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= Anxiety and depression
= Inhaler technique
= Comorbidities

= Upper imb training

= ACT for bronchiectasis

= ACT for cystic fibrosis

= Structured education

= Individualized education

= Self-management training
= Goal setting

= Physical activity counselling
= Smoking cessation support

= Individualized action plan for frequent
exacerbators

= Home exercise program (aerobic/
resistance) to maximize gains in
exercise performance during the
program

= Maintenance exercise training

NO

= Center-based assessment by a
health care professional at discharge

= Delivery of alternative models to
increase program access

= Shared decision making between
patient and health care professional
to choose the appropnate model

= Programs delivered in a community
(non-hospital) setting

= Regular contact between health
professionals and the patient

= Access to a multidisciplinary team

= Team includes a health professional
with expertise in exercise prescription
and progression for patients with
comorbidities

= Evidence of efficacy should be
available for any model deployed

= Evidence of effectiveness should be
available for any model deployed

= Health care professionals should be
trained to deliver digital/technology
based solutions if used within the
program

= If more than one model of pulmonary
rehabilitation is offered, staff should
be trained in shared decision making

= Programs should document their
Standard Operating Procedure for
each model that is offered

X
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mMMRC dyspnea scale
Grade D iption of breathl

< I only get breathless with strenuaus exercise Recommended genaral and preventative care for all patients:
= Avoldance of smoking and other risk factors
1 1 get shaort of breath when hurrying on evel groung or e Influenza, pneumsococcal. COVID-19, and ASVY vaconations

walking up a slight hak

2 On level ground, [ walk slower than people of the same age
because of breatnlessness or have 10 stop for breath when
walking my own pace

3 | stop far breath after walking about 100 yards or after a
few minutes on level ground

“ 1 am o breathless to lkeave the house or 1 am breathless
when dressing

— Initial management of newly diagnosed COPD

New diagnosic of COPD*

>

= Reqular physical activity

* Short-actng bronchodilator as needed far acute dyspnea
[refer to below for selection)

« Regular review of correct inhaler technique

e Assesunent of hypoxemia and hypercarbia for long-term
oxygen and/or noninvasive ventilation

v

Has the patient had 2 or more moderate exacerbations™ or
at least 1 hospitalization for COPD exacerbation in the past year?

I
No

v

S

} Quantify dyspnea and symploms using the

GOLD Group E
} MMRAC dyspnea scale (refer to inset) and CAT

| Does the patient have MMRC =2 or CAT 1097 |
| | |
|

No Yes
v v .
GOLD Group A GOLD Group B Does the patient have high peripheral

eosinophil levels (=300/microl)

or

Hospitabzation for COPD exacerbation?

I |
I |
No Yes

B v B v

LAMA plus as-needed SABA (preferred)
or

LABA plus SAMA-SABA or SABAY

or

As-neaded SAMA-SABA or SABAY

LAMA-LABA dual bronchodilator therapy
and
SABA as needed for acute dyspnea

LAMA-LABA dual bronchadilator therapy
and
SABA as neaded for acute dyspnea

1ICS-LAMA-LABA therapy
and
SABA as needed for acute dysprea
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Pulmonary rehabilitation | bronchodilator
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O = Cochrane Library

— Title Abstract Keyword Chronic Obstruction Pulmonary Disease
= AND Title Abstract Keyword Pulmonary rehabilitation
- AND Title Abstract Keyword long-acting bronchodilator

(Word variations have been searched)

+ Y Search limits =» Send to search manager
X Clear all
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Special Collections || Clinical Answers

Chronic Obstruction Pulmonary Disease 0 0
AND Pulmonary rehabilitation AND long-acting bronchodilator
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Query Results

Search: ((long-acting bronchodilator) AND (Pulmonary 1
rehabilitation)) AND (Chronic Obstruction Pulmonary Disease) AND

((y_5[Filter]) AND (meta-analysis[Filter])) Filters: in the last 5 years,

Meta-Analysis

Search: ((long-acting bronchodilator) AND
rehabilitation)) AND (Chronic Obstru i
in the last 5 years, Meta-Ang

Search: ((long-acting brong WARRY - BEERMMNER 1
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Meta-Analysis > Postgrad Med J. 2024 Sep 22;100(1188):721-729. doi: 10.1093/postmj/qgae054.

