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B 1.3 AZESHAME7HE IAES SHUE

HAERHS xHa7-1" HSEDIZE 07201 =0{0i1% =0
A SAZR|E 1A H2018-123(2018.01.24) MKl  2018.02.01
LAY(ES) 7| X Z0|8 HEXMZA-UUST | HR W HEE0 FE  50%
= Bronchoscopic Lung Volume Reduction using  GIHIERIE
sHO| (S , , ot
AHB(IE) Unilateral Endobronchial Valve 2= e
<A REI‘l>
QUdls 7|*R|e" £ 7|EX|Lof &5t 7] Aoll= S717t AlEst HE0A HLen &
7] A|01| 7HK| 25| St AlESt 2919 HBME AAANAH MHMCE 7SS &y
Al7|2 Qﬁt%f% SHA|7| 2R} &
(AFELED
H7|ZS Sttt £F DY HAEHES 2K}
<AIA|HH:H>
o d H33 7| X HAIZE Soff YT 7| HAUEE SH 7|2X|Z REtct= He|H2] 7HHE(Delivery
Catheter)0fl ZV2{5t0 =H 7| 2tX|0l| Afigt
@ 7|EX|LHAIES Soto] MU= Delui2| ZHEHE|(Delivery Catheter)S 0|&06t0] S2E&H7|
7t EQIZIX| o= SH HEQ| 71X 27|1E &Y
@ 73X Z27|0f St= Hewi2| FHE|EE FH|otn WHE HE
® Ze2|t2] 7IHEE SH7|EX| QHZ o= U0 '20] HiX[st & MMT| WEE MY
@ MNE e LIY 2ol M & J0| SHY|AX|Q 7[HE7|20IM ¢ B0l XIS Cis
ZA| 7HH|E SIS 25| YO SHY|HX |0 WE Mg &
=Apat Z LA MM AZRE R-131-1, X-131-2, AH-133, At-134-1, X-147-18 HAISt
T A0 M2& M=o ofat0] AXSICY.
MISALE AOET &0 oY, REY BIHEL IA(EASX|E 1IA| H[2013-623)

T RH47-19] 7 BEHEIHSE 2-201Y
SR AZESHMNE T QU7 [HLRREE SHO[X|

=

183 71T WA B8 H S5 Thelslo] A EojoREQHI A o]s) AlekA)
571E E3 AlES (3 1.4, (FE 1.5)%} £t

1= L2
AIZO|UF IR o 7tALRY
1.
==9 TYHEZ
mzac B03000
=3 Zephyr
Dad Zephyr 4.0 Endobronchial Valve2| 571
AREX SE8|7F Hel giALt & 5;4 = H7|E 2tXte I 7|52 &4 3 = 57| FHE daAl7|
7| ®lot] W e| 7|12 E AHY %I—‘!OE HRlEl= 7| K| H"EO'
2.
==9 8=
z=ac B03000(3)
H=H Zephyr Endobronchial Valve
2 EBV-TS-4.02] 271
AREX ]ﬂgi}?ﬂm g1||j;€|3;5?0§ Y/E= S| S ZANFT| fI6t0 T 7|RE 2ET 55
EX: AZOUFOITK Q=57 |7| MAL IR SHOIX|
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Zephyr 4.0
Endobronchial
Valve
Zephyr 4.0-LP
Endobronchial
Valve
Zephyr 5.5
Endobronchial
Zephyr Valve Pulmonx 3 —1\—8112— 2019-0
Zephyr 4.0 Corporation 8bb& 7-25
Delivery
Catheter
Zephyr 4.0-J
Delivery
Catheter
Zephyr 5.5
Delivery
Catheter
Zephyr endobronchial valve (Zephyr
EBV-TS-4.0 EBV)= &7| 588 XHol=E dAE
718X QISHYUEY. 2 ME2 HEZE
OZ HoU= LIZ-E|ERs(nitinol) &
e = APHlZEK(self-expanding) 2/E[0]4
EBV=TS-4.0-LP (reteinen)0] RAS0f QUi ERUSS Maj2
HEZ PHEN U2, €8 TI&K]|
LiAIZE Soll 22|t FIHEE Ol&ot
O BN 7[:AX[0f &LE. Zephyr EBVE|
Zephyr ;%EIE SEHOEE =7 I(eghilation) §01|E
Endobron Pulmonx ;E;qu;::g_ﬂ((?rl;tslzgl)sj,lﬁ'iﬂigf £519-  2012-0
~chial Corporation iy gt A EO:IJ 2455 6-12
; P 0| BHOE 77} 52| Y= B 5
valve £ WO|20| HEERY BN I 7o)
3712 4=

EBV-TS-5.5

2 HE2 7|HX| "E(endobronchial
valve, EBV)2} 28 7|ZX|UHZ @HES
2M5t= 2|t2] 71E|E(endobronchial
delivery catheter, EDC), 12|11 $iEHE
22| ZIH|E0 Aok | et =HA|
A8l(endobronchial loader system,
ELS)E 0|20{H

S ASOAFTUN 0|27 |7| TR HE SHOIX|
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Zephyr Valve AZAKPulmonx Inc., Redwood, Calif., USA) 0] X] Ko u}2H o] JEH
FE(current procedural terminology, CPT)ollA LRdF 7|HAWEE o|-&st 7|HA|WAA
#8454 T ghEo] ol Zo] 82 o A== ERISHIT YRR S AR 1A
U AAFGEOIA & AAket T g2 ERld 5= ¢l
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H1.62 EH A AP SK g
=7t =5 Code W
with balloon occlusion, when performed, assessment of air leak,
31647 . o ; . . o
airway sizing, and insertion of bronchial valve(s), initial lobe
31648 Bronchoscopy, rigid or flexible, including fluoroscopic guidance,

when performed; with removal of bronchial valve(s), initial lobe

Bronchoscopy, rigid or flexible, including fluoroscopic guidance,
when performed; with balloon occlusion, when performed,

Ol=  CPT  Bronchoscopy 31651 assessment of air leak, airway sizing, and insertion of bronchial
valve(s), each additional lobe (List separately in addition to code
for primary procedure)

Bronchoscopy, rigid or flexible, including fluoroscopic guidance,
when performed: with removal of bronchial valve(s), each
additional lobe (List separately in addition to code for primary
procedure)

31649

CPT, current procedural terminology
&X: American medical association. 2021

1.3 WYSY Y $E5= 0|27|S
1.3.1 2 H24 M| ZEH(chronic obstructive pulmonary disease, COPD)

g Hl 45 @ 2K chronic obstructive pulmonary disease, COPD+= &415] 3|55 A] 9= 7|F
AZHairflow limitation)& Y02 sk= ¥4 A& Qulgitt. COPD+= H71&(pulmonary
emphysema), YMg 7|34 A (chronic bronchitis) 12|11 &4 A¥Hsmall airway disease)&
o, w|7|$2 w27t ok 5l &7 b"5]1—1—’61*79 S0z Aoler, v 7 HA d2 v 714,
A & 22 ddA E40) ot &7]% Ae2 A|7]8A|(small bronchiole)7} FoHl EE
oJujgtct, COPDE WHY 715 ml4f|(airflow obstruction)”} 1= 792 HY=|H o]0 ule} whA] 715
H2j7} glis T 718X 92 COPDoY| Z3FE|A] =tHdigthzst3]H, 2017).

Chronic
/bronchitis Emphysema

.,
|
|
|

Adrflow
obstructio

[(LLCELETE LT

12 1.3 COPD9 ™9
£7x: Nakawah et al., 2013

1.3.1.1 HEejde]

COPD9| 7F A@ AR 42 =84 T7] F5(forced expiratory flow rates)2] X|<52]Q1 Z4o]ct,
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R Aol

ot tets] | skt A1 193H2017)004 = HEiddE A 71584, 9%, 7tango =
T-ESHAT

715504

715  AlHairflow limitation> 71F HHairflow obstructionys Eeth  HiEE
HEFA (spirometry)E ©1-&5tc] &7gst=t], HEFA L F8 A= 127 =84 5715 (forced
expiratory volume in 1 second, FEV1)3} =34 Hl&=Hforced vital capacity, FVC)e]t}. COPD
T 7| 57927} Q= $Ak= FEVI/FVCE] Hlgo] A& 0 = Zhaght. T3 A2 g2 COPD $-k=
718A] SA S B3 FEVi°] 15%7HA] /= A9t 71 o] 49] Wh-g~2 A Q] UehA] 9= Ao =
A2 A i tetg]H, 2017).

B3

HE&42 HU|sHAR SA=E=t COPDoA= $& 371 AR air trapping)et HXH
I3 hyper-inflation)o] A% @r]o] Uepdtt. B4 35 sols 32 3= H-8Zo]
S71okal HEg e 57 E 7% S B 7| =AY AR Y 37|77 AR et 3],

B HA-8o0] AR XA FHL5)
9Zjto] 2497} 2 BotA] Ak
Zsigto] Basiol o w2 IS

e,

COPDOA = 5HE ARAESQRS FEV; AIER]9] 50% 7] A4S Wi7H] e A4 20 2 S =],
PN = 50% oI5t WA = AAE YEll= A o' dE At v S E S ARSI
Z7h= FEV 0] allidA19] 25% olstoll Aet Uehdar, WAt ] §b7] = fhei(thehiels]#, 2017).
E9r344  ](nonuniform  distribution)@t  27]-THH]C]  FES5A(ventilation-perfusion
mismatch)2 71%=9} HAZ Yox doju= AW X1y 39 ojdAgS HojF= COPDY
S0 st H, 2017).

1.3.1.2 COPD 58k 7|1&

COPDY 7H¢ & £ 7IFH eIt 7IFHAY F== COPDY 5823 ASEJAE, global
initiative for lung disease (GOLD) &7°l 7|%& FaL JcHHigh =5l H, 2017).



NEC

OolHIS
S

e

7[3X[E0I8 HIE XS AE- 7 [ x|

HH
=

H AlOl
— HH

H 1.7 COPD 8XE LIEt= GOLD 7|&

GOLD 7| s3k H7Is
| 4z FEV:i/FVC < 0.7 0| FEV; OI&EX| > 80%
I e FEV4/FVC € 0.7 0|11 50% < FEV; GIZX| ( 80%
i 55 FEV:1/FVC € 0.7 0|1 30% < FEV; 0IZX| ( 50%
\Y i FEV1/FVC € 0.7 0|11 FEV; 0§&X| { 30%

COPD, chronic obstructive pulmonary disease
GOLD, global initiative for lung disease
EX: a2l 2017

g

1.3.1.3 COPD &tx}

; FEV;, forced expiratory volume in 1 second; FVC, forced vital capacity;

AZFR I A7) A 20190 S H =Rl 7 o w2 20184 THA w2 AS HA 3R =
1671 7,664 202 oA 3kR|<4= 57t 5,739 2] 3T, 3R} 4= 50T RE] ZA| S7Fste] 70t oAdollA]

e A

129 5,280 0 & 71

20209 ZASH.

O 2 YJePGTHAZEIAAE 7Y, 2019).
R0 gHld|o]g| 7| Ao A WHA] HajA | ASk Bt A At = HAGA H7)1E, S4lA
17|15 5 87H¥ L, 201695E] 201997kA] QFFoiH]

ke

& Folo

| &2 0 7 275l 2412 Kot}

H 1.8 0HY W2 m &St =L 2Kt o1
T2 20164 20174 20184 20194 20204

A

SR () 259,980 239,902 244,547 248,694 220,466
QUZOHIREM(HY) 115,323,270 119,848,990 133,595,899 135,596,933 116,687,650
HASY 7B U431)

SR} () 454 553 574 608 502
QUF0H|ZZH(F) 105,192 130,580 121,712 174,166 128,938
SHAHY H71E(J432)

BIR} 2(H) 1,108 1,088 1,059 1,072 968
QUZ0H|ZZH(F) 225,376 248,233 215,822 208,245 180,748
7B} TH7|Z5(J438)

BIR} 2() 4,168 4,200 4,679 5,320 5,087
LUFOHIESH(FH) 1,038,770 1,188,168 1,339,199 1,474,655 1,350,682
SHEHO| I 7|5(J439)

SRt () 23,394 23,047 23,034 25,477 22,784
QUF0H|ZZH(FH) 6,947,388 6,675,503 7,378,000 8,027,670 7,131,839
=4 s |=2dgS Stitct ThY My HZekJ440)

SR} () 28,046 20,664 20,337 16,821 12,048
QUFHHIZZH(HY) 10,264,128 10,128,000 10,081,025 8,951,684 6,702,547
T4 U3E SIS SMSH| Py HiAd HEeHJ441)

BIR} 2(TH) 20,522 18,231 18,711 18,801 14,928
QUEOHIEEMFY) 21,803,195 21,155,637 27,108,521 27,112,986 22,608,398
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7= 20164 20174 20184 20194 20204
7|EH HAIE 2HY WAl HEeJ448)
2t () 41,709 39,183 40,308 39,920 33,706

QUFHHIESH(HMY) 13,514,825 16,275,486 17,663,442 18,545,173 16,432,151

M EF9 2k MY TIEEHJ449)

RS ) 140,579 132,936 135,845 140,675 130,443

QUZ0H| gio_,H(f,ﬂ%J) 61,424,396 64,047,383 69,688,178 71,102,354 62,152,347
fﬂ._@j?_ S/ HEIEC M=TlE: JA31 HAEY WY1, J432 SHAEYE WY1, JA38 VB MY IS, J439 SHIZE
op|=HES Shfeh Tty Ty HEE, J4d E.“S ASIE Shret é!*ﬂ':'mol 2R Al HiAE J448 J|EE

I5I “W ]11|AH” ﬂl’é% JA49 YA 23O Thy Tt HEat

EX: L2 BHAZEG0|EHUAIAR SHOX|

1.3.2 BODE X|&

COPD AFSIE 1A X321 BODE A H+= A &ZFA4(body mass index), 71FA|ZHobstruction
of airflow), T & dyspnea), >553(exercise) 2 & T4 0i%t}. BODE A ¥E 7 JE&
gEog Ak8sl= AR YRS oEsks ] XN t] 22 A Fo|tHsHEad W 5357]53]
2018). A= 0014 108 AfelolH, B &2 He= AM 93o] © o A Qrigtt
(Bartolome et al., 2004).

1o

1.3.3 d&ol= Y=rvls

chehitotals shelsujtt A]198H2017)14 COPDS] Aol Ashe Makh|Z 4 ol §.Ust 374
A 39, W AT BRoA) ALh e, A% HEE H7)%E Sl 0] 98 ddolehn
Fotoick. 7 9l0) BE X iS40 T, o210] 4 FFEES Ay B4S R glrkn

SELECH

1.3.3.1 Ad=:X|&

=0 =20] F= 37H] kA% 7} 912 bupropion, nicotine tHXI (7, T#], v]7F B4
5) ¥ nicotin acid 84| Z-8A| = A3HA|?I varenicline©] o]0 3L}, 0]9] CFEA R R+ 7|HA|

A, &84 FEDA(Gpratropium  bromide),  AHE  FEHA(tiotropium),

HEF A (salmeterol, formoterol), &% 253 T2 €] 0] =A|(inhaled glucocorticoids), -

=5FI 3 2E]FOo|=A(oral glucocorticoids), H.EZ(theophylline), N-acetyl cysteine 5°]

Uizt a3, 2017).

bupropion 150mg &4 UFE &S X g3l7| 95 @7|7te] HRQHo g Fao] Alo=
HlgojoltlaLA] A2013-127%, 2013.9.1.)

