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L. Parkin et al. Trends in the utilisation of COPD therapeutic regimens before
and after the introduction of LAMA/LABA combination products: A
population-based study

Respiratory Medicine 143 (2018) 1-7




LABA-LAMA FDCs (Fixed dose combination)

[lolol gival;

['1a TT0I0 AOYO TOUC XPNOIUOTTOIOUE;

[10TE TOUC XPNOIUOTTOIOUWE;

['la TTO00 XPOVIKO Ol1A0TNHA TOUC XPNOIUOTTOIOUE;
Eival aoc@aAcic;

[1ol0 €ival TO KAAUTEPO OKEUAOUQ;



XAl - Opiopocg

“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.”

Global strategy for the diagnosis, management, and prevention of chronic
obstructive pulmonary disease (2019 report)




OepaTtreuTIKEC ETTIANOYEC OTN XAT
2TOXO0G TNG BepaTtreiag:

* Relieve Symptoms “To date, there is no
¢ Improve Exercise Tolerance REDUCE SYMPTOMS . .. .

) conclusive clinical trial
evidence that any existing

¢ Improve Health Status

and
medications for COPD
* Prevent Disease Progression difv the | t
¢ Prevent and Treat Exacerbations ) REDUCE RISK mo .Ify . € Ong' erm
« Reduce Mortality decline in lung function.”

Global strategy for the diagnosis, management, and prevention of chronic
obstructive pulmonary disease (2019 report)




‘EAgyx0C TNC VOOOU

‘EAeyxog tng XAIl

ETiTrTwon Tng
voéoou

CAT/SGRQ scores
ETritredo Tn¢ duoTrvolag
XpNon avakouPIoTIKAG
Bepartreiag

duaoik dpaocTneIOTNTA
[Mo16TNTO ATTOXPEMNWNG

2100epOTNTO

e H eCEAICN TWV ETITITWOEWV
OTO XPOVO.

Soler-Catalufia JJ, Alcazar-Navarrete B, Miravitlles M. The concept of
control of COPD in clinical practice. Int J Chron Obstruct Pulmon Dis.
2014;9:1397-1405.




PapuaKEUTIKEC BEpaTTEUTIKEC £TTIAOYEC 0T XA

Beta2-agonists
o Short acting (SABA)
o Long acting (LABA)
Anticholinergics
o Short acting (SAMA)
o Long acting (LAMA)

Combination SABA/SAMA in one device

Combination LABA/ICS in one device

Triple combination LABA/LAMA/ICS in one device

Methylxanthines
Phosphodiesterase-4 inhibitors
Mucolytic agents

’- COMMONLY USED MAINTENANCE MEDICATIONS IN COPD* ’

Ll

Global strategy for the diagnosis, management, and prevention of
chronic obstructive pulmonary disease (2019 report)




LABA-LAMA FDCs

e European Medicines Agency, Summary of the European Public
Assessment Report for Ultibro Breezhaler, (2013)

Available from: www.ema.europa.eu/ema/index.jsp?
curl=pages/medicines/human/medicines/002679/human_med_001691.jsp&
mid=WCO0b01ac058001d124

e United States Food and Drug Administration. Novel drug approvals for
2013

Available from: http://wayback.archive-it.org/7993/20170722032109/https://
www.fda.gov/Drugs/DevelopmentApprovalProcess/Druglnnovation/ucm381263.
htm



LABA-LAMA FDCs

Generic Drug Name Inhaler Type Duration of Action
Formoterol/Aclidinium DPI 12h
Formoterol/Glycopyrronium MDI 12h
Indacaterol/Glycopyrronium DPI 24h
Vilandero/Umeclidinium DPI 24h
Olodaterol/Tiotropium SMI 24h




2.uokeun xopnynonc LABA/LAMA -

Device Formulation Features Patient Suitability
Pressurized Drug Requires coordination Patients receiving other
metered dose suspended between actuation and medications via a pMDI
inhaler or inspiration (except when Patients with
dissolved using a spacer) poor inspiratory
In propellant Independent of inspiratory flow
flow Patients on a
Reproducible dosing ventilator
Requires shaking prior to
use
Low internal resistance
Portable and compact