Umeclidinium plus vilanterol versus fluticasone
propionate plus salmeterol for chronic obstructive

pulmonary disease: a meta—-analysis of randomized,
controlled trials

Chunjuan Zhai ' Fen Wang 2 Ruie Xu 2, Xia Sun *, Wenbin

Affiliations + expand
PMID: 38652265 DOI: 10.1093/postm|j/qgae054

16



AR

CNSP

| (1' *\t)‘ﬂ 1‘
SKills .“rm_, amme

Validity (L E)
Eﬁj'bnx n'I'*uﬁﬁj'bH/iE’J};;j

Importance (EE14)
MRS RV

Practice (FEFA %)
45 REVIER

CASP Systematic Review Checklist

CASP % 14 STBk

O

BREIZ TR



Question 1

Did the review address a clearly focused guestion ?

el EEE 7 — @52 - BRfER R KRR & ?
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Umeclidinium plus vilanterol versus fluticasone
propionate plus salmeterol for chronic obstructive
pulmonary disease: a meta—analysis of randomized

] =ox

controlled trials T, e gt

FI=Bim|

Chunjuan Zhai T Fen Wang 2 Ruie Xu 2, Xia Sun %, Wenbin Ma 2, Li Wang :

Affiliations =+ expand COPD

PMID: 38652265 DOI: 10.1093/postmj/gqgae054

Abstract

n inhaled long-acting musc«

antagonist/long-acting beta2-agonist (LAMA/LABA), fecently approved as once-
therapy forlchronic obstructive pulmonary disease (CDF’DP. This meta-analysis ai LAMA/LABA
efficacy and satety of UMEC/VI] compared with fluticasone propionate plus salme

Methods: A systematic search was conducted by a trained medical research libr: .
EMBASE, Cochrane Central Register of Controlled Trials (CENTRAL), and Chinese |_U ng fUCtIOﬂ
Database (CBM) for randomized controlled trials comparing UMEC/VI with FP/S/

Two reviewers independently assessed the risk of bias and extracted data. The primary outcome was
0-24 h weighted mean (wm) forced expiratory volume in the first second (FEV1), trough FEV1. The
secondary outcomes were otherl|lung functions| symptoms, quality of life, and safety.

mYes NO Unclear s




Question 2

Did the authors look for the right type of papers?

EE AWM EERIFFTIRE ?
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Selection criteria

All RCTs investigating the efficacy and safety of UMEC/VI compared with FP/SAL in
adult patients diagnosed with COPD (age > 18 years) were included.

2 225 4

AT AR /A

Outcomes of interest

Y AN =] . ==
The primary endpoints were 0—24 h weighted mean (wm) forced expiratory volume in > LIQ ﬁﬁf (= Fl:ﬁ /-“é E,(J cO h O rt St u d €S 17- =

the first second (FEV1) on Day 84 and trough FEV1 on Day 85. N e <, —_
> BREIRIIEHENIER - WIR/RNEIEIR

Other lung function parameters: peak FEV1 0—-6 h (on Days 1 and 84), time to onset on J % ‘
Day 1 (defined as the increase in 0—6 h post-dose FEV1=100 ml above baseline),
proportion of patients achieving an increase in FEV1>100 ml above baseline at 5 min

The secondary endpoints included:

post-dose on Day 1, proportion of patients achieving an increase in 0—6 h post-dose
FEV1>12% and>200 ml above baseline on Day 1, proportion of patients achieving an
increase in trough FEV1:=100 ml above baseline on Day 85, 0—24 h wmFVC, trough FVC,
0—6 h wmFVC (on Days 1and 84).

Symptomatic endpoints and health outcomes: rescue medication use and rescue-free
days, the Transition Dyspnea Index (TDI), the St George’s Respiratory Questionnaire
(SGRQ) for patients with COPD, the EuroQol-5D (EQ-5D) questionnaire, and the COPD
Assessment Test (CAT).

Safety evaluations: adverse events (AEs) and COPD exacerbations.

mYes NO Unclear §




Question 3

Do you think the important, relevant studies were included?