1.3.3.2 LHAQH
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A48 E COPD 49 AUES B3] 2aAZ 4 S oFejstal AnE YZHU 9 £
Ak 3BKE7} 88% ofstol ALt 4k HShEs 909 mIgte]wAl, MBS i AR gl
AN LLDE AES JolgA TN 1%k B 49 A VA w y %

AN

Aa Qo] it Foi71%, AR, vlgo] ek R ofdf (E 1.9)9 Ak

5 5 =20 E7HOlE)  TOKEH)  AddE
b= == o x| = oS
== =FHS ST YU7txEs  2UREHEA EQREEB  (2007Y)

_ E1% 8,500 7,350
X4 MOO4 ALEA(1YY = ’ ’ 4,571,
k 0040 (1€9) 9295 N N 571,865
EQIREEA OIFO0IR: HOIHEE 50% SHTRHE(N)/AHE(Y)
EQILEEB OIFOIR: HOIREE 80% SHYRHE(N)/ATE(Y)
EX: 27 [UATEY, HADIE STAHIA, 89|, +71ER, 2023.5.21. 24

=i SN
A 5o] SREEAAY 718 AZhet SHbasto] Sl 739 iAol ALE . FEV 0] 53]
20% H|qto]HA], FH HASE FHFA nitg o R B E H7|E A7 HolH Etiidol
A] =t} T35 {2 Hs(Diffusing capacity of the Lung for CO, Dico)°l GIEX2] 20% 1]Ftel

&t aeS 44T FHEY, 571 dedYol 45mmHg 23, AT &5 A, 284 AR
o

ASE & T APgEo] SV "o setidel HA| g=th. National emphysema
treatment trial (NETT)olA = H-&87d4a%0] £ H7E oA AME 2 4 349 &3t

7F A2 S e, ol AAks F2 AR F23t 7150 Al 4 25 s20] W EA
Al w84 ool =3o] Aok AAS AASIHTHHI ek, 2017).

H&AgaeS HAEAeR -85 AL, B8l tieh FEE ot (& 1.10)9F &T.

- i =0] E7H2IR)) KA )
IS EEws = SUiRES  EoluEEA EolsiciEp
=01 2,534,270 2,190,470
1427 CrTer A T N N
11427 01421 SR RS 27,483.95 N N
=01 2,693,870 2,331,180
XH 420 W SRR > N N
4oLt 01422 ISEpIeS 29.249.38 N N
= 2,729,010 2,361,590
XH42C iclfoc i ePShSIES = N N
a2tk 01423 4943} RS 29,630.99 N N
e 2,795,150 2,418,820
X422 AT B RS > N N
SOEHEA S0 ZOI2HE 50% O EN/ATEY)
OISR QIMO{E: EOIHEE 80% siRHE(N)/BHLE(Y)

XN QY7 YT R, YA IE SEAMHIL, AR, 71EE, 2023.5.21. M
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1.3.3.4 7|EIx|=

AEE

COPD €4f= md =3 o35S otof sk, 317t ASE A= LSkAIRE 7] ol A<+
o9& (polyvalent pneumococcal vaccine)l= BHHEC}E. Bordetella pertusis EZ0]

oA = Bt A D ARto] A-GE Tk ele]H, 2017).

SEAE

A 5= COPD SAPIAIA 419 &, S8, 25692 = 7HE = 3loH 6~1271 o139

U I T4 Bt Qs A0 & HU e eks]H, 2017).

ol 419} TR H/hato] ok ol 415 Aol 9L, 7k, 41
ach. W 827247} Do) Hol Aol H7150] sjRsty Lx
oR=THTRhtetelE, 2017).

1.4 LETEXF

SUo] COPD  AEAMQOISOIAE W WANHAsAs dgaem BRI
A AS(EY, F2 B1) elo] glolH ofefe] R4S Tefshol deka AT FAH O,

29,
AR} UL FARe] S 217t e A5 1A WAIB M EL S o] f-8otal, AR ] gl

AALR] SH-E17) iz 74 7 1RATHA o] 783ttt Aot ‘:} ES AR W7 |FE Eole

A9, 548 EANEAZLLL TSA okl /AU 8 HEASE hsstck dsigont
290 52 el o 52 sl el Aho] 7KL 49 715 BN A2
N8 AZAEE T 5 Utk B ONEAGTE: e, AR oK, T2 519 B

WHO] Hiet g2 FAATHH}ZH 3 =F719}3], 2018).

B 1.11 7|2X|UHAIE HEXSA M8 Al 112510 & 24

kil L
1 HRCTOIM W7 |&2] =Lt IHEH
2 HRCTOIM EMEHM(fissure integrity)0il 218t SHE FAL0| S8 &t7|9] 08
3 LIAIZ S WAL S HIISSTH 42X TItet SRRt AEAIe] ek

HRCT, high resolution computerized tomography
X OfeHEd 3 557183, 2018

o0 W] 27 71 7o | =RRRloIA e S50 T wiad vl ekt Bl v} wpEAE SRS thde =
7| EAWEE 0] g7t 7| HAIUAG Hl-&ASAso] At Almriol 2 4= ekl B AR Lung

Foundation Australia, 2020).

10
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] 15 ‘§-< 7} 2 o%% SRS o= 7R E S o] 83t
]*JFZ]LH/\V?} o] E 4 okl H7VoFHeHBritish Thoracic
Society, 2011). E@' 55‘-04 national institute for health and clinical excellence (NICE)
7ho|EERIAN = 55 H71E SRS e E HEdShes A7 SR HokS ), Fdsta
BRI X =HREol 2 *)r\‘ UL F7Fslom, ofef] 7| HAAI S o8-Sz Aletie] 24 o Eol

Jzi _l
F>
rlo
0
r:'a rIr
ﬁ
Fﬂi
o
u‘E

1.5 AN Eel0z 2ig

QAR S AAA Az 24 ’;%7] HO}C’% PubMed ¥ :rL:L"ﬂH T ZA= 571 HA6I9
COPD $ts tiafo = 7111114%173 =
van Agteren(2017) T3 H &g SRS tf o & toft S ] B3 7R UAE S-S
YT A= I AT HE 59l HAsilth. FAIH LR 7| e E $-3]ok= A'IE (airway bypass
stents), A2o4 dlo]| =2 A (AeriSeal system), 7]411H£H(endobronchial valves) 52 o2 ®FHo|
sl 7shAA, ZH2] WS o1t Hl-8-AS54a0] QFA 2 AaMdS AAIA £ 1 = Sl
AW EQITE 7R MBS o83t 7| BAIWAIG Hl-&4E54E0] H-9oll=F SHY RCTVZH 3= 3o,
TR =t v|wE FHolqitt A+t Ay}, KA A ;2] A9 FF ol 7hsRt 3719 RCT A&
o= HEREA S S5k o, AFFES = o IRt Ao 7 QIIAIRE 7183 2 o dRks
PYE-L FA =0 vl SAlA | RIsIsHA dgshe A 02 B ASIGItAFEE: Odds Ratio (OR)
1.07, 95% CI 0.47, 2.43; oRES-¥HAIE: OR 5.85, 95% CI 2.16, 15.84). 33 A|39] H-¢ FEV
ARIEZRA] 3571dw A5 85 Hisiglon, & A# HF TR} HIA| 2 os
A4 0]FHFEV,: standardized mean difference (SMD) 0.48, 95% CI 0.32, 0.64: AIRIEZXA]
©&7] 4% 34 mean difference (MD) -7.29, 95% CI-11.12, -3.45). A= & Al 3ot
o ez 523 7|2 S5E7] f5e Aol Q7] "ol & AleS 3T tiofl= 2Rt
OJAFE7o] Fasirtal HASIIT
Choi 5(2015)2 55 WIS &A= o= IUdF 7|HAMES o83t  7|EAWAIS
H-E&A 54w Py 9 AS PolH A} AAA ZAEE sysialtt. & 1582 A7t
EFE o, AFRBER=RCT 3, 2O E A7 19, S| A7 1130] gl ok, 2 ZollA=
RCT ¥ IS E AoflA= b/ E aabd3 A EQLo, Sa|dtolal= QP dnt Barsieict. A+t
23 558 9 7F s 42 JXJH A H9] A9 X (medical treatment T+ sham
bronchoscopy)¥} H|WA] 7 EA14] 7215k o7} iiet. anbd A #2] A5 2 /o] 7Fsst
2709 RCT 45 Wdo= HeiAdS 3t dx, dixdy vjuAl dddes avpa<l
A&l ATHFEV;: MD 6.71, 95% CI 3.31, 10.11, p=0.0001; 6% E3JHA}L MD 15.66, 95% CI 1.69,
29.64, p=0.003; Ato]& +553: MD 4.43, 95% CI 1.80, 7.07, p=0.001; AIRIEZRA| 257 A&
4= MD -4.29, 95% C1 -6.87, -1.71, p=0.001). A= 5 7|&2 35 H71E TRl AA st
Bty Bt ARE, AEE RCT 239 5 3ot A7t F5strhal B astqit

=3
=

11



PICO
o Hrex AW o BRE EME HaKEd ERITPS el e
(P) 0] © )
* Primary endpoint: *7 12X 421 BLVR
ONI= =AY ST (FEV)) BRUFE BLVR2 =7 1&(Z|H
@sa7 1A 20129 1) geH Rolojet
MYE « MEARS! RCT 5H S B £ US.
2 HAEHESKCOPDYS i standard @ HAI| A HIH(SGRQ) - 3O CHaH HIERZA] 434 SRR, OlEhS
van Agteren oyoz HMgmES  J|2XHAE  medical care  * Secondary endpoint: - MYE: OR=1.07, (95% Ll BIAZZ
Gotey | VNN H8XEAZ 2016127 (moderate  H@NELS R  DII¥RV) Cl:04710243), p)0.05  Eat, 277t
(BLVR)2| to severe (BLVR) sham ® 3 {8 (TLC) - OREISLIE OR-585, (%%  SESHA| 41, &7
ObRl, Y o Rk Tt COPD) bronchoscopy ® 6% E27{2] (BMWD) 1216, 15.84), p(0.05 ZXE[0[E7
@ 0lges - FEV;: SMD=0.48, (95%  £3Z5!0], 0]2H0]
©® HISEY E= WYL C10.32, 0.64), p¢0.05 =2 Ho| &7
® YA 0|, MY - SGRQ:MD=-7.29(%B%Cl  HMSIHO= A=E
712 Sed dw -11.12, -3.45), p{0.05
* Primary endpoint: P UAISEL ROT SH, 382
: 4§ = e
o OIRU R ST (FEV) |, ST o e
A LISS ST st siois o) aondany ondpont eimo| Ze ok gl
S5 Uy Mg et WES  JjmRwes MEIgts O etkfel S35 ot SIS T} SHoIo) R
(COPD with severe e N MEHES9] - SGRQ 240 OPRAORS T} BLVRE I7|Z0|
_ emphysema) Zx O 7R Bl X} ~ MRC scale dyspnea score , ymioy st et U= S5 WS
Choi S jatog il co e medical @ 2z5H = = AN T2 2tXte
(2013) s omxEos ojgst 201312 MHGHAL  HEHRLAE oo es meoeemwp) RV MDS6TT 5% CLxge) s ammopm
BRI HE S (COPD with  (BLVR using oR oS s 3.31,1011), p=0.0001 o5 o)
(E|3_LVR us(iDng inilatoral severe unilateral sham ® = - SGRQ: MD=-4.29 (%% Cl "~ = "
endobrochial valve) 2| emphysema) - endobrochial bronchoscopy - 7‘Hi;;t'i'z: NI =3 6,87, -1.71), p=0.001 oo
S s Ty valve) aras 0 '® - BMWD: MD=1566, (9%
T _ Z0j3t ars W, Zoje O 1692960, p=0.003
=8 ZAfohs} - AOIZ 2555 MD=4.43,

(%0 1.80, 7.07), p=0.001

BLVR, bronchoscopic lung volume reduction; Cl, confidence interval: COPD, chronic obstructive pulmonary disease; FEV;, forced expiratory volume in 1 second; MRC, medical research council
; RV, residual volume; SGRQ, St. Georges's respiratory questionnaire; TLC, total lung capacity; OR, odds ratio; SMD, standardized mean difference; MD, mean difference; RCT, randomized con

trolled trials; BMWD, 6 minute walking distance;
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SRS BUE 35 WA AAANAGA QUF 7 BAMEE olg3t 7 BAGA
WEAZLSE PAPH R sk AR
A7) SRR 7 T4 Qo] Thek AJRARRE The o] (Bt 2.1)7 e
H 2.1 PICOTS-SD
= MSUHE
Patients(CH4f Xl 7|52 Stiet 55 0HY HagHESRKFEV: <50%)
Intervention(Zi) LS 7| HAHES 0|83t 7| HAIHAE HEH=A=

Comparators(H| 2 A|2'2)

- standard medical care(%=2X|Z, MEX|E S)
- BO|lHZXF(sham treatment)
- 28 HEXZ4A=(lung volume reduction surgery)

Outcomes(ZufHS

o

- Az e gES
S
-HVs ¥ R HY U™ WIH S
- 25 5 Y68 B HAm) S
— AI—O| pN|

21— =
R
- HI8EY = WY I
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Time&&712H HIBHER| 4

Setting(AIE) HBHER| %S
Study designs(&7R%) - Hlu7E HZHE 21 HQ)

Sl HBHEX| %S

1.3.1 29

=9] glo]el#o] A= Ovid-Medline, Ovid-EMBASE, Cochrane CENTRALS ©]-85to] A4
LA A 72 Ao g TefE= Hlo|EH|o]AE ESIIH. AAols Ovid- Medlineol A A&
AolE 7|20z 7 Akm ] /g0l Sl 82, MeSH term, =2 AR}, At A4 59
A715& 23] L83t FAIAQ AR B A2 (5 3)of AABIAH

.

o oY

H 2.2 =2 HX HIO|EH[0]A

2 23 AN URL F&
Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid http://ovidsp. tx.ovid.com
MEDLINE(R)
Ovid EMBASE http://ovidsp.tx.ovid.com
Cochrane Central Register of Controlled Trials http://www.thecochranelibrary.com
1.3.2 U

) goleflo] 2k okehe] 57) AAAL o 85te] Sshaict.