Antonio Anzueto, Marc Miravitlles
The Role of Fixed-Dose Dual Bronchodilator Therapy in Treating COPD
The American Journal of Medicine (2018)




2UCKEUN Xopnynong

_ABA/LAMA -

Device Formulation Features Patient Suitability

Dry powder Drug blend in No coordination needed Patients with

inhaler lactose, Dependent on inspiratory poor coordination
drug alone, flow (peak inspiratory flow between
drug/excipient rate must be >30 L/ min; actuation and
particles 60 L min/1 for optimal delivery) inhalation

Poor dose reproducibility
Does not require a spacer
Portable and compact
Internal resistances can be
high, medium or low,
depending on device

Antonio Anzueto, Marc Miravitlles
The Role of Fixed-Dose Dual Bronchodilator Therapy in Treating COPD
The American Journal of Medicine (2018)




2UCKEUN Xopnynong

_ABA/LAMA -

Device Formulation Features Patient Suitability

Soft Mist™ Aqueous No coordination needed Patients with

inhaler solution or High lung deposition poor coordination
suspension Slow velocity aerosol between

Multi-dose device

No spacer required

Does not contain propellants
Low internal resistance

actuation and
inhalation

Antonio Anzueto, Marc Miravitlles
The Role of Fixed-Dose Dual Bronchodilator Therapy in Treating COPD
The American Journal of Medicine (2018)




['laTi xpnoipotrolouue Tougc LABA/LAMA,

EmOuuntd atroteAéoparta atro tn xopriynon dITTANG Bepartreiag:

A) 2uvépyela oTn BEPATTEUTIKI OTTOTEAEOUATIKOTNTA.

B) EAGTTWON TOU GUVOAIKOU KIVOUVOU TWV QVETTIOUPNTWY EVEPYEIWV.
C) Meiwaon g d6onc yia dedoPEVO BEPATTEUTIKO ATTOTEAECHA.

O1 TOCIKOTNTEG TWV PAPHAKWY OEV TTPETTEI VA ETTIKAAUTITOVTAI.

Luigino Calzetta, Maria Gabriella Matera, Paola Rogliani, Mario Cazzola
(2018): Dual LABA/LAMA bronchodilators in chronic obstructive pulmonary
disease: why, when and how

Expert Review of Respiratory Medicine




Tpotroc d0paonc LABA/LAMA

1. Aigyepon Twv B2-AR

3 UTTODOXEWV
i 2. ATTOKAEIONO TV M3 TTPOGUVOTITIKG
| HOUOKOPIVIKWYV UTTOOOXEWY  crires
3. ATTOKAEIONOG TwV M2
g MOUOKOPIVIKWY UTTOOOXEWV
1. ATIOKAEIOPOG Twv M2 METAOUVATITIKO
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Calzettaetal Pharmacological interaction between LABAs and LAMAs in the air-
ways : optimizing synergy .European Journal of Pharmacology 761(2015) 168—
173

Arway Smoolh muscle oe




['laTi xpnoipotrolouue Tougc LABA/LAMA,

e H avrammokpion Twv acBevwy oTn dpdon Twv B2 dIEYEPTWYV KAl TWV
QAVTIXOAIVEPYIKWYV TTOIKIAEL.

e H dla@opd oTnV AvTATIOKPION AVTIMETWTTICETAI JE TNV TAUTOXPOVN
xopriynon LABA/LAMA.

Antonio Anzueto, Marc Miravitlles
The Role of Fixed-Dose Dual Bronchodilator Therapy in Treating COPD
The American Journal of Medicine (2018)




[1aTi xpnolporromope Touc LABA/LAMA;
FEVL: Znuavic ektiwon 1o pre

o o _- __:{;; ;;} dose trough FEV1 kai peak FEV1 o€
oUyKpIon JE TN HovoBepaTrTeia.