52 - HENMAEESEBWAA ?
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Identification of studies via databases and registers

Identification

Screening

Records identified from: m; ;mmd besoie
Databases (n = 167) '
CENTRAL (n = 115) E'IUEI!’:FDE}IE records removed
ik {f:':;l‘” ®| Records marked as ineligible
CBM (n = 5) by automation tools (n=0)
Reqlst o Records removed for other
egisters (n =19) reasons (n =0)
¥
Records screened »| Records excluded
(n = 158) {n=144)
k4
Reports sought for refrieval Reports not retrieved
(n=12) (n=0)
v
Reports assessed for eligibility
(n=12) Reports excluded:
Protocol (n=1)
Wrong comparator (n= 1)
Wrang study design {n = 8)

b

L) |

Studies included in review
(n=3)
Reports of included studies

NO

:l: =] n\l:l

= 1>

b N v TN = T s M o |

[e—
f—

B Eh:
1. fEERD
o8

BB

2. HH flow chart ;5%

FRIEE

TR Eh: RS

[l

fE— R _ A=

ZanRANA ~ HE

Unclear
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Question 4

Did the review’s authors do enough to assess the quality of

the Included studies?
(=Rt S L A A AT R K=,

24
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Supplementary Table 53 Risk of bias summary<’

Random sequence generation<’
Allocation concealment<
Blinding of participants and personnel<’

Study<

Singh 2015«
Donohue 2015a<
Donohue 2015b<

B Low risk of bias &

[] Some concerns - probably low risk of bias<’
[0l Some concerns - probably high risk of bias
B High risk of bias<’

mYes

Blinding of outcome assessment<

NO

Incomplete outcome data<’

Selective reporting<’

Other bias<’

Study selection

Using systematic review software, Covidence, after comprehensive training and

calibration exercises,ltwo reviewers (FW. and R.X.) independently screened the titles

and abstracts of the included studies. If necessary, the full texts of trials identified as

potentially eligible were thorou hl reviewed to ascertain which studies met the

nﬁ :ﬁul:l

{2 Fh:

1. EMAIFEEE  AEEER
F-_ffFEHE

2. £ Covidence systematic

review softwarez¥{d 55t B g & /&

AN
u]n]
AA




Question 5

If the results of the review have been combined, was it

reasonable to do so?
FE e e Al AR S HHER 2 SRS e EgulE 2
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A misan diference  Weight

Shudy il §5% 1

Singh 2015 ] 0.08[0.05, 0.11] 3714

Danohug 2015 - 00T [ QuD4, 0.11] 3313

Danohue 2015 ———— 010006, 0.14) 2072
=== 008 [ 006, 0,10

Orwerall
Heberagensity | = 0.00%, H' = 1.00
Testeld=0:z= 813 p = 0.00

—IERCT - 19271xi S - BEEFP/SALABEEL

LLINA

o N\/14

50NN a0

wima e\ /1 s = 48 = 2R

4 5. If the results of the review have been combined,

Sin

S
/| mYes

Haglas Dgnntlr, r = 0.00% H =100
Testald =0 2=936 p= 000

T+ 2 A2

Fod-¢flocts invers -aniancsmodel

o5

15

A= H

E HR 'Imgn'.
Shady with 95% CI %)
Singh 2015 N = 1300110, 1.50] 40.91
Donohwe 2015 - 1.40[1.20, 1.60) 4081
i i 160[1.31, 1.69) 1898
Cverall - 1.40( 127, 152]
Heterogeneity I = 27 8T% H = 1.39
ToslofG =0 z= 2182, p=0.00
.
1 &
Firad-eflects invers e-vanance model
Figurez Forest |.~'.L'J'. for lung functions: {A] 0-24h wmFEV1 on Day 84, (B)

l:l.'.[IH'_"]. o Da

on Day 84, (E} lr‘u o onset an Da

rnear; FEV1, forced expira

85, () peak FEV1 V—LIH n Day
v 1. Abbre riors: Wi, w
VO |I.II e in

the lL.:iI second

1, D) peak FEV1 0-6h
eighted

SN

NO

= was It reasonable to do so?
E=E

- FEEREBE

TGRS HIENRK ? Bk

Unclear

Supplementary Table S4.2 Sensitivity analysis by exclusion of any single study<’

T EIH 7PN 1L

Outcomes Study omittedq Mean difference<| 95%CI< | 15_[ - IE E}:I: jg:l:lb Ey t}]
0-24h wmFEV1 on day 84¢ 1¢ 0.09¢ 0.06,0.11¢

2¢ 0.09¢ 0.06,0.11¢ j:ﬁ K B T& /\Q *

3¢ 0.08¢ 0.05,0.10¢ i AXER

Combineds 0.08¢ 0.06,0.10¢ i/_j o E —++ EQ
Trough FEV; on day 85¢ | 1 0.09¢ 0.06,0.12¢ - /N Il\‘

2¢ 0.09¢ 0.07,0.12¢ o

3¢ 0.09¢ 0.06,0.11¢ "I:lll\ z‘. E' o

Combined= | 0.09¢ 0.07,0.114 2 i A=
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Question 6

What are the overall results of the review?