B 2.3 = HX H|O|E{H|0| A

=L 2 ZMA URL &
KoreaMed http://www.koreamed.org/
O|sk=20|0|E{t]| 0] A HA(KMBASE) http://kmbase.medric.or.kr/
SHS 0| O|HH| O] A ZHA(KISS) http://kiss.kstudy.com/
St 15t X HA(RISS) http://www.riss.kr/
ScienceON https://scienceon.kisti.re.kr/
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8
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, ?F=o] 9l goj2 S7E Fdos A3Hsto]

SR 418 /4] 7)20] ol slo] esion, AuE wE EHSo] the) o) AEAp}
Sei40 2 Sasiglch. 13 A8/ ToIAE AET 252 ARsle] 1 A7le] A2} il
QITkiL TR RS WSk, 22 ATE/HA) ol 2ot slal
o] Y-S AESIo] AE/uljA] 7|z whet A Ewmo] ARt w e AEslth o YA B

B Al 3A1e] HE 9 4-91913] 31915 53] 2F el A6kt A I
preferred reporting items for systematic reviews and meta-analysis (PRISMA) 35L&
AATsriTt. ZApAEE £ AE /A 7182 th29] (3 2.4)9F Zrh

=

d
I

r>~

H 2.4 22 HE/HIH 7 |E

MEH7|Z(inclusion criteria) i &I 7 1 Z(exclusion criteria)
- Q1Zk T 9177} Ofdl ZRSBAT Fi= HYYEI)
- 2X7} Ofd HUZAM, letter, comment S)

- 1SS SHI%t 55 O MAINERIS (YR B - BI1R0) E= Q02 BUEX yL 23

o - SMPB(ERDN WHE o SRR JREIN S
- oS JRIRMEE 0183 JIALIAR HEKEAZ  peer-reviewS: AR 912 Z9)

S A5t o4 - 942 =9 27} 23
— AR ol LT Sijole o - 3% BWE 23 LWAP} 525D, 208 ZYNEE
- 32 TE Z02 BUE 7 S9ist o7

- AP0l Zofst B0l SHEGHK| 12 o
= Tiol FAe} 9K g2 o

HIER A W7 7 B oV HEAV TSR 02 ARl AHE LA Al =2E B3l gelE o=

HIEH Y B7Hehe A0l wet =3gstal o, T2 vy /AIE At HIEHHd B7k=
Cochrane9] risk of bias (RoB)E Ar&3l] A5}t Higgins et al., 2011 AAFA]

EERRE
Aol AMgEl= Cochrane® RoBe= & 771 EFO=E o|fojzlom, 7+ Zgo] tis)
low/high/unclear’ 9] 3714 FE|Z 715199t} RoB H71E3} low o] HIEH S Ho] &2 Aoz
TCIIIT), BRRe M A S A=A, WY ol R, 47 100] e
BEA] T A7 AEFEA, A Ao A= QiAo 716 HIEE oAt 177 149] A
A 27, 8 A EH] 2o & Selstol BIBHIE Rob E7e] TAHL BB (= 49
2oyt vlE2RY] A9] vIEHAE H7k= risk of bias assessment for nonrandomized studies

(RoBANS Ver.2)E AR&5to] A|BSIRTHAGF 5, 2013). RoBANSE HIEH F-30l thE 8 B7}
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Y 1] A WY YYAY AT o121 ML) A7) HET 5 Gl NIEE W m T
Asgion % 8/} AR EFOR olFold Ui, 2 2ol the) e/ e/ B 9 371 e
RISEck 7127} 2 019 SISl 2 A0 WSHlsIck A WG 54 Dol
ANISIAE. AA B B A9 B

1.6 XI2x&

AR52e o] S AALS Tgte] 3 WOl WEATE 94K 0 2 A EE Al ute RES
e F O PO YEAL 2 A0S FUH 0T PRSI, 057 A SIS Ao
AP, ARFE A 291908] =012 Fol ST YA AN % Aol e Fa
ARFE WGS ATSUIL, ATEA, AR, AT/ WA A%, B 2, A,

L), SAUHCL 9, 1. AP, Al ST BRI o Aok A 52
Bl A9 e Fa Autd gee @TEh 2AAY 2ARy 2dud
AP 2, A, BRI, WG AIAE B ERIAT, TG AZEE B

F5 4.2)0] AAISHAH.

1.7 X128

AmA9] 739 A E4(quantitative analysis)©] 7S 739 HEREA S 851, 7 H5
AA HE(qualitative review) B2 2-85to] AAIsIGIT). HEREA A3 ol g WA=
A A8 E(relative risk ratio, RR), 948 HGoA+= H =7t 5L F9- 715-H a2 to] (weighted
mean difference, WMD), 27} thE 749 E55RE A0 (standardized mean difference, SMD)
2 FASHITE HlEREA] A, oA/ Ttk -4 Al 0 & ¢T3 (forest ploty €151, Cochrane
Q statistic (p < 0.10 F-94 TV > BAHS 71202 B3 7H 5AH oS wastgict

2 S7A1%Fo0] 50% oY 4 14 7+ o] FAo] Q= A0 Tkl

oIS A B S7F R EPHE-ATR o] dste] FARM el 27T 789 24 AE(qualitative

review) WS 28513t

1.8 2H=+& 87t

E P74 5 A AR Tl 17 Aike] ZAG-EL grading of recommendations sssessment,
development and evaluation (GRADE) WO & 7Rt 4-d 5, 2011). e 2R HE
@ HA A (critical), @ F 3T HAZ0]x] L-(important but not critical), @ @ F23t
(limited importance)?] 37 Y30l Wt 32 = (importance)s T=oF1L O HA A ?A(critical),

@ S8R A Ho]x] e2(important but not critical) 2IAEE 22 GRADE ZASES

B7Y¥skAAT.
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5)0 AHAI5] 715ttt 2 BollA BiAlE £33

=2 HOJE{H|0|A (n = 1,475) =LY HIOIE{H|0]A (n = 233)
*MEDLINE (n = 388) -F2OIHEN=18)  KISS (n = 63)
*EMBASE (n = 949) *RISS(n = 101) *SCIENCEON (n = 32)
+Cochrane Library (n = 138) *KMBASE (n = 19)
%8 3 2 ZE S iiHE £8 == (n = 1,075)
X7} o A (n = 302)
SJMEF (n = 366)
E=H F 2 28(n = 1,088) SE@T(n=1)
=2/ DB (n = 1,006) gr=01 8 HOIZ ST|X| 12 A (n = 56)
+ =L DB (h =82) . Mﬁo;l Holst S0 SHFSHK| 22 23 (n
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* AREI0]| Zof5t ZMXHE B 1ISIK| 242 251 (h =79)
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H3.1 QR U BT NS0l S4(11H)

H1MX AR e Egt ERNES H| _ -
o Trial H O omiM BN ZHM 0 EEAN
sHS) Bt (/0 UL PR Ng e s Te SBA
RCT 9™
vs. 6= L MEtk|z SO EEX|Z2(Standard of Care, SoC) 8
Eberhardt - &3 H7|S &Kt UYUT7|HXYEE 0|EF  Zephyr endobronchial o
! IMPACT (2021) =T (43/50) 7|2 X|LHAIA H2XEASE  valves (Pulmonx Corp.) SoC ° ° % 12742
Valipour - S&H7IZ A YU 7|BXMEE 0|85t Zephyr endobronchial o
2 016) =% T (43/50)  J[EAUNZ HENEAZ  vabes (PumonxCop) ¢ © O X he
Dransfield SZEH7|Z S UaS 7|MA|@MEEZ 0|88t Zephyr endobronchial o
0 - ik
3 LIBERATE (2020) = (128/62) J|BXLHAH HE2EEA=  valves (Pulmonx Corp.) SoC X ° X 1274
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BelieVeR-  Davey o SSHIIS &AL Ldiet 7|#X|MEES 0|88t Zephyr endobronchial S ES JHel
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vs. &2 3l TjEtX |2 59| BEX|E(Standard of Care, SoC) 2M
~ Dooms 50y & H7IS 28Xt LY 7[UXBES 018t Zephyr endobronchial Jhes
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A A= AAl(overall) oVJRES, F2 FHS, F A¥FTeE A7 37 = HFIlsto]
AABIRA. 2fd8jelAE A oV ik % F2 @r‘ﬂér% SHeR KA oRE Bz
Z7SIAL, olof F FES2 (7= )0l AASHAH. b Aih= AFB(RCT, NRS) & ¥l ZAlE
(e 2 AlgA = 59 B BT 2 "414:55)01] e} Lo AlASH

09.4 l“ﬂ-f

2.1.1 HH oS

"R

¥ E =+ RCT 53, NRS 1#o] A==l om, BlaAlso] w2t E7sHd e 5 Al = 52
T 570 H]W6H, o9t

5H9] RCTOIA] %A o} dh-8-& ¥ a1st9). o, ZA|ol ARk

23}, EBVEo] & 4 LA 8 59 EEA =] HlﬁH AA] ol kg YA

L=UTHRR 4.42, 95% CI 2.74, 7.13, 1*=0%).

13 (Dooms et al., 2021)2] NRSOIA = AA| 5714 o825 B= WA At 55
o]AJHF3-C- EBV 207 % 878(40%)°] LAY Okg 4 A7 5o EEAELOAME 18 &
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59 EEXFAONAE 184 F 129(66.6%)°1A4 %‘*@E}ME}.
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2571
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| e | e | e | o
© ﬁL.lo 43 | 71 |606| 50 | 36 | 72 | NR
i AlIZI5 S5 * 5 P * *
2 o R e = T I S P P B G R RGT
AlZVSH * * 5 * * «
EI_H_* |:|:| sk sk £ *3k sk *
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2019) | SeC Z:ﬂ’ﬂ;';ﬂ = 3 | 3 |88 |3 | NR| O | NR
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4 Kemp Vs, Ol48rS = e 65 | 44 | 677 | 32 4 1125 ]<0.001
(2017) SoC SEJ|A o = | 65 | 59 1908 | 32 | 13 | 40.6 | €0.001
OlgEte | 7% 154 | 148 | 96.1| 45 | 26 | 57.8 | 0.001
) o | h¥ | 214 9 |42 87| 0 | 0 | 006
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NEC 7|BK|Z0I8 HSMIAS-QULISE 7| ZIX|ME Al

T R e ST i
XE | oo
W | @z |z | =2 g8 N n]% | N[ n|%]| P
o | 124 | 214 | 22 | 103 | 87 | 4 | 46 | 0.17
NRS

A2t5KSevere)
38717 o | eM2 | 0| 8 | 0| 18| 5 | 78| NR

D o|aEr2f

| e || e
loderate) | o | e | 0 | 12 | 60 | 18 | 12 | 67| NR

SEA

opgut!

NR, not reported; SoC, standard of care

'COPD 93}, tts 207, 7%, W%, 85

“ARY, COPD 3}, 3523, H, EE—Z‘—EJ(%?_), 718, ¥E 0|3, O]
‘AlY, COPD 28}, 7|8, W, HE5 2gt

|Q_

[=)

A, I8, OiEol el MRlEl We Bolo| W, JIE EE ARIY Y| L5, 35 £H
T g=Hol 7|1 2X| LH/\P4 LAZE HQS 42, 718, 5 T &7| & E= L5t HVIECE 215 85 FH(chest tube)S 0
ofloF oh= &7| YRS ot 4R, COPD 2d U3}, off 87| 49, =4 HMMESOZ 0I5t ofF 3 YUR0| QS 42
' ors 27t LOSHKIZH 0| LWRSIA| g2 FP
“ HEHEN Al RBE 3
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed. 95% Cl M-H. Fixed. 95% CI
02. Valipour 2016 26 43 8 50 41.58% 378 [1.92, 7 48] —i—
05. Klonster 2015 23 34 a 34 28.0% 4.6O0[1.98 1068] —
06. Kemp 2017 H 645 3 32 224% 5.09[1.68 1539 e
08. Sciurba 2010 13 214 1 ar 8.0% 529070, 39.79] ]
Total {95% Cl) 356 203 100.0%  4.42[2.74,7.13] -
Total events 93 17
Heterogeneity: Chi*=0.31, df = 3 (F = 0.96); F= 0% ID.D‘I Df‘l 1'0 1DD'

Testfar overall effect Z= 610 {F = 0.00001}) Favours [experimental] Favours [control]

112 3.6 x| 0|4

212 F2

II9.'-'

H=
oo

[©)

FREYSS AN T

¢

VRS A0 T o kS0 = TESlo] AL, AR PR

RCT 7+, NRS 130] A& =] o, Bl wA|go] w} E7o1 oFE | AEA = 52| BEA 272
o

] 79, E«]T‘H}- Vo] Bl 1HoA F2 eSS Halskyth

2.1.2.1 A& o3 0|8HS

A% B oRkgo 2 A, 71, COPD $5%& 913}, ¥9, 38%70] gt
(1) A%

A2 & 6| RCTOIA Harshlt. 20| Aol A= SAtol ATt AFgol 'EAY(1.5~2.9%) 5
oFE L AZA = 52 BEXmOA Aol BAYSEA] 3ttt 1% (Valipour et al., 2010)°l4= EBV=:
437 dhdeze Aol BAsHA] gkgtey, ofF Y AlEA® 59 BEAET 509 HdeEe

138Q%)ol A EAB5}+ .o, 1H(Herth et al., 2010)914%= EBV: 1118 thAle 2= 678(5.4%),

o=
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2 PR 7 50 FEAFT 6078 Ao 2= 475(6.7%)0lA A5 13 (Sciurba et al., 2010)2)

Aol A= EBVAE 2147 tiito 2= 168(7.5%), 4= 2 Xﬂi‘}i] Y EEAEL 87 &=

3t=‘(3 4%)0ll A LAY YA 1H(Davey et al., 2015)014= 2272 A1 - 67119 71&0 2 EBVH
HE AR 27(8%) YA HOlt Rt 2504 = 0 (0%)ollA LAYt

1H([Dooms et al., 2021)2] NRSIIAE AFFL H15FY Y, Q] k= 9 JfegAa 59

HEA Z AT Ago] 19 EAY(5.6%)5H AT

H 3.3 [erHd] AY

18Xt | H= | 2 7] SIZ o=z
of cto
W ez Mg  RE | N8 [ N[ nl% | N|[nl%| P
RCT
1 V(Z'(')ﬂ%“)r oss | My | @a | Mg |43 0| 0 |50 | 17| 2 | NR
2 'i'ggig‘;r oo | M |z | kg 34| 1| 29|34 ] 0| 0|
Kemp VS, ot - o :
3 | o | sec | ME | ® | e¥ |65 | 1 15|32 | 0| 0 | NR
3744 111 1 0.9 60 1 1.7 1
g | Heth | vs. | o | o [ 3678 111 ] 2 [ 18] 60 | 0 | 0 | 054
(2012) | SoC S| ° e 111 2 11860 0| 0 054
o~1270e | 111 1 o9 60 | 3 | 5 012
Seurh o e 214 2 Jo9 87| 0| 0 1
5 (%{05’ VS'CO Ao 62 (214 6 |28 87 0 | 0 |o019
1202 214 8 37 87 | 3 |34 | 088
6 | oo | cepx | M2 | 2| @ |25 | 27 | 8 | 25| 0 | 0 | 049
NRS
1 IZ()2<3(§>2rT11)s oss | My | @& | em¥ | 20| 0| 0 |18 1 |56 | NR

COPD, chronic obstructive pulmonary disease; NR, not reported; SoC, standard of care
HE 2 SSEHO2 ARY