'::ir:nuair
Formotercl/ ABA mo ¥ T [|15 17]

T-[l6a. 17]

T-[18b, 19, 22, 24]

/5.6 ug BID via
Mechaler

Olodateroltiotropium
5/5 pg OD via Respimat

Vilanterolumeclidinium

62525 pg OD via Ellipa

27 RCTs LABAJCS T-[323 I: Rogliani et al LABA/LAMA fixed-dose combinations in patients with COPD: a
systematic review
International Journal of COPD 2018:13 3115-3130




['laTi xpnoipotrolouue Touc LABA/LAMA,
Transition Dyspnea Index (TDI) : 2ZnuavTikn

Formoterolfaclidinium LABA monotherapy T:[11.15]

400112 g BID via f BeATiwon tou TDI score oTig 12 eBdouadeg o€

Genuair

oxEon ME TN povoBeparTreia.

Formotercl/

R e i e O ouvduaouog vilanterol/umeclidinium dev
f‘:‘“'tl | T £0€1EE AvWTEPOTNTA O€ OXEON UE TN
Sl e K 2R HovoSepareia n To tiotropium.

or 73/156ug BO VA | LABAICS -[18.2 e Movo o cuvduaouog

Olodataraliotrapium | LA - iIndacaterol/glycopyrronium £06¢i1¢e g dUO
e On e - ' HEAéTEC va BeATILOVEI onpavTiké To TDI score
£2572 ng O v Eita | LA roemiiesy | = 1 349 o€ oxeon pe 10 LABA/ICS

27 RCTs LABASCS 32 33 Rogliani gt al I__ABA/LAMA fixed-dose combinations in patients with COPD: a
systematic review
International Journal of COPD 2018:13 3115-3130




['laTi xpnoipotrolouue Tougc LABA/LAMA,
! SGRQ : onuavTikf BeAtiwon Tou SGRQ o¢

Formoterol/aclidinium LABA meonotherapy | = [I1. 14. 15] ; i i
| 12 efOopadec o€ oxEon PE TN HovoBepartreia.

Formotercl

e oty | 16 e O1 ouvduaopoi formoterol/aclidinium kai
__________ vilanterol/umeclidinium dev édei€av
avwTepOTNTa 0€ oxeon pe 10 ICS/LABA FDC.

(two actuations) BID via \ otherapy | T: |

Olodateroltiotropium
55 pg OD via Respimat

Vilanterol'umeclidinium

62525 pg OD wia Ellipta

T LM
27 RCTs

Rogliani et al LABA/LAMA fixed-dose combinations in patients with COPD: a
systematic review
International Journal of COPD 2018:13 3115-3130




['laTi xpnoipotrolouue Tougc LABA/LAMA,
NMapoguvoeig : Movo o cuvouaouog

Formoterclaclidinium LABA monotherapy

4012 g BDYa  [LAMA monotherapy indacaterol/glycopyrronium £0¢1¢e QVWTEPOTNTA OE
oxéon pye LAMA kai LABA/ICS FDC (SFC) yia 1n
LEIWON TWV TTAPOLUVOEWV.

Formotercl

ia Breezhaler
/5.6 ng BID via
Mechaler

Olodateroltiotropium
55 pg OD via Respimat

ABANCS
27 RCTs | |“84C
| Rogliani et al LABA/LAMA fixed-dose combinations in patients with COPD: a

systematic review
International Journal of COPD 2018:13 3115-3130




['laTi xpnoipotrolouue Tougc LABA/LAMA,

Formoterclaclidinium
400/ 12 pg BIC via

Formotercl
ghycopyrrolate 8/9.6 pg
(two actuations) BID via

Olodateroltiotropium
35 pg OD via Respimat

- AvToxn oTnv aoknon (exercise tolerance)
KOl EICTTVEUOTIKA XWPNTIKOTNTA (inspiratory
capacity) :

e O ouvouoaopocg olodaterol/tiotropium £0¢<iEe
AVWTEPOTNTA OE€ OXEON WE TN HovoBepaTTEia.

e O ouvouaopog indacaterol/glycopyrronium
BeAtiwoe TNV IC o€ oxéon ue 1o tiotropium.

