RISK
TABLE 4.1 ¢ Reduce Mortality

© 2017 Global Initiative for Chronic Obstructive Lung Disease
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} INITIAL PHARMACOLOGICAL TREATMENT

AQAVIFA SN s

LAMA/LABA: Group D when CAT>20 irrespective of stage (spirometry)

LABA/LAMA/ICS: nowhere in initial Tx irrespective of spirometry, asthma-overlap,

eosinophilia+ exacerbations

exacerbations . i i
inot leading to A Bronchodilator A Long Acting Bronchodilator
hospital admission) (LABA o5 LAMA)
mMRC 0-1 CAT < 10 mMRC = 2 CAT 2 10 ‘

FIGURE 4.1

Definition of abbreviations: eos: blood eosinophil count in cells per microliter; mMRC: modified Medical Research
Council dyspnea questionnaire; CAT™: COPD Assessment Test™.

© 2017 Global Initiative for Chronic Obstructive Lung Disease



Group B

Initial therapy should consist of a long acting bronchodilator (LABA or
LAMA).

Long-acting inhaled bronchodilators are superior to short-acting
bronchodilators taken as needed i.e., pro re nata (prn) and are
therefore recommended.

> 2 moderate
exacerbationsor =1
leading to
hospitalization

0 or 1 moderate
exacerbations
(not leading to

hospital admission)

I mMRC = 2 CAT 2 10 I

mMRC 0-1 CAT < 10

FIGURE 4.1

© 2017 Global Initiative for Chronic Obstructive Lung Disease



Group B

There is no evidence to recommend one class of long-acting
bronchodilators over another for initial relief of symptoms in this group
of patients.

In the individual patient, the choice should depend on the patient’s
perception of symptom relief.

[ For patients with severe breathlessness initial therapy with two]
bronchodilators may be considered.

patients are likely to have comorbidities that may add to their
symptomatology and impact their prognosis, and these possibilities
should be investigated.

© 2017 Global Initiative for Chronic Obstructive Lung Disease



Modified MRC dyspnea scale

’ MODIFIED MRC DYSPNEA SCALE® ’

PLEASE TICK IN THE BOX THAT APPLIES TO YOU | ONE BOX ONLY | Grades0-4

mMRC Grade 0. | only get breathless with strenuous exercise. |:|
mMRC Grade 1. | get short of breath when hurrying on the level or walking D
up a slight hill.
mMRC Grade 2. | walk slower than people of the same age on the level because
of breathlessness, or | have to stop for breath when walking on |:|

my own pace on the level.

mMRC Grade 3. | stop for breath after walking about 100 meters or after a few I:]
minutes on the level.

mMRC Grade 4. | am too breathless to leave the house or | am breathless I:l
when dressing or undressing.

* Fletcher CM. BMJ 1960; 2: 1662.
TABLE 2.5



Group D

In general, therapy can be started with a LAMA as it has effects on both breathlessness
and exacerbations.

For patients with more severe symptoms (order of magnitude of CAT™ > 20), especially
driven by greater dyspnea and/or exercise limitation, LAMA/LABA may be chosen as
initial treatment based on studies with patient reported outcomes as the primary
endpoint where LABA/LAMA combinations showed superior results compared to the
single substances.

An advantage of LABA/LAMA over LAMA for exacerbation prevention has not been
consistently demonstrated, so the decision to use LABA/LAMA as initial treatment
should be guided by the level of symptoms.

> 2 moderate
exacerbationsor=1

leading to
hospitalization

0 or 1 moderate
exacerbations
(not leading to

hospital admission)

mMRC 0-1 CAT < 10 | mMRC > 2 CAT 2 10 |

FIGURE 4.1
© 2017 Global Initiative for Chronic Obstructive Lung Disease



Group D

In some patients, initial therapy with LABA/ICS may be the first choice.

This treatment has the greatest likelihood of reducing exacerbations in
patients with blood eosinophil counts > 300 cells/pL.

LABA/ICS may also be first choice in COPD patients with a history of asthma.

ICS may cause side effects such as pneumonia, so should be used as initial
therapy only after the possible clinical benefits versus risks have been
considered.