ERABER (MTEER?
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mean dafigrencr  Weight

Shudy wilh 95% C %)
Siregh 2015 —i—-— D0 [-0.30, 0.10] 4580
Donokue 2015a ————— 000 [-025, 025 27.%0
Donobue 20150 —— <0030 [-0.55, -0.05) 2710
Cverall i 013 [-0.26, 0.01)

Heterogeneity [ = 28 53% H' = 1.40
Teslofd = 0tz e-188 p= 006

Fiord - @flects inears e-warianos mode
B moan diffierence  'Weight
Shady wilth 95% C1 (%)
Singh 2015 —— 010 [-0.45, 0.25] 4494
Donohue 20153 —_— 0.30 [-0.15, 0.75] 2753
Donohue 2150 —_1r— 0.30 [-0.15, 0.75] 27.53
Cverall ) i 0.12 [-0.12, 0.38]
Hoberogenaity [ = 26.44%, H' = 1.36
Teslol@= 0:z=100,p= 032

5 L] 5 1

Fieiyd-ofocks iNenrs @-varianog modd
C mean difleroncn  Weaght
Study weilh 95% CI %)
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Crverall

Heterogeneity [ = 27 26% H' = 137
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Figure 3 Forest plot for symptomatic endpeints and health outcomes:
(A) rescue-medication use, (B) TDI, (C) SGRQ, (07 EQ-5D, (E) CAT.
Abbreviations: TDI, Transition Dyspnea Index; SCRO, 5t Ceorge's
Respiratory Questionnaine; EQ-50, EuraCQol-50; CAT, COFD
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Table 2. Grade evidence profile of UMEC/VI versus FP/SAL for COPL.

2=0% -

12=44.03%

7e 15 = AR S ) (

FE 15 =

12=0%

Follow-up period Number of trials Risk of bias Inconsistency  Indirectness Imprecision Publication Treatment association (95% CI) Overall quality
(participants) bias of evidence
MD 95% CI
0-24 h wmFEV1 on Day 84
12 weeks 3(1927) YES 2=0% MNO NO MNA Q08L 0.06 to 0.10 Moderate®
Trough FEV1 on Day 85
12 weeks 3(1934) YES 12=0% NO MO NA 0.09L 007 to0.11 Moderate?®
Peak FEV1 0-6 h on Day 1
12 weeks 3 (2114) YES 12=36.46% NO NO NA 0.05L 0.04 to 0.06 Moderate?®
Peak FEV1 0-6 h on Day 84
12 weeks 3 (2003) YES *=0% NO NO NA 0111 0091t00.13 Moderate®
Time to onset on Day 1
12 weeks 3(2113) YES 12=27.87% NO NO NA 1.40 min 127 to 1.52 Moderate?®
Follow-up period Number of trials Rizk of bias Inconsistency Indirectness Imprecision Publication Treatment assoclation (35% CI) Overall quality
(participants) bias of evidence
RR Absolute Risk Reduction
Adverse effects
12 weeks 3(2119) YES 12=0% NO YES NA 0.96 (0.84 to —0.09% (—0.37% to 0.21%) Lowe.b
1.08)
Drug-related adverse effects
12 weeks 3(2119) YES 1?=8.32% NO YES NA 0.46 (0.27 o —2.1% (—2.8% to —0.8%) Low=*
0.75)

UMEC/VI, umeclidinium plus vilanterol, FP/SAL, fluticasone propionate plus salmeterol; MD, mean difference; RR, risk ratio; CI, confidence interval; NA, not applicable. *Downgraded one level due to risk of bias. High
risk of other bias for all the three included studies, as all these studies were supported by the production manufacturer. chvwngraded one level due to imprecision. The CI crossed the zero line. “Downgraded one level
due to imprecision. The total number of events was less than the optimal information size.
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Question 7

How precise are the results?
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%-OCEBM Level of Evidence, 2011

Oxford Centre for Evidence-Based Medicine 2011 Levels of Evidence

Question

tep 1
Level 1%)

tep 2
Level 2*)

tep 3
Level 3%)

tep 4
Level 4%)

Etep 5 (Level 5)

How common is the
problem?