Rogliani et al LABA/LAMA fixed-dose combinations in patients with COPD: a
systematic review
International Journal of COPD 2018:13 3115-3130




['laTi xpnoipotrolouue Tougc LABA/LAMA,

Favours monocomponents Favours combination
Favours monocomponents Favours combination
LABA/LAMA combination vs. LABA

43 (24, 64) e LABAJ/LAMA combination vs. LABA
107 (85, 133)

LABA/LAMA combination vs. LAMA

22(3,42) e LABA/LAMA combination vs. LAMA

87 (60, 113)

LABA/LAMA combination vs. placebo
LABA/LAMA combination vs. placebo

60 (43,79) |—e—{
229 (204, 251) |_e—|
0 10 20 30 40 50 60 70 80 90 100
Relative Effect (95% Crl, Tlim, sec) 50 100 150 200 250 300
Relative Effect (95% Crl, IC, ml)
Endurance time Inspiratory Capacity
8 RCTs - 1632 COPD GO'GEVEig L. Calzetta et al. Impact of LABA/LAMA combination on exercise endurance
and lung hyperinflation in COPD: A pair-wise and network meta-analysis

Respiratory Medicine 129 (2017) 189e198




What is the rationale for

switching from mono- to dual

bronchodilation?

e Lung function
e SGRQ scores
e TDI index

e Exercise
tolerance

e EXxacerbation
rates

Thomas et al When is dual bronchodilation indicated in COPD?
International Journal of COPD 2017:12 2291-2305




[1oTe YopnyouvTtal ol LABA/LAMA

e 'Evapcn Bepatreiag pe Eva r) OUO PAKPAS dpAaonS BPOYyXOdIAOTAATIKA.

L > “There is lack of high quality evidence
: supporting initial pharmacological
Evidence A 2 treatment strategies in newly diagnosed
COPD patients.”

e O1 aoBeveic pe emmipovn duoTTvola TTou AapBavouv Eva BPoyX0odIa0TAATIKO
PAPUOKO, TTPETTEI VA AaNBAVOUV Kal OEUTEPO.

Global strategy for the diagnosis, management, and prevention of
chronic obstructive pulmonary disease (2019 report)




ABCD assessment tool

1n ekTipynon Spirometrically

Confirmed Diagnosis

Post-bronchodilator
FEV:/FVC < 0.7

) Assessment of

airflow limitation

GOLD 1 >80

GOLD 2 50-79

GOLD 3 30-49

GOLD 4 <30

chronic obstructive pulmonary disease (2019 report)

Global strategy for the diagnosis, management, and prevention of

Moderate or Severe
Exacerbation History

22 or
2 1 leading
to hospital
admission

Oor1l
(not leading
to hospital
admission)

Assessment of
symptoms/risk
of exacerbations

e mmesmm e e e -

mMRC0-1 :; mMRC>2
CAT<10 ! CAT210
Symptoms



[1oTe YopnyouvTtal ol LABA/LAMA

Group A — “A bronchodilator”

0-1 pé’TpIG Trapééyvcr] TTouU OtV MIKPAC i HOKPAC Spaong

oonyei o€ voonAeia BpoyxodIaoTaATIKO, avaAoya Je TN
mMRC 0-1 £TTIOPOON OTN dUGTIVOIX TOU
CAT<10 aoBEVH.

Global strategy for the diagnosis, management, and prevention of
chronic obstructive pulmonary disease (2019 report)




[1oTe YopnyouvTtal ol LABA/LAMA

Group B — LABA or LAMA

0-1 péTpia TTapocuvon TTou OeV e ApxikA Bepatréia ye LABA N
odnyei o€ voonAcia LAMA

mMRC 22 e 2¢& aoBeveic pe TTOAU cofapn
CAT =10 dUOTIVOoIa N apxIKf Bepartreia

MTTOpPEI va gival duo
BpoyxodIaoTaATIKA.

Global strategy for the diagnosis, management, and prevention of
chronic obstructive pulmonary disease (2019 report)




[1oTe YopnyouvTtal ol LABA/LAMA

GrowC ) LAvA

=22 METPIEC TTAPOCUVOEIC ) ApXIKN Bepartreiag ye Eva
= 1 odnyei o€ o€ voonAegia MaKPAGg dpAong

mMRC 0-1 BPOoyx0dIaoTAATIKO.