SESHL B 2| 0 HA HESOR Ay

T80 YUY F MEXZ AY

1y 5585 j Al 19H: HAAS(cor pulmonale)0| U= TH HAY HESIKIRS

@)

~—

71

152 & 79S| RCTOllA] Earstiet. 5HE| Aol A= EBVZOlARE 718-0] 'HA(7.2~29.2%)51 31 1L
oFE 9 QA= 5o EEA EolA 7150] 'AYsHA] Sttt 18 (Sciurba et al., 2010)0f141= EBV-
21478 Fo 2 119(5.1%), FE 2 AR 59 BEAE 878 AR E 27(2.3%)04
rAgstelom, U] 18 (Davey et al., 2015)°14+= EBV 252 thto = 21 HA(8%)staL
HoJt 2t 2570l A= 178 (4%)°ll A A8t

1H(Dooms et al., 2021)2] NRSOIA] 718-& E 116} aL, EBVE 2098049 278(10%)0ll A1 Y SHTE

N
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e

NEC 7|X|Z0I2 HBHEAS-UuISE 7

i
R Aol

H34[QHM] 7|8
o XX} Hw ZAq H° | 53 Szt iZ=at
| @x) | Mz pE:3 | M8 [N[n[% | N[n|%]| P
RCT
| | Eperhardt | vs. & o | VR [ 4310 [283[50 | 0| 0 |0
(2021) SoC o | 1o | 43 | 2 |47 [ 50| 0 | 0 | 02
Valipour VS. = N y
2 2016) oot = 7| IR | 43 |12 |279] 50 | 0 | O | <00
Klooster VS. = N .y
3 (2015) Sob = | ol | 34| 6 |176]34 | 0 | 0 | 002
%' 19 | 292 0 | 0 | <00
Kemp VS. = y
41 017) | seC 718 o | 65 32
razs 20 | 308 0 | 0 | <00
I [111| 5 [45[60| 0 | O | 016
5 Herth VS, IEE=T | o | LSO | 11T 1 0.9 | 60 0 0 1
(2012) SoC L= S 69 [111] 1 |09|60| 0 | O 1
MMV 111 ] 1 |09[60| O | 0 | 034
g3 IR [214| 3 14|87 ] 0] 0 | 055
L= |j:|
Gomixey | | 2B | 214 1 05| 87 | 1 |27 1
S r |
o | sourbe v | TEED ) IR [214| 3 [14(87 | 0| 0 | 056
(2010) SoC (E)gjdi 9 S || 214 1 |05 87| 1 |27 1
=D IR [214| 3 14|87 | 0| 0 | 0%
= 3
(Stsble) MV | 2141 0 | 0 |87 | 0 | O 1
Davey VS. = o )y
7 0015 | Zorkx = % IR | 25| 2 | 8|25 1| 4 1
NRS
| Booms | vs = 2 om | 20| 0 |100|18| 0] 0] NR
(2021) SoC & =

COPD, chronic obstructive pulmonary disease: NR, not reported; SoC, standard of care

(3) COPD $%% °ts}

COPD $5% k= Z 72| RCTOA E1atet. 53] RCTOA HleREAISH A3}, & o7t 3-2]sh
Zo]7F YIITHRR 1.17, 95% C10.71, 1.94, 12.=53%). ©]&A 4217} 50%7} H 7] wj=of|, HeREA 9]
o|AGE 5507 whsiqtt

H 3.5 [2tXM] COPD £&5& 243}
A 15X} H|id Zat o =4 St ==
M| (@E) | AE X|E g | Md [N n|% | N[n|%| P
ol | mos * M % x *

1 E?;g;jgdt oor éa%ojé*;ﬁr o | 1~ | 43" | 12" | @9 | 50" | 107 | 20 | 1
; oo oS 7

2 V(g'(')ﬂ%‘;r g’jc ég%ojgggr Tl g | 43|10 | 83|50 6 | 12| NR

~
3 Klooster Vs, (U20|TOsh | 74| 674 | 43 | 4 | 93| 34 | 2 | 59| 067
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A XXt H|w aa g =4 Kzt ¥
Mol @R | Mg X|= 9| N® [N n[% | N[n|%]| P
CDEE2kt
(RUB0| EEGIK|
(2019) | SoC | Foro) yp 43 | 10 | 23| 34 | 17 | 50 | O
el
QFDEE%t | ¥ 671 65 | 3 46 | 32 0 0 NR
Kem vs (QOUORIRE) | 74 | 671 65 3 46 | 32 0 0 NR
4 o  [oopa=est | o | ene |65 | 3 (46| 2| 2 63| NR
(2017) SoC (02O ETHE
= o = o
OPERRY = 671 65 4 6.2 32 3 94 NR
Y | 1| 13 | M7 |60 | 6 | 10| 08
o ~ M | M| 183 | 7|60 | 7| 17 1
eeojzesy | o | =
CDEE2kt S | 6~ [ 111 ] 12 8. 60 3 5 0.26
5 gg;t;) & ok |47 | 4 85|28 2 [71] 1
(Ql20| Lo KV = 1111 31 | 279 | 60 23 1383 | 0.17
‘jof%%% o | 367M [ 111 ] 21 [189 ] 60 | 13 | 217 | 0.69
Li%%f < | 6~07He | 111 6 54 | 60 6 10 | 0.35
MU | 47 13 1277 | 28 | 10 | b7 | 0.36
(eo|mesh | o, [ 3ME |24 |17 |79 187 | 1 |11 | 0.03
Sciurba Us QPDEEEE | © | 3M¥ [ 214 | 22 [ 103 87 | 8 | 92 | 0.84
6 ~ | (20|25 M | 214 3 | 1487 | 0 | 0 | 056
(20100 | SoC | o3y | o
LS " o 7 o]
=08 VK | 214 | 3 1.4 | 87 0 0 0.56
_ | 3 | 3" | 25 | 16 | 64 | 25 | 20" | 80 | 0.42
(o) ..
;| Davey ésq QODEE=2RE 1o oper | 25 |23 [ o2 [ 25 | 22 | 88 | 0.35
(2015) o | (RI201TRSH |
B = - W< .
i D208} 7 | 3 25 5 20 | 25 3 12 0.7
COPD, chronic obstructive pulmonary disease; NR, not reported; SoC, standard of care
HERRY Al M 3
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random. 95% CI M-H. Random. 95% CI
1.21 vs. SoC
01. Eherhardt 2021 12 43 10 50 227% 1.40[0.67,2.91] —T—
06. Kernp 2017 B f5 7 37 2E% 1.48[0.32, 6.91] B —
07. Herth 2012 % 11 13 BO 274% 1.08[0.60,1.94] —
08. Sciurba 2010 17 214 1 87 5E% .91 [0.93, 51.14] 1
Subtotal (95% Cl) 433 220  64.2% 1.35 [0.83, 2.20] -
Tatal events 61 26
Heterogeneity: Tau?=0.03; Chi*= 342 df=3(P=033) F=12%
Testfor overall effect 2=1.22 (P =0.22)
1.2.2 vs. Sham
09, Davey 2015 16 25 0 25 358% 0.80[0.56,1.14] —-
Subtotal (95% Cl) 25 25 35.8% 0.80 [0.56, 1.14] <
Tatal events 16 20
Heterogeneity: Mot applicable
Testfor overall effect 2=1.24 (P=0.22)
Total {95% Cl) 458 254 100.0% 1.17 [0.71, 1.94] -
Tatal events 7 46
Heterogeneity: Tau®= 0.15; Chi*= 8.59, df= 4 (P = 0.07};, F= 53% :D.D‘I 0?1 110 mu:

Test for overall effect 2= 061 (P =0.54)

Test for subgroup differences: Chi*= 2895 df=1{P=0.09), F=66.1%

Favours [experimental] Favours [control]

1% 3.7 COPD S8k 23t
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=

ru H O
2 [HE A

NEC 7|X|Z0I2 HBHEAS-UuISE 7

4) w4

HHL Z 6H 2| RCTOA H 5ttt 4H 2] RCTOIA WEREASH AT}, T 77k -5-25t 2}o] 7} QIATHRR
1.13, 95% CI 0.58, 2.19, 1*=0%)

H 3.6 [2tHd] HiE

A 18X | H@ 2t uf £3 Szt oxEZ
Mo (@) | Mg xE 9| N N[ n % |[N[n|[%]|P
1 | Eberhardt | vs. T2 o 1He | 43 | 0 | 0 150 1 0 | 0 | NR
(2021) SoC = S 11~ | 43 1 2.3 | 50 2 4 1
Valipour VS. " °
2 (2016) SoC = Fass KY = 43 0 0 50 1 2 NR
Klooster | vs. n o
3 (2015) SoC | s 670 34 2 59 | 34 1 2.9 1
iz = 3 65 3 |46 | 32 0 0 NR
K (SOUORIXE) | 74 65 3 46 | 32 0 0 NR
4 oo | sec U= % | oM |65 | 3 |46 |32 | 17 [31] NR
(30 0|4 S P R B e A
I OPHRR) Fags 65 3 46 | 32 1 3.1 NR
Tz Y= 111: 4: 3.6: 60: 1: 1.2* 0.66
(s %T°—|$7f o 3~670E | 1M 2 1.8 | 60 0 0 0.54
OH;I%) 6~ | 111 4 3.6 | 60 1 1.7 | 0.66
5 Herth(20 | vs. MMUHE | 117 2 1.8 | 60 0 0 0.55
12) SoC 37hE 111 4 3.6 | 60 | NR | NR NR
| o | .3OME | 111 2 1.8 | 60 | NR | NR NR
(HE 2AAS) S | 6~97H | 117 0 0 60 | NR | NR NR
MPKE | 117 1 09 | 60 | NR | NR NR
3 hE | 214 | 5 |23 187 | 2 |54 | 1
(HE 227t I Py . . . . . .
5 Sciurba | vs.S ord ) MUME | 214 | 10 | 47 | 87 6 162 | 0.41
(2010) oC it =) o KU 214 2 09 | 87 | NR | NR NR
(CEREE S | 3o | 214 7 3.3 | 8 | NR | NR NR
L= = 1270 | 214 9 42 | 87 | NR | NR NR
COPD, chronic obstructive pulmonary disease; NR, not reported; SoC, standard of care

HEREA Al HEE 3

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed. 95% Cl M-H, Fixed, 95% CI
01. Eberhardt 2021 1 43 2 a0 11.T% 058 [0.05, 619
0B, kemp 2017 G a1 1 32 B4A% 285037, 23.81]
07, Herth 2012 G 111 1 G0 8.2% 3.24[0.40, 2632
08. Sciurba 2010 14 14 ] a7 T1T% 0.76[0.34,1.73] —i—
Total (95% CI) 433 229 100.0%  1.13[0.58, 2.19] -
Total events 28 12
Heterogeneity, Chi®= 298 df=3(P=0239), F=0% ID.IZI1 DH 1IIZI 100.

Testfor overall effect 2=0.36 (P = 0.72) Favours [experimental] Favours [Contral]

) 5o O 3.8 HH
L7

S5HAL 2H O RCTA 153t Herth 5(2010)2] Ao A= EBVE 1119014 107(9%),
oFE 9 AEA T 59 EEXFELME 0% F 68(10%)°] Sg&H7Ho] dhAystct. LA
1H(Sciurba et al. 2010)2 EBV 214 = 6H(2.8%), OFE 9 &5 59 FEA B 87H =
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278(2.3%)014 T5Fo] LAgstqict
37 [orx-lh] SEHEXN
1X X} H|w A} =3 M= =
oqty cto
B ez wz| mE [T N® [N % | N[n %] P
Y= 111 4 3.6 | 60 1 1.7 | 0.66
.| Herth | vs | oo | g | 3-67M® [111) 3 [27 )60 | 3 | 5 | 042
(2012) SoC =T © 6~971& 111 3 2.7 60 1 1.7 1
o~1270E | 1 0 0 60 1 1.7 | 0.35
9 Sciurba | vs. s o 3 214 | 3 | 14 | 87 0 0 | 056
(2010) SoC =T © 3~120E | 214 3 1.4 | 87 2 2.3 | 0.63
COPD, chronic obstructive pulmonary disease; NR, not reported; SoC, standard of care
2.1.2.2 HH| &H o[¥utS
Ao B opkg.0.2 Wil Ui opitgol HuEI
Wy P olgurgel the) HuF GHY| RCTOIAL: EBVZA|Hu Must Baid ofgutgol
9hA(1.5~24%) 3T Tt
13 (Dooms et al., 2021)2] NRSOA = BHO} 3 o]AHk2o] HE|gjow EBV: 2 k= dl
HEA| = 52 EFA| Tt ZFA heimlich valve 0]-8-2 §19l.oH W H A A= EBVZo A5t 7750]
HHAgsEA Tl A|A] S
H 3.8 [O4)] E 0jAtS
A 1X{X} H|u Za c | 53 S =zt
| (EE) | Az pE:S o | Ad I[N n|% | N|n|%| P
RCT
1 Eberhardt | vs. fo o o) | o He | 431 2 1471560 ] 0 0 | 04de2
(2021) SoC = ==l < | 1M | 43 2 | 47| 50 0 0 | 0de2
2 V(Z'('ﬂ%t;r Sob e 0|5 74| 3 | 43| 2 | 47|50 | NR| NR| NR
#H 0|5 A4 | 671E 34 2 59| 34 | NR | NR | NR
e J12EE 4| 674E 34 0 0 34 | NR | NR | NR
Klooster Vs. e }_;} od
31 o5 | soC (formation of | 5 | e | 34 | 1 |29 34 | NR| NR| NR
granulation tissue)
OF Qlot did &
HH A S00BHEA | 44 | 670 | 34 | 1 | 29| 34 | NR | NR | NR
e &|A d | 6ME | 65| O 0 |32] 0 0 NR
Kem vs. (300' O2tX%) |43 | 6712 [ 65| 0 | O [ 32| 0 | O | NR
4 oo | sec e K7 o | e | 65| 1 |15/32 | 0] 0| NR
(30 04 671& o
ojot %) Ha | 6 | 65| 1 |15 32| 0 NR
Implant 224 O|AfES 372 | 214 | 10 | 47| 87 | NR| NR | NR
(of, i 0IE =] =
Sciuba | vs. | JRiHIE, o So) 3121 | 214 2.8 | 87 | NR | NR | NR
51 20100 | SoC | olsmum Ay | @ |1 | 214 3787 | NR | NR| NR
SEXOQZ OIS | B | 12/1¥ | 214 32|87 | NR|NR| NR
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' 14X | Hlu 2 = St B
W EE) | As xE A | ME [N[n|[% | N[n[%]|P
9HE R
Z2 H2(ob)ol o
cxstmm x| B | 12H2 [ 214] 3 [ 1487 | NR| NR | NR
=2 )]|O= iy
7|Em3ﬂ07'r§ =T % |2Mg| 214 7 |32 87 | NR|NR| NR
- o | 342 [ 26| 4 | 16[25] 0| 0 | NR
HiH J2HHHS
g | Davey ésq 2= 7S A |3mg [25] 5 [20[25] 0| 0| NR
(2015) | fx W o | 34g [ 26| 2 [ 8]25] 0] 0]NR
= 2 XA 5
7 3mg |25 28 ]25] 0] 0| NR
NRS
: Dooms | vs | heimlichvalve 0| | & - 20| 0 | O [ 18| O | O | NR
(2021) | SoC valve H|7 o ~ |20 7 |3|18| 0| 0| NR

COPD, chronic obstructive pulmonary disease: NR, not reported; SoC, standard of care

2.2 gt

a3 Ay EE W75 P 25 T, 49 A, BODE AEE A7 472 HFesto]
AxTsteint. atg Aate P At 7l st S sk A7-BRCT, NRS) H HlitA e #9(%=
4 A2 52 EEAR(SoC)H BT E)of wmef L] A5,

2.2.1 Ho|s &

H7s 49 SHEE 127t =84 S7|F(forced expiratory volume at 1 sec, FEVy),

7% (residual volume, RV), AH-&FKtotal lung capacity, TLC), =84 H&=Hforced vital
capacity, FVO), 7] 7] €aKfunctional residual capacity, FRC), H 2] GA}5H] ¥} 5 thofst
A 37} HA = et

2211 12U Y 3T

AP HZE RCT 8, NRS 10| A E[] o, H]WA|&of w2t &
HEEX 2] v 8H, Mo 2Ht9] W 1101 et

127F 122 5717HFEV o] Tl GO RCTOIA ekiaiah Ak, BBVl tha(oks 2 Ajg=
50| BEARE B ROt B8] 127 e $71%0] Solai B 2715} SeWMD 17.09,
95% C19.02, 25.16, =80%). 0144 2417} 50%7} Hoi7] tieol, ekl o] d4e F5o02
sheksioc

st 9

mr

= H AgA =7 59

%

—_

Z7F =84 S7)RHFEVy)e] 7HAE 2k} vlEo] dis 5HS] RCTOA HEREASE 23}, EBVH:
22(FE 4 LA 8 59 .ﬁfxlfﬂi T ool Hlg] 7iA 22} vl&o] F-oskA o
=9ItHRR 5.17, 95% CI 3.11, 8.59, 1°=3.8%).