‘ > 2 moderate

exacerbationsor =1
mMRC 0-1 CAT < 10 | mMRC 2 2 CAT > 10 |

leading to
hospitalization

0 or 1 moderate
exacerbations
(not leading to

hospital admission)

FIGURE 4.1

© 2017 Global Initiative for Chronic Obstructive Lung Disease
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A

Ymrapyer kivbuvog

1 wvevpoviag

eTTTALOV ava £10¢ yia kaBe
33 aoBeveigutrd Beparmeia

EmmAfov, av mapakoiouBouoayue 1.000 aoBeveig yia 1 £vog (1.000 patient-years) avapévoupe va doupe:

TpirAf Oeparreia UMEC / VI

Mérpieg/ oofapég
mapofuvotis 922,8 1147,6
(ave 1000 patient-years)

MNvevpovieg
(ava 1000 patient-ysars) 95.8 61,2
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RS LAL e A4t

TRy ey Yy
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1. Lipson DA et al. NEJM 2018: dol: 10.1056/NEMNMoa1713901 2. Linpson DA et & NEIM 2018: dot 10.1056/NEMoa1713901 (supplementary)



FIGURE 4.2
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Treatment of stable COPD

Figure 4.3 suggests escalation and de-escalation strategies based
on available efficacy as well as safety data.

The response to treatment escalation should always be reviewed,
and de-escalation should be considered if there is a lack of clinical
benefit and/or side effects occur.

De-escalation may also be considered in COPD patients receiving
treatment who return with resolution of some symptoms that
subsequently may require less therapy.

Patients, in whom treatment modification is considered, in
particular de-escalation, should be undertaken under close medical
supervision.

We are fully aware that treatment escalation has not been
systematically tested; trials of de-escalation are also limited and
only include ICS.

© 2017 Global Initiative for Chronic Obstructive Lung Disease
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Inhaled Corticosteroids in COPD: Friend or Foe ?

Agusti A, Fabbri L, Singh D, Vestbo J, Celli B, Franssen F,
Rabe KF, Papi A.

STRONG SUPPORT CONSIDER USE
History of hospitalisation(s) for ECOPD*
22 moderate ECOPD/year* 1 moderate ECOPD/year*
Blood eosinophils >300 cells/pL Blood eosinophils 100-300 cells/pL

History of, or concomitant, asthma

*despite appropriate long-acting bronchodilator maintenance therapy

Abbreviations: ICS, inhaled corticosteroid; COPD, chronic obstructive pulmonary disease; ECOPD, COPD exacerbation.

Eur RespirJ 2018
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Assessment of Exacerbation Risk

COPD exacerbations are defined as an acute worsening of respiratory
symptoms that result in additional therapy.

Classified as:
Mild (treated with SABDs only)
Moderate (treated with SABDs plus antibiotics and/or oral
corticosteroids) or
Severe (patient requires hospitalization or visits the emergency
room). Severe exacerbations may also be associated with acute
respiratory failure.

Blood eosinophil count may also predict exacerbation rates (in
patients treated with LABA without ICS).



Baowka onpeta kpttikne GOLD 2019

*  Anokpuyn tn¢ MPOOSEVTIKAG CUV TW XPOVW EMLEEIVWONG TNG VOOOU KAl TNG
avanogeuktng PuoLkng mopeiag TnG.

*  YnoBaOuion tng ompoustpnonq (o3 spvai\ao dLayvwong povo & oe usoo
a€loAoynong-mpofAn uattouou gav eivat Sucavaloyn twv oup.ntwp.atwv Aev
ouunspthauﬁavewt oUtTE oav napauerpoq omv oLPXLKN Gepaneta, oUte ocav
AP AETPOC TTAPaKOAOUONGNG, OUTE Gav MAPAUETPOG TPOTOnoinong tng Ospamneiog.