CAT <10

Global strategy for the diagnosis, management, and prevention of
chronic obstructive pulmonary disease (2019 report)




[1oTe YopnyouvTtal ol LABA/LAMA

GroupD IS LAMAor
LABA/LAMA or

22 ATTIEC TTAPOEUVOEIC ICS/LABA

= 1 TToU 0dNnYEi o€ voonAeia e H Bepatreia utropei va
MMRC 22 ¢ekivnoel ye LAMA
CAT 210

e EmAoyry LAMA/LABA w¢
TTPWTN YPAUUN €QvV
e OepATTEUTIKEC ATTOPAOEIC

avaAoya PeE Ta CUUTTTWUATA,
OXI TIG TTAPOCUVOEIG.

Global strategy for the diagnosis, management, and prevention of
chronic obstructive pulmonary disease (2019 report)




O¢gpartreia 1nNg YPAUUNG;

“Start immediately, as soon as the “Clinical trials have not yet addressed
diagnosis is made, the treatment of the long-term effects of double LABD
COPD patients with LAMA/LABA FDCs | | therapy in terms of FEV1 decline.”

in order to optimize bronchodilation.”

Cazzola, Mario et al. POINT: Should LAMA/LABA
Combination Therapy Be Used as Initial Maintenance JL Lopez-Campos et al. Current controversies in the
Treatment for COPD? Yes CHEST , Volume 154 , Issue 4 , stepping up and stepping down of inhaled therapies for
746 - 748 COPD at the patient level Respirology (2018)




O¢gpartreia 1nNg YPAUUNG;

OTEMTO studies:’ Pooled analysis of three 24-week RCTs’
Tiotropium/olodaterol vs tiotropium? Umeclidinium/{vilanterol vs tiotropium?

TO3Spygvs TIO S pyg A95 mL
{p <0.001)

Maive: no

Maive: yes n = 160168

-5 — 2 0 2
TIOMOLO hetter TIO better

Treatment difference in SGRO total score
jadjusted mean, 95% Cl)

LS mean change from baseline in
trough FEY, at Day 169 |r

All patients Maintenance-naive

B oz [ umecrms

Singh D, et al. Respir Res. 2016;17:73; Maleki-Yazdi MR, et al. Adv Ther. 2016;33:2188-2199.



KateuBuvTthpiec odnyiec GOLD

e DYSPNEA ¢ e EXACERBATIONS e
Follow up LABA or LAMA LABA or LAMA
1 *
| | |
L N b
[&x &
LABA + LAMA (2 LABA + ICS LABA + LAMA pn LABA + ICS
Consider if N
eos < 100 Consider if
N (& eos >100
* Consider { | LABA+LAMA+ICS Y| LaBA+LAMA+ICS | €
switching
inhaler device 1
or molecules | - |
¢ Investigate N [
(and treat) . In former smokers
other causes Roflumilast
FEV; < 50% & i i
of dyspnea ey Sl Azithromycin

Global strategy for the diagnosis, management, and prevention of chronic
obstructive pulmonary disease (2019 report)




Which criteria might be most useful

to guide treatment step-up from
mono- to dual bronchodilation?

® 2UNTTTWHATOAOYIO
o  AVETTAPKNG EAEYXOC TWV CUNUTITWHUATWY KATA TN OIAPKEIQ TG MEPAC KAl
TNG vUXTAG
o Emodeivwon TwV CUUTITWUATWY
m Emodcivwon kata tnv e¢€taon rj otadiakn €MMOLIVIWON O NEYAAUTEPO
XPOVIKO d1aoTnua. (scores)
e [lapoguvoeig
o [lapoguvon he voonAegia ) xwpic ETA TNV €vapcn TNS apXIKAG Bepartreiac.
e Emodeivwon TNG avatrveuoTIKAG AsIToupyiag (0€ cuvOUAONO PE KAIVIKI EIKOVA)

Thomas et al When is dual bronchodilation indicated in COPD?
International Journal of COPD 2017:12 2291-2305




Which criteria might be most useful

to guide treatment step-up from
mono- to dual bronchodilation?

e AVETTOPKAG ATTAVTNON OTNV apXIK BepaTreia
o BeAtiwon tou CAT score <2

o AVETTAPKAC BEATIWON TWV GUPTITWHATWY “Exacerbation rate
o Emdeivwon tTng duaoTvoiag Increased with
o Emdeivwon Tng kaBnuepivig 5paoTnpIdTNTAG increasing reliever-

o MoiétnTa Tou UTTVOU medication use.”
e Aunuévn avaykn avakouPioTIKNG Bepartreiag.
o EPMEVOUOQ avAykn yia TOUAAXIOTOV 6 EI0TTVOEG
oaABoutapdAng nUEPNTIWG.