=
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179 NRS(Dooms et al., 2021)°|4 %= EBV£o] oF& 9 A&A| & 52 A "to] v S22
3, 6708 AFOA 127 =84 SVIRHFEV)Cl 95k o J7IIGNYE: & w3t
Ao|(HFHstF+ HEQAD), 0.22+0.05L ; 67HY: F F Ao|(HHSRF+ EE QAL
0.21£0.05L), 74l 24} vl&k F25HA B &UTH37HE: EBVE 70% vs. oFe B AEA = 52
HEEXFET 11.1%; 671Y: BBV 45% vs. = 9 AZX 7 59 EEX T 11.1%).

HE3.9[Hs g 1=t LAY 371

Al 1MX | Ha | ZHat Eto| £ Szt FES o
M (EF) (A& | XE | T AME | N [ Mean| SD N |Mean| SD
RCT
1 | Bperhardt | vs. | e L _ 43 80 | 180 | 50 -40 | 120 | <0.001
(2021) | SoC ! %" = 43" | 1154 | 2858 | 50° | -4.73 | 14.38 | <0.001
Valipour | vs. o
2 (0016) | SoC FEV, L Y | 43 0.1 | 018 | 50 0.0 0.1 | <0.0001
Hartman | wvs. md ° 19 173 226 24 225 95.8 | 0.005
3 0016) | s FEV, P oY
oC % 19 | 251 | 285 | 24 32 | 109 | 0.005
Klooster | vs. nl J1o3a | 1er 22990 34 | 21 | 9074 | 0.002
41 2015 | soc | FEV: ) O I ——
% 34" | 209" | 2915 | 34 3.1 11041° | 0.001
L 65 | 2321|2849 | 31 | -4.01 | 12.95 | €0.001
%* (3| 65 | 015 | 0.2 31 |-0.05| 0.14 | €0.001
5| Kemp | vs. | oy %ed” 65 | 6.22 | 803 | 31 |-1.61] 5.08 | <0.001
(2017) | SoC ! L 65 | 014 | 024 | 32 |-0.09 | 0.14 | €0.001
%* | 67 | 65 | 20.7° | 29.6° | 32" | -86" | 13" | <0.001
Yoed 64 545 | 8.77 31 | -2.87 | 4.44 | <0.001
o | A4VF | 167 | 217 | gt 70t a0 0,02
671 670 100 e Ty S IR TR NPT 0.7
o 4470 | 150 | 2970 | 19 | -7 | 297h | 0.04
6 | Herth | vs. | oo | o, = 677 | 007 | 239 | 40" | 2% | 19" | 06
2012) | SoC ! ° 209 ol ol
( ) 0 67H% 1 73}) 26630 ?gﬂf} 1 97}) 370 1 479 NR
ZOED 28ED 32‘3)
[ e R e R o | 27 | 22 | NR
0 220 | 345 17,0?'7 101 | -254 ”g'1 0.002
k= 4 " 4 " " 4
x| OB o0t s o1es | 01t | S5t | 1487 | 0,005
%pred 220 1 6.05 | 101 | -09 | 4.1 | 0.007
= 27RO (SRH-THED): 10.7 (95% CI 3.5, 17.9 | 0.004
5 | Sciurba | vs. | o 6742 = 27 RO(SIH-LHES): 12,5 (95% Cl -3.1, 82" | 0.38
(2010) | SoC ! = | = RO(SME-CHED): 116.2 (95% CI 8.8, 23.8)" | €0.001
o = T7FX|O[(ERH-CHED): 12.0 (95% C1 3.9, 7.9)7 0.51
= 2 EXIOYERH-CHED): 113.3(95% C1 5.7, 20.9™ | €0.001
o’ T T2 KOS M-THED: 11.5(95% Cl 4.7, 7.6 | 0.64
= | =27 RIOEECHRDD): 117.9(95% C1 9.8, 25.9Y7 | <0.001
= 27 RO|(EM-THET): 12.8 (95% C1 -3.8, 9.4 | 0.41
vs. L 25 | 018 | 046 | 25 | .0.03 | 1.09 | 0.0273
8 | oo | 2o | FEV: | e AR e
e % 25 | 2477 | 70.1% | 25° | 3.87' | 1343 | 0.0326
NRS
1| Dooms | vs. | o, . WM [ 20 | 079 | 006 | 18 | 083 | 0.07 NR
(2021) | SoC ! MY | 20 1 0.06 18 | 0.81 | 0.07 NR
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NEC 7|BK|Z0I8 HSMIAS-QULISE 7| ZIX|ME Al

1XXF | Hlw | Zat £l =3 SH= B 5
(¢E) (A2 | XE| "7 | NH| N [Mean| SD N [Mean| SD

rE re

& 2 ERIOEXH-CHETY): mean change+se, 0.22+005 | €0.001
20 | 096 | 0.06 | 18 | 0.78 | 0.07 | NR

od =]

= 7RO (E -T2 mean change+se, 0.21+005 | <0.001
Cl, confidence interval; FEV;, forced expiratory volume at 1 sec; NR, not reported; SD, standard deviation; SoC, standard
of care; % pred % predicted

7h) R HRIRE BAF Y

L et Bxt
Ch Big BRI 5 2iiE 2RI BN Oy
2) HY HIEMER 3 QRS H2It B O
Of %S O/ HIIE BAF Chy
HY WS OJEA IS B ChA

AT BHR1O| T SN O] Al ZIKIE(1 52 2ty 57[2) SHHsR| Hig

“%pred, 74243t AFRI] HAOISRI(=predicted value)2} |10} IES BAJGH= 42 LIRS, Il FEV;0] 50%21, 0] £
7550|2443t AR} BlG10] 50%2411 a3t

PSS 21 DIEREA Al MEE Y

il 2E Zilte HalZo| et gk

Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight IV. Random, 95% CI IV, Random, 95% CI
01. Eberhardt 2021 1627 481 177% 1627 [6.84,2570] -
05. Klooster 2015 178 531 168% 17.80([7.39 2821] -
06. Kemp 2017 293 433 186% 29.30[2081,37.79] -
07. Herth 2012 16 421 188% 16.00[7.75, 24.25] -
08. Sciurha 2010 BE 209 220% .80 [2.70,10.590] -
09. Davey 2015 209 14.28 E1% 20.90[-7.09, 48.89) T
Total (95% CI) 100.0% 17.09 [9.02, 25.16] ‘

Heterogeneity: Tau®= 7257, Chi®= 25.06, df= 5 (P = 0.0001); 7= 80%

Testfor overall effect Z=4.15 (P = 0.0001) -200 -1oo o 100 200

Favours [control] Favours [experimental]

a8 3.9 WIS e (122 =38d 3712, %)

H3.10 [H7|s S 127t 3N 7|2 243 2Kt H|S
A | 1XX | H Ant o | 53 S =2
M| (@) | AE X2 A ME [ N[ n % | N[ nl% P
RCT
FEV; -
. | Evernarct | vs. | 0+100m0) | % 67 | 43 | 13 [302| 50 | 4 8 | 0.006
(2021) | SoC FEV, o o . . . . . .
(>+100) | & | OME | 438 | 21" | 488 | B0 | 5 10" | 0.014
FEV; o o
o415 | E|ME | 43| 15 [349| 50 | 2 4 | 0.0001
Valipour | vs. FEV4 o o
2 (2016) SoC O +12%) H | 3 43 17 39.5 50 4 8 0.0003
FEV o o
Klooster VS. FEV, o o . . . . . .
3| 0018) | SoC | O+10%) | B | OME | 34| 207 | 88| 347 | 8 | 285 | 0.003
Kemp VS. FEV; o o . . " . . .
41 0017 | st | oo | S| O | 64 | 36 | 562 | 31 | 17 32" | 0001
Herth | wvs. FEV, o o | 207 | 127 | 60 - ;
5 2012) | SoC | (=+15%) | © M | g 19 1 53 NR
6 Davey é’sq FEV, o | 3oy 23" | 9 [ 31| 24" | 1" | 42 | 0.0044
(2015) | x| (2H15%) | T TS g9 | 9 | 474 | 24 | 1 | 42 |0.0022
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o [ 1Mxt | Hm | Za L B =2

W Q@E) | AE | XE Al M| N[ n % | N[ n /% P

NRS

1 Dooms VS. FEV, = KU E] 20 14 70 18 2 11.1 | <€0.001
(2021) SoC | (=+100mQ) 3 671 20 9 45 18 2 11.1 0.03

FEV;, forced expiratory volume at 1 sec: NR, not reported; SoC, standard of care
7h) W HMSKL 5 2ATict 22| 7 SR} Oy

L)) T2 HIHAMSIXt 5 28150 227t Bt T

Cp) SE&t7| LA 2t JQ|

SO 212 BEN2A Al M 2

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed. 95% CI M-H. Fixed, 95% CI
1.5.1 vs. SoC
01. Eherhardt 2021 21 43 ] 50 28.4% 4.88 [2.01,11.84] —
04. Klooster 2015 20 34 a 34 49.2% 2.50([1.28, 4.88)] ——
06. Kemp 2017 36 4 1 i 8.3% 17.441[2.51,121.36]
07. Herth 2012 13 37 1 189 81% 6.63 [0.94, 47.26] 1
Subtotal (95% CI) 178 134 94.0% 4,90 [2.89, 8.29] .
Total events g0 15

Heterogeneity: Chi*= 563 df=3{F =013} F=47%
Testfor averall effect: Z=5.92 (P = 0.00001)

1.5.2 vs. Sham

09. Davey 2015 9 23 1 24 B.0% 9.39[1.249, 68.38] -
Subtotal (95% CI) 23 24 6.0% 9.39 [1.29, 68.38] ——
Total events 9 1

Heterogeneity: Mot applicable
Testfor overall effect: Z=2.21 (P =0.03)

Total (95% CI) 201 158 100.0% 517 [3.11, 8.59] -
Total events =lz] 16

Heterogeneity: Chi*= 6.48, df=4 (P=0.17), F= 38%

Test for overall effect: Z= 6.34 (P = 0.00001;

Test for subaroun differences: Chi*r=038. df=1 (P=053) F=0%

33 3.10 H7|S50| edE ekt Hlg (122 =38y 3713)

0.01 0.1 1 10 100
Favours [control] Favours [experimental]

2.21.2 T

ATFIEZE RCT 5, NRS 13Ho] AEE|9] or, v|wA|&of wet BEFashd oFE W A& A7 52
HEX T ¥l 58, HO 249 vl 1Ho|c).

ZE71ZHR V)0l tiaf] 4 9] RCTOfA] HEREAISH A3}, EBVEe] 2K U QA= 52 EEA T
T R0 H]3] A7) o ZAAHJATHWMD -0.65, 95% CI -0.82,-0.48, 1%=41%).
Z71EHRV)o] /A= A} v]Lo] Tisf 3E Q] RCTOA] HWelE4%t Ax}, EBVZo] thRAH(IE U
AR 7 50 HEX Fat B ROt Zh)of v]s) 7R A} H]E0] f-2l5HA B =4THRR 1.91, 95%
CI 1.34, 2.72, 1*=0%).