* ‘lowg Ba Empemne va yivetal PeyaAUTEPN EKUETAAAEUOH TNG OTILPOUETPNONG KOL OE
aAAeg napapétpoug (FVC, IC, SVC, SAD)

* JIwoTtA n ouvaéloAoynon tou ctadiou cofapotntac (FEV1-pb %pred) kat tou
grunédou eA€yyou tng vooou (ABCD) . Oyt novo ABCD.

e Itnv apxikn Oeparneia, LETA TNV AKUPWON TNG OTILPOUETPNONG, OUCLAOTLKA
kartapyeiton kot to ABCD, ddopévou otL n npwtn entAoyn navtou eivat LAMA (kat og

ao0evn pe FEV1 65%, Suonvoia 2 ko 0 napouvoelg (B) kat oe acOevi pe FEV1 35%,
duonvowa 4, CAT 18, Eos 150 kaw 4 mapoéUvoelg + 2 voonAeieg(D)).

mMRC = 2 gival cofapn dvonvola
MouBeva otnv apykr Oeparneia to LAMA/LABA ektog ano D pe CAT>20.

MouBeva otnv apykr Oepaneia to LAMA/LABA/ICS (ACO ??, napofUvoelg o€
nwotvodlAikn XAN 2?)




Baowka onpeta kpttikne GOLD 2019

e [ote Oa yivetal o emaveleyxog ?
e JTOV EMOVEAEYXO Katapyeital emionpo to ABCD

e AKOMO KOL EQV OTOV ETIAVEAEYXO OTOXEUOUE KAl O€ ETILUEVOUOO SUOTIVOLA KOlL O
EMLUEVOUOEC Mapoluvoelg, anod LAMA (i LABA) mape og LABA/ICS gav ta Eos>300,
OTEPWVTAG TO 2° BpoyX0oSLOOTAATIKO ATtO TOV ETtiHOvVA SUCTIVOIKO AoBevN.

*  AMOKALMAKWON (ICS) uovo o€ vevpovia & coBapeg napsvspvstsq, LN QVTOTIOKPLON,
e€apxnc un avaykaia xopnynon. OXI amokALLAKwWaon €&V 0 acBevig TAnpol Tig
nipouTtoBgoetc yia ICS kol BEATLWVETOL.

*  Yrmapyouv TTOAAEG ue)\stsq QTIOKALUAKWONG (COSMIC GLUKOLD, WISDOM, SUNSET kAm)
mou Selyvouv unorponn NS GAEYUOVAC, UTIOTPOTIN TWV TIAPOEVVOEWVY, TAXUTEPN
anwAela FEV1 kupilwc o nwowvodlAtkolc aoBeveic.

. YT[OLpXEL or] Ha Tveupoviog oA dev eival o kKappia us)\em TILO ONUAVTIKO Ao TO
onua ueuucnq Twv napoEuvoewv ErutA€ov, o€ apKeTEC HeAETeC Sev daiveTal
TIEPLOCOTEPN MVELUOVia pe Tnv xpnon ICS.

*  Méetpla mapouvon Kot e xprion avtiBlotikwy (moAAEC dopEg e avtodlaxeiplon Tou
aoBevouc N tnAedwvika) kal pe xprion OCS ??

*  Mia pétpla p coBapn napotuvon Buwvetal to dLo, ExeLtnv Wbla enminmtwon otnv
niototnta {wng Kat xeL tnVv (dla ekPaon oe acBevr) pe FEV1 30% 1) pe 60% 27




[EVIKQ ONUELO KPLTLKNAC

e OyxLotnv umtepamAovotevon - OXL OTNV UTIEPYEVIKELON ULOC
XPOvLaG, TPOOOEVTIKA EEEALOCOLLEVNC OVATIVEUOTLKNG VOOOU UE
TMoAAaAQ tpoowma (patvotumoug — evOOTUTIOUC), TTOU UITOPEL val
elval aviatn aAAd eival AmOTEAECUATIKA OVTLUETWTTILOLLN KOl E
duvatotnteg Tpomornoinong tnS $uoLKNC mopeioc TtnC (taxvTnTA
emidelvwonc — mototnta {wng — mapofuvoelg — Bvntotnta).

 Oxt minimal avtipetwrniton — Nat otnv maximal aviipetwrniion Baocet
doawvo- evbo-tunwv (N KatdAAnAn aywyn otov katdAAnAo acBbevn).

* OyxLog éva cvotnua taélvounong, Beparmeiog kot mapakoAouBnong
mou adopa Tov €LOLKO YLaTPO LOVO otnV HLAYVWOon EVW LETA va
uropel vat tnv dLaxelpiletal o omoloodnmoTe.
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