Thomas et al When is dual bronchodilation indicated in COPD?
International Journal of COPD 2017:12 2291-2305




AOc@AAEIA - AVETTIOUUNTEC EVEPYEIEC

B2-d1eyépTEG

o Appubuloyéveon

o Tpouog

o ‘Hma emdegivwaon TnNG
Pa02

o YTrokoAlaidia

AvTiIXOAIVEPYIKA
O =NPOOCTOMIa
o MeTtaAAIKn yeuon
o [Aaukwpa (xpRon
VEQEAOTTOINTN)

Global strategy for the diagnosis, management, and prevention of
chronic obstructive pulmonary disease (2019 report)




Ac@paAcia

KpiTApia amroKAEIOCUOU O€
RCTs

NeupoAoyika vooruata e AipaTtoAoyika voonuata
Nooruata veppou e Noonuara tou NEZ

e Kapdiayyelakd cuotTnua e
[

o ApIOTEPN KAPOIAKT) e EVOOKpPIVOAOYIKA VOojuaTa
[
o

o AoTtafric otnBayxn

QVETTAPKEIN AVOCOMNOYIKEC SlaTAPAXEC

o BT ERTe WuylaTpIKd VOoTjJaTa
o appubuia

Matera MG, Rogliani P, Calzetta L, Cazzola M. Safety considerations with dual
bronchodilator
therapy in COPD: An update. Drug Saf. 2016;39(6):501-508.




Ac@paAcia

Umeclidinium/vilanterol : avdAoyn pe Ta ouCTATIKA TOUG WG JovoBepaTTEia
Tiotropium/olodaterol : avdAoyn JE T CUCTATIKA TOUG WG HovoBepaTTEia
Glycopyrrolate/formoterol : avaAoyn Je Ta CUOTATIKA TOUG WG JovoBepaTTEia
Glycopyrrolate/indacaterol : avaAoyn ue indacaterol wg povoBeparreia

umeclidinium/vilanterol > € ouykpion pe LABA/ICS : avdAoyn
glycopyrronium/indacaterol QVAPEDT OTIC CUYKPIVOUEVEC OHBDES
tiotropium/olodaterol aoBevwv

Antonio Anzueto, Marc Miravitlles
The Role of Fixed-Dose Dual Bronchodilator Therapy in Treating COPD
The American Journal of Medicine (2018)




Ac@paAcia

TIO/OLO FDC vs OLO, TIO, placebo : Ama au¢non AE o€ peyaAuTepn
NAIKiQ

ACLI/FORM FDC: uikpry apiBuntiki au¢non AE otnv oudda Bepartreiag o€
oxéon ue placebo

UMEC/VI FDC vs VI, UMEC, TIO plus IND, SFC: pikpog apiBuog AE

Paola Rogliani, Luigino Calzetta, Maria Gabriella Matera, Nicola di Daniele,
Andrea Girolami, Mario Cazzola & Josuel Ora (2019): Inhaled therapies and
cardiovascular risk in patients with chronic obstructive pulmonary disease,
Expert Opinion on Pharmacotherapy




Aoc@aAcia

MNumber of studies

Mumber of patients

1ol]

LAMAJ/LABA dual bronchodilation therapy has been shown to have a similar safety profile
to monotherapy with eithera LABA ora LAMA

23 RCTs

Oba, et al. Thorax. 2016;71:15-25




e 31138
aoBeveic ue
TTPOOONKN
tiotropium o€
LABA 1 vice
versa

e 31138
ao0Beveic e
LABA i

tiotropium wg
hovoBepartreia

Acute myocardial infarction

Monotherapy
Combination
Stroke
Monotherapy
Combination
Heart failure
Monotherapy
Combination
Arrhythmia
Monotherapy
Combination