-0.81+0.22L ; 671Y: T 7t Ao|(F S+ EZQAD), -0.95+0.211), 7HAl 314} Bl F-0l51A]
O SATH37HYE: EBVE 70% vs. OF& 9 LA 2 59 EFA T 11.1%: 671 EBVE 70% vs. 2=
4 fEA| 7 59 EFAET 16.7%).
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NEC

TIBRIZOIR HEXEAS-S 7

o Y

o

e

—

ZUK|uHE Aol

HH

H3.11 [H7|s &4] 271
A 1XXt | H= | Ao Ere| =3 Mz S
| (¥E) [AlE [ KE| "7 [ ANH | N [Mean| SD N [ Mean| SD P
RCT
1 E(%k;ﬁt o | RV | m | oM | 43 | 480" | 890° | 50° | -60° | 770° | 0015
Valipour | vs. o
2| "ome) | soc | BY L || 43 | -042 | 09 50 | 0.05 | 0.87 | 0.0113
3 Hartman | vs. RV m ol 19° | -880° | 517° | 24% | -40.8 | 265.6' | <0.001
(2016) | SoC % =1 19 | -201] 114 | 24 | -05 6 {0.001
L 65" | -066° | 1.04° | 32° | 0.01° | 0.79° | 0.002
MY | Tt RIO((ESHA-CH=R): —0.67 (95% CI -1.09, -0.25) | 0.002
4| Kemp | vs. | o Y] = R FXI0(ER-CiD): -32.41 (95% Ol -51.82,-13.00) | 0.001
(2017) | SoC L = 217t XJO|(BAH=-CHER): -0.58 (95% CI -0.95,-0.21) | 0.002
% | IHY | FHEXOIEKTHED: -10.59 (95%Cl-17.04,4.13) | 0.002
Y] = 2 FRJO (SR —28.33 (95% Cl -45.40,-11.26) | 0.001
L 25° | -0.5° | 1.34° | 25° | -0.13 | 0.63° | 0.0798
Davey | VS " .| tom | (o™
Pleos g | e | TR g | 0w | = | S S oose
2.94 1.24
NRS
= | 20 | 4.88 | 0.21 18 | 486 | 0.22 NR
Sooms | vs gy | 20 | 416 | 021 18 | 495 | 0.23 NR
T @o2n | soc | RV L = | = 7 FEIRI0(ESH-LHER) mean drange+se, -081+022 | 0.0004
o |20 | 413 [ 021 | 18 [ 506 | © NR
= | & R ERRO |G -CHE: mean dhengettse, 095+021 | (0.001

Cl, confidence interval; IQR, interquartile range: NR, not reported; RV, residual volume; SD, standard deviation; SoC,

standard of care; % pred, % predicted
NEH Bt Y S8

CiH| AleS 2R 1) 8XHe| HIg

“%pred, 71245t ARIQ| HAOIEXI(=predicted value)2t HIWGI0] IMER HA[SH= ZS LIERH. T RV7} 50%21H, 0] 2HXto|

7150|
PSS 712 HEIA Al MEE YUY
A1 BE 2= Halo| Ofet 2t

et Al B w5t 50%¢tl ofiAfet

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference  SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
01. Eberhardt 2021 -0.42 017 261% -0.42[-0.75,-0.08] bl
04. Hartrman 2016 -084 013 446% -0.84[-1.09,-0.58] L
06. Kemp 2017 -067 019 209% -067[-1.04,-0.30] -
09. Davey 2015 -034 03 84% -034[043 025 -7
Total (95% CI) 100.0% -0.65[-0.82, -0.48] L]
L | | 1

Heterogeneity: Chif=5.04, df =3 F =017 F=41%

Test for overall effect 2= 752 (P = 0.00001)

a8 3.1

H7|s

S

-10 -5

0

il

Favours [experimental] Favours [control]

(=712

[=X}

L)

10
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H 312 (W75 ] T2 22 EXtHIZ

A 1X{X} H|w Z1t o =5 St ==
M| (QE) | A& | XE M| N[ n][% | N|n % P
RCT
Eberhardt | vs. RV o o . . . " . .
1 (2021) soC | (<-310m0) | © 670 | 43 23 535 | B0 15 30 0.022
Valipour VS. RV o o
2 (2016) SoC | (<-430mp) | © 374 | 43 19 | 442 | 50 9 18 0.006
Kemp VS. RV - o * * . . . ,
3 (2017) SoC | (<-430mp) | & 671 | 64 37 578 | 31 8 258 | 0.003
VS. 23" 11" | 478 | 24 7 202" | 0.24
4 Davey ool RV o | 3
(2015) ohx (<-0.35L) | © =119 11 | 579 24 7 1292 007
NRS
1 Dooms VS. RV | 3E | 20 14 70 18 2 11.1 | <0.001
(2021) SoC | (£ —430m) | & | 670 | 20 14 70 18 3 16.7 | 0.001

FEV4, forced expiratory volume at 1 sec; NR, not reported; RV, residual volume; SoC, standard of care
7 h S287| 2 SRt A2
USRS Y2 HERA Al MBS 21

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
1.7.1vs. SoC
01. Eberhardt 2021 23 43 15 50 44.0% 1.78[1.07, 2.96] —
06, Kemp 2017 37 64 g M 34I% 224119, 4.22] — -
Subtotal (95% CI) 107 81 78.3%  1.98[1.33, 2.96] -
Total events B0 23

Heterogeneity; Chi*=0.31, df=1 (P = 0.58); F= 0%
Test for overall effect: 2= 3.36 (P = 0.0008)

1.7.2 vs. sham

08. Davey 2015 11 23 T 24 MT% 1.64 [0.77, 3.49] 1T
Subtotal (95% CI) 23 24 21.7% 1.64 [0.77, 3.49] ~ i
Total events M T

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.28 (P =0.20)

Total (95% CI) 130 105 100.0%  1.91[1.34, 2.72] -
Total events 71 30

Heterogeneity, Chi®= 0.47, df= 2 (P= 0.79); F= 0%

Test for overall effect: 2= 3.58 {F = 0.0003)

Testfor subaroun differences: Chi®= 019, df=1 (P =066 F= 0%

0.05 0.2 5 20
Favours [Control] Favours [Experimental]

03 3.12 H7|50| gE 2t HIE (B713)
2.2.1.3 MY EY

A-EZHTLO)Ol thsh 22| RCTOA AAIsHT. 28 H5 EBVHo] thiwtof Hlsl B 2 3=
Ut Davey 5(2015)°A4 = F2382 37HEAI-olA EBVaEo] Hotfzto] Hls] Xu-go]
oI5t o @o| FAastArHE T HE EBVE: -0.35+0.92L vs. HOJti&= -0.12+0.51). Herth
5(2012)°14 = tAE et B9t S HiA o= 34 242 353 EBVo] o
AEA & 5] BEAmwol vIs] 28 6718 Aol A= dul&ol o gol A4stl oK F
v g}t EBV (S ﬂﬁ& B £EFHA) -0.5+£0.7L vs. I= 2 AEAE 59
FEA (Aol et Bt £ BEHA}) -0.2£0.5L; WG B|#H A} o4 EBVIE(HSgo] thet

B +EZWA) -0.4+1L vs. thg A7 59 EEA TRl gt B £ EEHA)
~0.240.51), 1271 AJAoAs okZ 1l ek & S0] F2X ]ﬂ:Lo] EBV=o]| B3] Hu-&Fo] & Eol
A 6P ACHE| G w2} o EBVE(HASHEO] digt Bt + WA -0.3£0.7L vs. 2= 9 AZA =
59 A mA (A0l digt B+t £ #EFHAD -0.4+0.7L; ﬁ%l A B AR} gl EBV (2]
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NEC 7|RX|Z0|2 HIBTEAS-QLISH 7| ZIX|ME At)

oSt Hat + HEHAD -0.2+1.21 vs. OFE L AR 7 59 HEEX| Bo(Hslol gist Bt + EEHAD
-0.4+0.7L). & o7t AL QIFo] gt

H 313 [M7|s g HuEed

A 1XXt | Hu | Zat cro| £d Szt [FE
B (AE) (AE [ XE |7 M | N [Mean| SD N | Mean| SD P
L 25 | -0.35 | 0.92 25 | -0.12 | 05 | 0.0603
VS. (IQR) (IQR)
Davey o
1 29 | TLC YT &2k | -7.88 &2k | -3.09
(2015) iz % 25 |58 25 | S0 | 00448
1.05 0.89
o | 209 | -05" | 079
T S B Y A 19 1 -02" | 05 | NR
2 TLC | L :
2012) | SoC o | 209 | -0.3% | 079
2012) | So K || e e | 197 | 047 | 077 | NR

Cl, confidence interval; IQR, interquartile range; NR, not reported; SD, standard deviation; SoC, standard of care; TLC,
total lung capacity; % pred, % predicted
7)) et 2algt $Rt Oy

Lh H HAER 5 st 22

[yl |_

7
Cf) WY BHAeRt & 2rdet EEI%“UJ A} Y

NS A1 Y SX THl| AlSS ZURENHEY) SXs0 Hig
A1 D 2D By Chet 2t

OII

2.2.1.4 34 {2

LA HIERHEVO)l tisl] 23] RCTOA AAISHTE. 28 B =23 670 AlollA EBVo]
OFE 9l AIE A7 59| FEFA| "ol v]F| A ml&Fo] f-ol5HA o SUIetAtHHHsk) 1)
BBVt 416~472L vs. OF2 9 QA 7 59 EEAFT 69~69.2L).

E314 7S ] =3d HEY

14Xt | Bl | 23}

o o | =2 ST HEZ

W Qg | Mg | XE | - INES N Mean | SD N Mean | SD P

1 Hartman | vs. FVC mQ* ohe 19 472 572 24 69.2 365 | 0.008
(2016) | SoC % 19 2156 27.7 24 3.6 14.4 | 0.008

9 Klooster | vs. FVC mQ* ol 34 416 | 639.62 34 69 36253 | 0.005
(2015) SoC % 34 18.3 | 26.77 34 4 13.83 | 0.005

Cl, confidence interval; FVC, forced vital capacity; IQR, interquartile range; NR, not reported; SD, standard deviation;
SoC, standard of care; % pred, % predicted

NS BiRfo| HIY SXY | AleS ZUK|E(c2N HER) SYHsR0| Hig

il BE Fie E“RPEF(HI CHet 2t

2215 SH HY L 8

JPU

g 74 83K target lobe volume reduction, TLVR)O] thal] 2H2] RCTO|A AASHGL). 28
E—\:* S 6071 AlRolA EBVo| oFE 2 A-A R 52 EEA| 5ot H|s B £2 A=
Holt}h Herth 5(2012)014= HdAE 4 227t A o2 F5 4 B4 3kt
BVol] okg W A8 5 59 HEA|Fol HIsH S22 6711 Al oA H3E H g 74 &) T

R=DSHOR
=
p



Zo] ZAstR o th(¥ A AR} o4 EBVE(HSK Hiet B+t + EF2HA}) -80+0.3L vs. 20FE &
A5 59 BEEA=mH(HIF] et Bt £HEEHA) 0£0.08L; #HF HHMSR Ak
EBVH (RIS}l thet Bt + EHAD -29+0.25L vs. OF= 2 A= ] Y A ma (ko] gt
Wt £ EFZHAD) 0£0.08L). 7 71722 AFol YTt Sciurba 5(2010)°14= EBVEe] oF=
4 A 7 59 HEA Rl IS Zi HFG A4 &Fol o5t o ERIL(BFHIFF EBVE:
-378.47L vs. ¥z 9 A7 59 EFEAE -16.31), 2T 2| G7H A o2 FoA B S
53 Aol = ZATH ATES AUCHB AT EBVE: -712.57L vs. 202 E A&7 59 EEX R
+2.21).
Herth 5(2012)°4+= &3 H|F T4 &3 (target lobe volume reduction, TLVR)& 53 #|7]5°|
WA 24} HlEof] thsiA = B 16t on, EBVE 33t #£o] oFe H A& A5 59 XA =
H]8f) 7§A 24} HlEo] f-2J51A B =9kt (H Y HMSERL th4d: EBVE 75% vs. 2Fe E LA 5 529
HEA T 0%; WG vHAZA} A EBVE 17.6% vs. OFE 2 A2 7 52| BEA 8 0%),

H315[M7|s ] SE HE 24 8

Al 1Xxt | Hw | ZH=2 Eto) £3 Sl o
M (QE) (A2 | XE | 57| AN N Mean | SD N Mean | SD P
Herth VS. * Y ZOLH _SOLD O.3LH 7h 7h 7h
1 o2 | soe | TWVR | %' | 6288 |45 | Toga | o | 19 0" | 008" | NR
Sciurba | vs. 214 -378.47 87 -16.3 <0.002
2 TLVR k=
(2010) | SoC | O g 712,579 NR 1227 (0.001

Cl, confidence interval; IQR, interquartile range; NR, not reported; SD, standard deviation; SoC, standard of care; TLVR,

target lobe volume reduction
7)) TS 227 SRp CiA

—l— I_
L e R, 5 e S 8 Chy
Ch Hej HEMER} 5 25 2
‘7ol MY 85 5 2ad 5
AT D 2Dl Wik thet

H3.16 [H7]s a4 28 MY 24 22 23 3%} 4
A [ 1™MX | Hm | 2% | o | =8 Sz 2
M| (@E) | A& | XE 9| AN™E| N n | % | N n | % P

Herth vs. TLVR 67 | 207 | 159 | 75
(2012) | SoC | (>-55%) g 17?7 3P | 17e!
NR, not reported: SoC, standard of care; TLVR, target lobe volume reduction

7h) st 22|E7t 2kt T

Lh H IS} 5 Qs 2207t B Y

) MO HBMER & XS 22|QI7H SR} CfAL

o sl

1 190 | o | o? NR

0%

2.2.1.6 7|Et X|&®

7[et A H2E 7154 A74FHFRC), 7] ¥ H8Z(end expiratory lung volume, EELV), 1A
271 (minute ventilation, VE), Y3383 tidal volume, Vt), |¥]&7]3Hinspiratory reserve
volume, IRV) 181 #9] JAeH] Wsly} HuEQich. A7FFEEE RCT 13, NRS 1H0]
A9l om, Bl WAl et ERotd ofE 9 X & 59 BEX|E] Bl 19, Kot
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=]

NEC 7|BR[ZO0I8 HSHMEAS-QULISE 7| ZIX|uE

o>

H|x 1Holct.
13H2] RCT(Davey et al., 2015)0l41= PIAIZ 13RS A I8 IE X 3Fof|A] EBVo] Hotiztof| H]S]
FootA o EQdTh FAFOE, EBVEO] EtiRo] Hls] 7|54 X7EFo] RfelsHA
7**6}“1(EBV4(tﬂ9}a*°ﬂ et B + EEZHAD -0.24+2.51L vs. RO R 7(AS o] gt B
¥ZH3}) 0.0740.73L), &7] & H-&A %= G051 745t tHIsotime: EBVHEYS) -0.35L vs.
EAI‘HJ_%(FAT) 0.01L; Peaktime: EBVIHZEH4) -0.33L vs. ROH2HFHS) -0.01L).
U3 5FF2 EBVEo] Lot 2ol Hgf| 3-2J5kA SVt al(Isotime: EBVAHE14) 32.6m vs.
LI ZHFRI5) 27.29m; Peaktime: EBVHE ) 33.82mf vs. LI 27H(ZFI5) 28.05m),
AuE7 e F-JstA S5t tHIsotime: EBVHEI5) 0.04L vs. B R7H(F215) -0.09L;
Peaktime: EBVHZEYS) 0.09L vs. HOIRIH(ZEYS) -0.085L0). that nAEk |2+ EBVLO]
ool Hlaf t £2 FAFLS Hol7l AW, F 2 fg Aol gl9itkIsotime:
EBVE(EYS) 32.6L/min vs. EYNZRIHEYS) 27.29L/min; Peaktime: EBVIHES)
33.821/min vs. 2N ZEHEY4) 28.05L/min).