Local and current random sample
surveys (or censuses)

ystematic review of surveys
hat allow matching to local
ircumstances**

Local non-random sample**

Case-series™*

n/a

1s this diagnostic or

Systematic review

ndividual cross sectional

Non-consecutive studies, or studies without

Case-control studies, or

Mechanism-based

monitoring test of cross sectional studies with tudies with consistently consistently applied reference standards™* ‘poor or non-independenteasoning
ccurate? consistently applied reference applied reference standard and reference standard*>
(Diagnosis) standard and blinding blinding
hat will happen if [Systematic review Inception cohort studies Cohort study or control arm of randomized trial* [Case-series or case- n/a

of inception cohort studies

control studies, or poor
quality prognostic cohort
study*>

intervention help?
Treatment Benefits)

ystematic review

f randomized trials or n-of-1 trials

andomized trial
Dr observational study with
iramatic effect

Non-randomized controlled cohort/follow-up
rtudy"

Case-series, case-control
tudies, or historically
ontrolled studies**

Mechanism-based
reasoning

OMMON harms?
(Treatment Harms)

ystematic review of randomized
rials, systematic review

f nested case-control studies, n-
f-1 trial with the patient you are
raising the question about, or
bservational study with dramatic
ffect

ndividual randomized trial
or (exceptionally) observational
study with dramatic effect

on-randomized controlled cohort/follow-up

tudy (post-marketing surveillance) provided
there are sufficient numbers to rule out a
common harm. (For long-term harms the
duration of follow-up must be sufficient.)**

hat are the RARE
harms?
(Treatment Harms)

Systematic review of randomized
trials or n-of-1 trial

Randomized trial
or (exceptionally) observational
study with dramatic effect

r historically controlled

Ease- series, case-control,
tudies**

Mechanism-based
reasoning

Is this (early
detection) test
worthwhile?
(Screening)

Systematic review of randomized
trials

Randomized trial

Non -randomized controlled cohort/follow-up
ptudy**

Case-series, case-control,
or historically controlled
studies**

Mechanism-based
reasoning
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Question 8

Can the results be applied to the local population?
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Chronic Obstruction Pulmonary Disease Chronic Obstruction Pulmonary Disease

AUOTENRS [l liEle Pulmonary rehabilitation

Umeclidinium plus vilanterol (UMEC/VI)
long-acting bronchodilator fluticasone propionate plus salmeterol
(FP/SAL)

In conclusion, UMEC/VI, when compared
with FP/SAL, demon strated significant
improvements in lung functions with
fewer drug-related adverse effects

Lung function
Adverse Drug Reaction
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mYes NO Unclear




Question 9

Were all important outcomes considered?
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All the three RCTs used a central randomization schedule

=g (68 AL YA
generated using a validated computer system. A registration and Ea‘ﬁ iB T]\& }f
medication ordering system randomized patients in a 1:1 ration. Eﬁ%
Randomized patients received either UMEC/VI via the ELLIPTA dry i t to-t i
powder inhaler (DPI) and twice-daily placebo (DISKUS2) or via the In ention-to-trea
3r 5z [GE
ﬁﬁE 1 =2 B 1
DISKUS and once-daily placebo (ELLIPTA DPI) for 12 weeks. So LT(EI/J ﬂ%%ﬁ
random sequence generation and allocation concealment were W A 7|:)-’|-
nm

deemed adequate 1n all three studies. Participants, personnel, and
outcome assessment were blinded across all three studies which
were analyzed on an intention-to-treat basis. However, it's note-
worthy that all three studies were supported by the production
manufacturer and were assessed high risk in the domain of other
bias (Supplementary Table S3).

mYes NO Unclear i




Question 10

Are the benefits worth the harms and costs?
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Conclusion

In conclusion, UMEC/VI, when compared with FP/SAL, demon-
strated significant improvements in lung functions with fewer
drug-related adverse effects. However, the conclusion was limited
by the scarcity of studies and long-term trials.
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umeclidinium plus vilanterol fluticasone propionate plus
(UMEC/VI) salmeterol (FP/SAL)
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