Ac@paAcia

Patients n Events n Person-years Rate per 1000 per year Crude” HR Adjustedr HR [95% Cl)
1.00 [reference)
1.12 [0.92-1.37]

1.00 [reference]
0.87 [0.69-1.10)

1.00 [reference]
1.16 (1.03-1.30)

1.00 [reference]
.81-1.34)

Suissa S, Dell’Aniello S, Ernst P. Concurrent use of long-acting bronchodilators in
COPD and the risk of adverse cardiovascular events.
Eur Respir J 2017; 49: 1602245




Bronchodilator

bronchodilator u

New use
Prevalent use

LABA and LAMA

Rece chodilator use (31-90 d)
LABA

LAMA

LABA and LAMA

Past bronchodilator us
LABA

LAMA

LABA and LAMA
Remote bro dilator use
LABA

LAMA

LABA and LAMA

Controls™
m=146139)

4081 (

C

Ac@paAcia

rude OR (95% CI) PValue Adjusted ORS¢ (95% CI) P Value

e 280.000 aoBeveic pe XA
Xwpic xpnon LABA  LAMA.

e 2 £Tn TTapakoAouBnong

e 38.000 AE atrd
KapOIayyEIaKO oUOTNUA TIG
mTpwTeG 30 NUEPEC.

Wang MT, Liou JT, Lin CW, et al. Association of cardiovascular
risk with inhaled long-acting bronchodilators in patients with
chronic obstructive pulmonary disease. A nested case-control
study.

JAMA Intern Med. 2018;d0i:10.1001/jamainternmed.2017.7720.




Ac@paAcia

e H dITAn BpoyxodiaoToAn gival ao®aing
M Expert Opinion on Drug Safety eapGT[SUT”(r’] aﬂl)\ovr’]
e [lpoOeKTIK) avayvwplion acBevwy JE

ISSN: 1474-0338 (Print) 1744-764X (Online) Journal homepage: http://www.tandfonline.com/loi/ieds: GU(c’r”JéVO KI’V6UVO YIG E_ITI_ITAOKég G-ITé TO

A safety comparison of LABA+LAMA vs LABA+ICS ’ ’
combination therapy for COPD qu6|GYY€|GKO GUGTn HG.

Maria Gabriella Matera, Luigino Calzetta, Ermanno Puxeddu, Paola Rogliani
& Mario Cazzola

Maria Gabriella Matera, Luigino Calzetta, Ermanno Puxeddu, Paola Rogliani, Mario

Cazzola (2018)
A safety comparison of LABA+LAMA vs LABA+ICS combination therapy for

COPD, Expert Opinion on Drug Safety




AlGpkela Bepartreiag

e 20329 aobBeveic ue XArll

o LABA/LAMA FDCs, n=9292
o LABAs kal LAMAs wg¢ povobepartreia, n=11037)

o 14 pelereg /20 RCTs.

3 months
0.71 [0

& months

12 months
05

0.5 1.0
TDI mean difference

Calzetta L, Rogliani P, Ora J, et al. LABA/LAMA combination in COPD: a
meta-analysis on the duration of treatment.
Eur Respir Rev 2017; 26: 160043




Step down ?

Edv n TpooBnkn Tou dEUTEPOU
BpoyxodIaoTAATIKOU eV
BeATiwoe TN cuuTTITWPATOAOYIO

Anwn OITTANG
BpoyXxodIaoTaATIKAG aywyng
atrd aoBeveic xwpic avaloyn
OUNTTTWHATOAOYIa

“No clinical trials have
evaluated this type of
treatment switch at the
patient level”

JL Lopez-Campos et al. Current controversies in the stepping up
and stepping down of inhaled therapies for COPD at the patient
level Respirology (2018)




[1olo €ival TO KAAUTEPO OKEUAOUQ;

® 2UVEPYIKN dpdan oTn
XaAGpwaon TwV Agiwv
MUIKWV IVWV

“effect of class”