191 2] NRS(Brown et al.,2012)°] T2 Al& 670 & 53 5 A(target lobe)2] -84 4= EBVollA
Bt -0.4518 Al v Al SAH & [FOloHA TAsHATHp<.0001). = H XH@’X] 59
HEEA2TAE B -0.0051% Aleo] vlg] SAZ = FolRt Zfo)7t }ItHp=.70). L=
H(ipsilateral lobe) T4 5t EBVO| A= rho=-0.68= A& 2. & 725191 1(p<.0001),
oFE 9 A 5 59 HFEAEOIA = rho=0.1022 FAZHCE {-2J51A] QAUTHp=.28). ¥t
HH(contralateral lobe) A}t TSt  EBVEOAE=  rho=-0.168 BAHZFC=E

SOFIATMGCO00D, o B ATAR 59 EEARTOE tho04508 EAHOE
FOlsttHp=.0056). & HE&AFAS} WSt EBVOIAE rho=-0.532 BAHCR
FIFAL(PC.0001), °F= o ABAR 59 HEEAETIME rho=0.602% FTAHSRE
oI5t tH(p<.0001).
H3.17 [H7|s 4] He| FoshA Hat
A | 1K | Hl ZAnt £3 St Chzat
H | (@x) | A& pk:3 Al™ | N=200 p N=101 p
=8 m%g"iﬂft lobe) 0451cc | (0001 | 0.0051cc | 07
sroun | ve Ipoflatoral lobe tho=—068 | (0001 | rho=010 | 028

(2021) | SoC contralateral Iobe 671

AP =
oL |_|_O

rho=—0.16 <.0001 rho=0.45 0.0056

= HEX daddy rho=-0.53 | <.0001 rho=0.60 <.0001

SoC, standard of care
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H 3.18 [H7|5 & 7|Et X|&

o | T | B T | e | 58 == TR :
() A& & Al N Mean SD N Mean SD

L 25 ~0.24 251 25 0.07 0.73 0.0213

e % 25 T | s %5 o | sy | 00119

EELV ) L 25 (?ogg) . .1E(S| %Rzom 25 %0%1#) 0.2(7% )0.26 0006

SU| VB | L 25 %?ﬁ:r | L 25 (iél?? " ke | 04om

ovey | v time | vt | nd " 25 ?2:.? 25.96(3|?ORA>rO.30 25 (Z%) 22.2%&%%3.66 00869

' o) | 2o Ry oL T 25 n | oormbs 25 o | ostwpa | 00w

EELV) L 25 e | 1mn o 25 VS S T

at | VE | Umin 25 (?oﬂ? y) 1%?5 )5.23 25 (?o%g) -1 .9(3|QtoR )2.84 04577

e v | 25 %%8? 26.4&9%@10.28 25 (2%8%2)? 22.2&2?25.29 00806

RV | L 25 e | -0oonbas 25 e | oztnons | 00

Cl, confidence interval; EELV, end expiratory lung volume; FRC, functional residual capacity; IQR, interquartile range; IRV, inspiratory reserve volume; NR, not reported; SD, standard deviation;
SoC, standard of care; VE, minute ventilation; V;, tidal volume;

*A=H 20 HE 842 | 7 |sd MR8 SXHago Hig

Al BE A= S0 St 3L

41



NEC/\ 72xZ0i2 HExisAis-ust 7|2x|us Al

558 PO SHEE 68 =R AZ|(6 min walking distance, 6MWD), Al0|& 552 (cycle
workload) & thFet | #7T B E .

2.1.1.1. 682 2 AH2|(6MWD)

AP HZE = RCT 9H, NRS 1Ho] A=l 0 H| W A& ule} &
HEA 770 vl W W, ot 2H3e] H] W 1Ho| LY.

= = HAZ(GMWD)o] tisl] 68 2] RCTOlA] HlEREASE 23l EBVto] ti274(FE 2 A= 59
REEA B B ROl 2)o] vl 68 =X A7t -FotA B S7FE ATHWMD 42.37, 95% CI
17.62, 67.13, I’=79%). ©1&A 2171 50%7F @ 217] wiizo], wlEREA] 2] o] A S50 2 w5t

6E =HAZ(GMWD)7} 7R 264} Bl-8o] till 6 2] RCTOA HiEREASH A3}, EBVEe] tRaH(oFE
9 QA & 59 FEX 5 B BOthRD)0] BIsh 714 EAF BlE&o] F-2l5HA B =34t (RR 2.39,
95% CI 1.48, 3.88, 1*=55%). ©]&4 217} 50%7} {317] ml&of|, HeREAo] o]AS F5o07
Hkstict.

139 NRS(Dooms et al., 2021)°|A4 = EBViZo] OFE 9 Rj&x| & S-0] x| 2 32o] H|e] =832
67N AloNA 6= =R AY [-25HA B S7FsH (T w2 Aol (Bt HEFF £ EEQAD), 58+ 17m),
WAE AL HIEE EUTHI7HY: BBV 50% vs. OF= E A&A| & 52 EEA|F+t 5.6%; 67HY: BV
55% vs. °Fe 9 AR 7 52 EEA =T 5.6%)

ShH oFF 9 AlgA = 59

Jom

H3.19 [2E5sE &4 62 =HA2
A | 1XX | Hlw | Zuf o =d S CH==
#| @z) Az | XIE | 9 A® [ N [Mean| SD | N |Mean| SD | P
RCT
Eber- Vs
1| hardt - lemwD | m| e | 42 | 213 | 575 | 500 | -7.1° | 534° | 0.016
SoC
(2021)
Valipour | vs. o -
2 | oo | oo | eMwp | m| e | 40 | 226 | 666 | 50 | -17.3 | 528 | 0.002
Drans= | - o 1274 \ , \ . . \
3| feld lemwp | m| M| 128 | 1208 [ 8154 | 627 | 283 | 815 | 0.002
SoC |
(2020)
Hartman | vs. m 19 84.5 62.1 24 -19.5 | 35.4 | <0.001
JHe
41 2016) | SoC | MWD [ | B0 1 yg 17057 10 124 T 28 [ 10.4 | (0007
Kiooster | vs. m 30 60" 7457 [ e Ca 3272 | 0,001
h
51 2015) | soC | MWD o) OB a5 072 | 3 | a6 | 9.67 | €0.001
6 Kemp | vs. MWD | m JHY | 64 | 37.22 | 65.11 29 | 2086 | 32.46 | €0.001
(2017) | SoC olg | 65 | 362 | 769 | 32 | -425 | 682 | €001
- mlepe 108 | 15 o es 107 | 787 | 0.696
er VS. 7h 7 vl 7t 71 71
7 EMWD a0 300 | 19 1007 | 5400 | 06
(2012) | SoC % OB | 5| 709 | 36.0% | 0% | 2,09 | 1009 | 04
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Ao | 1XMX | Hw | ZHnp | o =H Sz [T
M| @) (A2 | XE | 9| A | N [Mean| SD | N | Mean]| SD P
1270 | 44 | 13.07 | 35.07 | 197 | 100" | 4407 | 08
= 67" | 5.0% | 300 | 407 | 0.0 | 34.07 | 05
20 | 22% | 38Y ;
e b ) 2h
) =] 17 55 19 19 19 54 NR
() 5 20cr) 22Er) 40"—%)
1%” [ g | 197 [ 107 | 44 | NR
@k @k
& | Q) &EB | O
m 220 1 %937 | 50 | 107 | 50.7 | <m0 | 002
191 1
he
ok &= =2
& | Q) &2 al)
(o)
% 220 1 55 | 41| 101 | 30 | g0 | 004
,,,,, 61 24
124(95% CI 48 20 1)—»(Favour gxﬂa)”” '
g | Sciurba | vs. | o0 o -1 O(95%CI—64 84)—>(Favour EH_,_|_>ur) .
(2010) | SoC = =TS9k X0 (SR CHED: 0.14
7.7 (95% C1-1.8, 17.2) — (Favour: =Xz '
70k X0 ST 0.13
o 5.3(95%Cl 15 12. 2)—>(Favour ngE)LD :
(0]
7.1 (95% Cl —08 14 9)—>(Favour gxﬂa)”” '
1274 -0&%%0647n»ﬁmwupgw :
Qél = Eyl_l. I’!‘XIOKESXH__'J_EH—H_) O 31
3.9(95% C1 4.0, 11.8) — (Favour: ==Y '
F w70k X0 ST 0.2
4&%%OQ1H&~GMMzﬂ@m '
VS.
9 g%% Do | BMWD | m| 3 | 25" | 297 | 12129 | 25" | -4" | 96.2° | 00119
Ciis
NRS
Dooms | vs. o T 2 BAXI0|(SMZ-HHED):
! (2021) | SoC 6MWD | m | 672 mean change+se, 58+17 0.001
Cl, confidence interval; IQR, interquartile range; NR, not reported; SD, standard deviation; SoC, standard of

care; 6MWD, 6 min walking distance
7)) kst 22(%7H 8RRy

L oot #2057t 2R} Ty

C}) T S} 5 RISt 2RIt 2R} Oy
2) B U 5 25 2l e
0D =2 OF H7I% 2% Cis
b 2 O[] B S5 chat

*u1|Efl='A1 Al XM2E 7+0|
11 D Zik= WSO oSt 2

oz

s

Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Random. 95% Cl IV. Random,. 95% CI

01. Eberhardt 2021 28.4 11.B5 18.8%  28.40[557,51.23] —

03. Dransfield 2020 39.3 1261 18.4% 39.30[14.58, 64.02] —_—

05. Klooster 2015 74 1562 16.7% 74.00[43.39,104.61] e —
06. Kemp 2017 787 1537 16.9% 78.70[48.58, 108.82] E—
07. Herth 2012 5 10.24 19.6%  5.00[15.07, 25.07] e

09. Davey 2015 33 3096  9.6% 33.00 [27.68, 93.68] —

Total {95% Cl) 100.0% 42.37 [17.62, 67.13] e
Heterogeneity: Tau®= 709.61; Chi®= 23.30, df= 5 (P = 0.0003); "= 79% RET =0 ) =0 T

Testfor overall effect: Z= 2.25 (P = 0.0008)

I_

oo~

J8 3.13 83

Fawvours [control] Favours [experimental]

H (62 TH M)
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A

=

NEC

7[3X[E0I8 HIEXSA

o "

H3.20 [2553 4] 62 =H72| 2 Xt H|g
ol 1mMx | H@A| | Zot | o =9 =tz =)
#H () 2 xE Al N3 [ N[ n ]| % | N|[n| % | P
RCT
Eberhardt VS. 6MWD o ° . . . . . .
THS
1 (2021) SoC (> +26m) | 674 42 19 452 50 11 22 0.018
Valipour VS. 6MWD o Jhe
2 (2016) SoC 0 +26m) H | 3ME 40 20 50 50 7 14 00002
Dransfield VS. 6MWD o o . * . * . .
THS
3 (2020) SoC (>25 m) H | IVKE | 18 54 02 62 15 242 003
Klooster VS. 6MWD - ° . " . . .
THS
4 (2015) SoC (> +26m) H | 6/1d 34 20 seted 34 2 5.9 000
Kemp VS. 6MWD o ey " . . . . .
5 (2017) SoC O +26m) H | 6712 | 63 33 24 | 31 4 12.9 | 0001
Herth vs. MWD o o | 207 1107 | B0 | | oy N
U= ¥ ¥ W ' ' '
5| 002 SoC 0+35m) | S| " B | 197 | 6 6 NR
5| Davey VS, MWD o | 37y 23° | 12" | 22 | 24" | 4 | 167 | 0012
(2015) | =omfE | (P +26m) | © = 1197 12 [ 632 | 24 | 4 | 16.7 | 0.04
NRS
1 Dooms VS. 6MWD | 374 | 20 10 50 18 1 5.6 | 0.004
(2021) SoC (>+30m) H | 6/ 20 11 bb 18 1 5.6 | 0.001
NR, not reported; SoC, standard of care; MWD, 6 min walking distance
7p) XISt 22|17t 2Rt O
LTS TSR} 5 QAR5 2207t 81K Ty
C) H|Q H|HMSIRt = FF5H 22| H7tF IR} ChA
EhSEE7| U etkt= HQ
[Hl |-|='k| A| I-IRE] JFOI
B BE Zujs ws) ot 3
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random. 95% CI M-H. Random. 95% CI
1.9.1 vs. SoC
01. Eberhardt 2021 19 42 1M1 80 211% 2.061[1.11, 3.87] ——
03. Dransfield 2020 54 128 15 62 243% 1.74[1.07, 2.83] —=—
05. Klooster 2015 20 34 2 34 BO9%  10.00([2.53, 39.50]
06. Kemp 2017 33 63 43 145% 4.06 [1.58,10.44] —_—
07. Herth 2012 13 37 19 17.3% 1.11 [0.50, 2.46] —
Subtotal {95% Cl) 304 196 86.1% 2.33[1.33, 4.07] -
Total events 139 38
Heterogeneity, Tau®= 0.24; Chi®= 10,54, df = 4 (P= 0.03); F= 62%
Test for overall effect Z= 2.97 (P = 0.003)
1.9.2 vs. Sham
09. Davey 2015 12 23 424 139% 3130118, 8.31] —_—
Subtotal {95% Cl) 23 24 13.9% 3.13[1.18, 8.31] ~agl
Total events 12 4
Heterngeneity: Mot applicahle
Test for overall effect: Z= 229 (P =0.02)
Total (95% CI) 327 220 100.0% 2,39 [1.48, 3.88] -
Total events 151 42
Heterogeneity, Tau®= 0.19; Chi®=11.13, df = 5 (P= 0.05); F= 55% In_m 0?1 1’0 100’

Test for overall effect: Z=3.54 (P = 0.0004)
Testfor suboroun differences: Chi®= 027 df=1 (P=0617. F=0%
o =
18 3.14 25520 4=

SxtH|E (B2 TEA2])

Favours [Control] Favours [Experimental]
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2.1.1.2. MO|2 25 5%(cycle workload)

Ato]E 2552 (cycle workload) 2% 2] RCT Aol A B 1= Qle}. v wA&o] bt E-561H 2H
L5 ORE 9 A2 59 EA| R Ie] Blw et 23 I X 671Y AlF oA EBVAEe] oFE
4 Qg2 8 5o HEXFEL 5] FoolA Al 552 0] T SISt
Herth 5{(2012)01 A& gt 2] 7t gkxet E¢sh Be] A7t fxta FLEste] A3kg AAEI L,
g 22 A7 A Foll A= HE HAEA 9 w4 H|HARE SEslo] Sht A 3ottt
QIS 2] A7 3}t o 2= EBVEo| FE W AR 7 5-9] HEA] w0l vlo] HTE 6, 1271Y
AZOAE AlolE 5580l T Wol Tt 67hYE AR BAE /gt Zpols
HAK6/MYE: EBVZ(ASKGo gt Wa +EFHEAD 4+14W vs. FE 9 AR 5
BEAF(ASRT) tigh Bt + EFZHEAD -3+7W: 12719: EBVZ(HSKgo|| digh B + EFHA)D)
4+14W vs. OF= 9 QA= 59 EEAEL(ASKFOl et Bt + EFWAD) -2+9W). BT
A7 3R} tF o R BBV OFE 9 AR 59 BEXEL] o) FH8E 6, 1271E
Ao A= ALolE 2552 0] T Wo| T7Ioke AT B ou BE A oA F 27 BAA felgt
Zol= FATHO7NE: EBVE(HSKFOl tist B +EEHAD 0+14W vs. & 2 A= 59
HEX FH(HSFTO] it Bt + BEERD) -3+ 11W; 12709 EBVA(H3o] it Bt + #EHA))
-2+13W vs. & ¥ A5 59 BEX BB et B¢ £ EEHAD -6£13W). HY
HAgA} Aoz okE U A7 5O EFXFFo] BBV v Al 25%53o] 9
Z7FIAtH67NYE: EBVI(HSlol tigt B +EZHAD) 8+15W vs. oFE I AR 59
BEA (Ao i3t Bt + BEFHEAD) -3+7W: 12709 EBVL-(Hsleo] tigt ¥t + 2 W)
6+16W vs. 2 9 A2 5 52| EEX| S (Aslgol tigt Bt + WP -24+9W). H G H|w2kat
Ao okE 9 Zj2A| 7 5] BFEX| E o] BBVl B8] AlolE 2552 0] ¥ S5 AtH67/1¥:
EBVZ(H3}go] et Wt + EZHAP 0+ 14W vs. OF% © A 7 59 22 22(ASFgol tigt
Bt + BFEWEA}) -3+7W; 1271 EBVIH(HSIEo] tigh et + BEHAD) 5+ 10W vs. 20 9 Xﬂﬁil
FAZA(Asg] et B + EEHAY) -2+9W). B HAEA} i) L v w g n =
O)d& Aol fl3itt. Sciurba $(2010)°14 = EBV+o] oF& 9 &A= 52 ﬁfxlfmzoﬂ
[o1Z &-5530l F-oJ5tA S7FotATHEB V- (Hakgol| thet Bat + #FHA}) 0.6+15.89W vs.
4 QA= 5o BEAEH(HAstg] ek B £ EEHAD -3.2+£16.41W).
Herth 5(2012)o14& Alol& 5-58S B0l *552°] 7i4H 3} vl&o] oA Barsi o,
EBVZ 4383t o] oFE 9 &A= 52| EEA| 5ol vlsf /i 24} Bl&o] R-ofokA B =SkehE
HASER} ti i EBVAE 40% vs. 9= 9 SR 5 59 EEX Bt 5.3%, H Y BIHH%ER} o4 EBVE:
17.7% vs. OFE 9 QLA 2 52 BEA R 5.3%). 2K L A2 7 59 BEX =04 E 5.3%%H20H,
BAA fro/del tisliAl= HarskA] Qoret.
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=