® 2UVEPYIKN dpdon oTnv
au¢non TNG SIANETPOU TWV
Bpoyxwv

Cazzola, Mario et al. POINT: Should LAMA/LABA Combination
Therapy Be Used as Initial Maintenance Treatment for COPD?
Yes CHEST , Volume 154 , Issue 4 , 746 - 748




[1olo €ival TO KAAUTEPO OKEUAOUQ;
- | SGRQscore | SGRQ responder

12 12 12 12 12 12
weeks weeks weeks weeks weeks weeks weeks weeks weeks weeks eeks
o8 o oo fio Jso |

F'Iacel:-o

74 RCTs
(74,832 participants)

I o i
O

P s : Abdul Aziz et al Comparative efficacy of inhaled medications (ICS/LABA,
There were no significant differences among the LAMAs and LAMA. LAMA/LABA and SAMA) for COPD: a systematic review and

LAMA/LABAs within their respective classes.” network meta-analysis International Journal of COPD 2018:13 3203-3231




[1olo €ival TO KAAUTEPO OKEUAOUQ;

e H ouptrtwpatoAoyia TG vooou epgavilel Kipkadliavn dlakupavan.
e Emodeiviwon cuputTITwuaToAoyiag TIC TTIPWTES TTPWIVES WPEG.

Formoterol/Aclidinium

DPI  12h

Formoterol/Glycopyrronium

MDI  12h

e O1 aoBeveic e cuuTITWPATOAOYIA TN VUXTA ] VWIS TO TTPWI, iow¢ va

w@eAOUVTAI TTEPICCOTEPO ATTO XOPHYyNon

0I¢ nuepnoiwg LABA/LAMA FDCs.

Luigino Calzetta, Maria Gabriella Matera, Paola Rogliani & Mario Cazzola
(2018): Dual LABA/LAMA bronchodilators in chronic obstructive pulmonary
disease: why, when and how,

Expert Review of Respiratory Medicine




[Toia ival N KAAUTEPN CUOKEUN;

Conscious inhalation possible

Conscious inhalation not possible
Peak inhalation flow = 30 L min"' Peak inhalation flow < 30 L min™'

3 3

Co-ordination +

Co-ordination —
pMDI +/- spacer
DPI
Breath actuated
aerosol
Soft mist inhaler

pMDI + spacer
DPI
Breath actuated
aerosol
Soft mist inhaler

Co-ordination + Co-ordination —

pMDI +/- spacer

Breath actuated
aerosol

Soft mist inhaler

pMDI + spacer
Breath actuated
aerosol
Soft mist inhaler
Nebulizer

pMDI + spacer
Nebulizer

Antonio Anzueto, Marc Miravitlles

The Role of Fixed-Dose Dual Bronchodilator Therapy in Treating COPD
The American Journal of Medicine (2018)




KateuBuvTthpiec odnyiec GOLD

e LABAs and LAMAs significantly improve lung function, dyspnea, health
status, and reduce exacerbation rates. (Evidence A)

e Combination treatment with a LABA and a LAMA increases FEV1 and
reduces symptoms compared to monotherapy (Evidence A)

e Combination treatment with LABA/LAMA reduces exacerbations compared

to monotherapy (Evidence B)

Global strategy for the diagnosis, management, and
prevention of chronic obstructive pulmonary disease (2019
report)




Individual presentation and
underlying mechanisms

« Mortality

« Disease progression

« Lung function

= Sy mptoms:
cough,
sputum production, and
dyspnoea

« Exicerdse tolerance

« Bxacerbations

= Dizability

= Health status and quality

of life

Woodruff et al. Current concepts in targeting chronic obstructive pulmonary disease pharmacotherapy: making progress towards

Individualisation of
treatment chieices in COPD

, LABA 4+ IC5;
/4 LABA +LAMA +1C5;
LABA +roflurilast;
LAMA £ roflumilast

personalised management Lancet 2015; 385: 1789-98

Individual risk factors and
comorbidities

= Pneumonia

= Muscle dysfunction

« Nutritional impairment

« Cataract

s+ Diabetes

= Tremour

« Cardiovascular events
ropsychological effects

intestinal symproms




Mwg Trye To CEUVAPLO
dlayeipiong xpovov;

Euxapiotw
via TNV
TTPOCOXN OaC.