NEC 7|BK|Z0I8 HSMIAS-QULISE 7| ZIX|ME Al

H3.21 [235% 2] MOI2 235Y
A | XX | H En B 53 Stz =2
W (QE) | NS xE 9| M [ N [Mean| SD | N |[Mean| sD | P
- 44 | 40" | 1407 | 197 | 307 | 7.07 | 0.03
cycle W =1 67" ] 007% | 1407 ] 40% | -307|11.07 | 04
workload R 447 140" 11407 | 197 | 207 | 9.07 | 0.
. | Herth | vs. = 1677 | 20711307 | 407 | -6.07 | 13.07 | 0.2
th =) )
(2012) | SoC cycle 671 ?gar) gab EED 197 -3 7 NR
ergometry | W 505 T 6T et
workload TR | gy g 197 | 2% | 9% | NR
cycle
2 fgg{%’; o ergsergitry W | eMg | 220 | 06 |1589 | 101 | -32 | 1641 | 005
workload

Cl, confidence interval; IQR, interquartile range; NR, not reported; SD, standard deviation; SoC, standard of care; 6MWD,
6 min walking distance

7p) XIS E2|F7t SRt O
Lf) SQR5H 22|27t SHX} AL
C) T HAYSIRt & st 22)

7
2f) Q] HIHMSIR 5 QHRIsH Halft szr

Ly LY

A1 BE Zup= Halo Ofet 2t

H3.22 [R5 S| M0 2355 23 SXHH|E
I EEZIEEEEEES e O
) (@x) S X|E Al M3 [ N[ n[% [ N[ n]| % P
cycle o0 | g9 | 40 NR
Herth Vs. ergometry | " B | 47 e
1 (2012) SoC workload 3| 1752 17% | 3% | 79 19 1 5.3 NR
(>+10W)

NR, not reported; SoC, standard of care; MWD, 6 min walking distance
7D EIEH 2|7t S} AL

[y Lyt by =

L) I ABIR} 55 QHRISH 22|

[y LY s

7t
C) T HILASER 5 24ist 2ajeft

[y

A1: RE Znt= HE0) Ot gt

At CHe
NI

[N

o
7t
al

2.1.1.3. 7|Et X|&E

et AEZE SEAAE, AL 5, 25717 A7) A=, ot Qe Az
HyEQth 88 d g RCT 3wo] AeE]g] o
EZX 8o vy 28, RojdjR2o] v |

Dransfield 5(2020)°14+= EBV£0] 2R 9 &A= 59 EFA| 5o vlsl] 62 E A o]F9]
ATt RoloHA B St TtHEBVH(RIsHEe] thieh Bt + EEWAD -45+2.247 vs. 2F=
9 QR 7 59 XA TA(HS o it Hot £+ EFHA}) 0.42+2.373). Hartman 5(2016)
AE5, 5713E A7 % A F= EBVEe| oFE 9 A & 59 X mtol| Hlsl §-2JstA S7Ft
Aoz UgtHAL 2= EBVi.l(lﬂig}E*‘-Oi 5t 3 HFHA}) 1252+ 1468steps vs. 2z U AR =

So| gz g (AslE] ot 37 + F2EX }) 148+862steps; 5717t EBV-(Hs)Fo] gt Mt
+HZHA) 1.1541.469 vs. k2 D AFA 8 59| BEA5H(Hilo| U3t g4 + BZHX)
-0.1310.93%; A7173 % EBVIH(HEl theh Hat £ EEHA}) 4.6+8.4g vs. &= Y A5 52
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S AZA = Y] A w0l vIs] o gt g3l gl F w1t SAE el de i@l
71 EBVE(HSFEOl oiRt Ht £EEWAD 0.01£6.4Y vs. o % AEAE 9
FEX| T (Aol et Bt +EEHAD) 1.88+3%Y; H|&E7IZk EBVH(HslEg] gt B+t
+HFEA) -1.1£3.2¢Y vs. o0FF 2 AZAE 59 BEAEL(HSN] et Bt £ EEHAD

0.39+3%). Davey 5(2015)= =& SIHAIZIo] EBVito] HotzRato] H|g| {2lstA H
1THEBVH(E A4 253 vs. R IHF ) -10.87). sHATF 254 = F 4t et
tol7h it

Dransfield 5(2020)0l 4= 2822 =7 7iAE 2 Bl&o] a4 Harstgl=d], EBVo] k&
9 QA 5 59 FEA 57t Blsf 7HA S} BlE&o] = THEBVE 43.8% vs. 2k E 8| & 59
FZEAE35.5%). Davey 5(2015)% QA7) 45 Skt vl oA & B 1stg=d], EBVLo]
Lojdztof H]sf 7RA A} Hlgo] UTHEBVAE 43.5% vs. TRt 8.3%).

N
N

i

[l

H3.23 [R5 4] 7IEt X &
| 1XX+ | Hu At o =4 St Ot
H | (Bx) | M & Q| | Al | N |Mean | SD | N | Mean | SD P
Drans- ber=/1el =
: VS. 2SAE g
1| field S om 128 04 | 224 | 62 | 042 | 2.37 | Qi
(2020) SoC (Borg after =
BMWT)
e 2 f‘;‘z 1252 | 1468 ~148 | 862 | 0001
o | R s, ee Rt | day | o | 4o | 115|146 ], | 013 | 093 | 000
0016) | S°C 27| 4= g = 00067 | QoW1 0018 | 0008 | 0014
A0QI= 7|7k day 0.01 6.1 1.88 3 023
HZS 7|12 day -1.1 | 32 039 | 3 |01%
QILHAIZE (Eop) (IQR) (&Eop) (IOR)
(at 70% peak X | IR | 25 32“’5 -53 | 25 %8 -69 | Q%
workload) o3P : 1033
= (IOR) = (IOR)
ez | & 25 (ﬁ@ S| o5 <?5§A> )
Xzt | SOUMe - to 1 to 1
VS. (leg d|S at _)Ik_ = KO (|QR> ZOIA (lQR)
3 B%V]GSV) 29| | —onfor) | peak 25 SBH -1 | 25 <36”) -1 OgB
X time to 1 to0
(IQR) = (IOR)
KOIA O A
A2 H IR to 0 to 2
(breat- at ‘Jvk‘ = (XOHK‘) <|QR) (ong_) (lQR)
lessness) | peak 25 36 -1 | 25 ?56 -1 | 048
time 10 1 to 1

Cl, confidence interval; IQR, interquartile range; NR, not reported; SD, standard deviation; SoC, standard of care;
6MWD, 6 min walking distance

REAUEE 0-1082| MHAS 7IAH, 08-F4], 108~ 252 olHA L= 219 Z=E Qojgt

Il DE A= HI0N TSt 2t

47



NEC 7|BK|Z0I8 HSMIAS-QULISE 7| ZIX|ME Al

H3.24 [REsE 4] 7|Et X 243E 2tXHH|E
Al 1XXt H|w Fen o =3 St =2
M| @s) | M= NE |9 M [ N[ n[% | N[n|[%]| P
SEAPIE
1 55112
1 Dr(g%szf('g'd o (R;O:)J o |1k | 128 | 56 |438| 62 | 22 | 355 0321
(<-178)
pavey | Y5 | ol 23 | 10 |435| 24 | 2 | 83 | 0.008
2 go | UHAZ gy | gy
@015) | g2 | (>105%) V& g | o |a74| 22 | 2 | 83 | 0008

NR, not reported; SoC, standard of care; 6BMWD, 6 min walking distance
7h) ERE7| Y ekl M
I BE A= W0 Tt 4L

2.1.2. &9 &

o] A2 = MRIE 24| 87| AEX|(St. George's respiratory questionnaire, SGRQ), &85+
A= B7} A (modified medical research council dyspnea scale, mMRC dyspnea scale), COPD
H7} AAHCOPD Assessment Test, CAT) 5 thFst | #71 H 1% Q).

2.1.2.1. MIQIE XX| $&7| M2X|(St. George's respiratory questionnaire, SGRQ)

A-FEEZE RCT 8, NRS 13o] A=l o, v wAl&d et EFolH oFE 9 A&7 59|
HEFEA T3] vl 8H, HOJfj24to] vl 1Ho|Ql}.

AIRIE 2R 557] AEA(SGRQ)OI ti3l 7H 2] RCTOA HEREASH AT} EBV-o] ) Z7H(FE L
A2 59 % | &2t B RO 2ah)o] BIsf 4he] Zo] F-olobA o A= JATHWMD -5.76, 95%
CI -7.66,-3.86, 1=2%).

AIRIE 24| $87] AEA|(SGRQ)E 53l 4teldo] 7iAH 32} vl&o] tisf] 5H ] RCTOIIA] HEHZAISH
A3} BBVl fI27H(FE 9 A 7 59 EEA BT B Eotz)o] vla] f-2JsHA o 49
Zlo] gArE 4} Hlgo] &=t} (RR 1.75, 95% CI 1.38, 2.24, 1=0%).

|

in

=

¢

172 NRS(Dooms et al., 2021)°4 % EBVZO] o2 5 A2 & 50 BEA|Zwol| v]el] 2 uhat
3, 671 AloflA] 419] o] f-oJ5HA B A= AN BN YE: T 1t Ale](mean change £se), -22+57

; 6701 T 27F Aol (mean change+se), -18+5%), 714 SR} v &% 8-9l5HA B =QkTH(44 014
43 49) 3709 EBV 70% vs. 2 U X 7 52 FEXF-27.8%: 671E: EBVT 85% vs.
o= 9 QA" 59 EEA|ET 38.9%).
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H 3.25 [4Fe] &] MRIEZX| S&57| M=2X|
o 1XX} H|x Zat Eo] £y S =
“._1 (HE) A& X|E =T A N | Men | SD N Mean SD P
RCT
1 Eberhardt(2021) vs. SoC SGRQ T (o¥ik=] 39" -6.84" 9.76" 44" 0.63" 9.42 <0.001
2 | Valipour(2016) vs. SoC SGRQ M 371 37 -8.63 11.2 48 1.01 9.3 0.0001
=5 B 1270 128" -7.55" 15.71" 62" -0.5" 15.5" 0004
3 | Dransfield2020) | vs.SoC | SGRQ | E=4%Y | H 1274 128 -12 21.46 62 0.7 14.31 {0.001
gakd 3 T 12744 128 -9.58 19 62 0.14 17.34 0.004
M 671 19" -15.7 16.3" 24 -3 9.1 0.005
4 | Hartman(2016) | vs. SoC SGRQ % 672l 19 976 28 24 37 137 | 0,008
3 60 -8.87 15.7 30 -1.22 10.44 0.018
A
5 | Kemp(2017) | vs.SoC - = o7he 65' 72 15.1° 32 07" 104" | 0031
o 447" -6.0" 15.07"" 197" 3.0 1 150" | 0.1
671 675 AW A g g e g a0 02
12744 447 0.0" 15.0™ 197 4.0 11.07 | 04
= 67 0.4 14.0% 407 -1.0% 14.0% 0.9
6 Herth(201 2) vs. SoC SGRQ I.:-!—Jrk— N 20;}) ] Or_D 1 5;}) ] 9q) Sq) ] 5;}) NR
671 1 730 _ZED 1430 1 930 33) 1 530 NR
: 27H9—J ZOED _4&) 1 6EH 1 QED 4@) 11 ch NR
= 1 7?—}) 25}) 1 GEH 1 9?—0 4&) 11 2h) NR
7 Sciurba(2010) vs. SoC SGRQ M Y= 220 -2.8 14° 101" 0.6 12.3" 0.04
8 | Davey(2015) | vs 2O|tix SGRO T ey 25" 872" | 3557 25" 3.66 1865 | 03464
NRS
- 31 2F BAXI0|(S - ZE7):mean change £ se, ~22+5 (0.001
,,,,,,,,,,,,,,,,,,,,,,, - 671 o7 WAXIO|(EZ XA 7): mean change +se,~18+5 {0.001
= A o104 Y= T2t BWHAO|(B A -HX):mean change +se,~21+7 0.007
1 Dooms vs. SoC | SGRO |- T A 67112 w7 HHA0|(S M -LHZ ) mean change +se,~9+7 0.25
(2021) ' smxd ol | 374 7 WAXIO|(E M2 -THET):mean change £ se,—24+6 0.001
mee e 67He 7 WHXO|(B M- ) :mean+se,~28+6 losy
oI5t 010 3 Tt WAXI0|(SX-LHZE): mean change+se, ~20+6 00018
cee e 674 T2t BRXO|(EMZ-HE ) :mean change +se, ~16+6 0.008

CAT, chronic obstructive pulmonary disease assessment test; NR, not reported: SD, standard deviation; SGRQ, St. George's respiratory questionnaire; SoC, standard of care
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A XX} Hlw Zdut Ete) =3 Sz CheEat
il (A) Mg XE =T A N Mean | SD N [ Mean SD
7f) S S|t Bkt Oy
Lh) SAXEH 227t B e
CH B HAEIR} 25 QFRIEHE2IQ47t IR
2h) M HIHA2Xt £ 25t 22|57t 2t Tt
HEHEA Al H2E Y
Al BE Ak W0 et gt
ZUKE WaH: SGRO, H4HRI= 001 1007HKI0I0 &7t #2342 o L2 yo B2 onfe
Mean Difference Mean Difference

Study or Subgroup Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

01. Eberhardt 2021 S7AT 211 ME2% -TAT[F11.61,-3.33] =

03. Dransfield 2020 -F.05 303 103%  -F.058[12.99,-1.11]

04 Hartman 2016 127 418 5.4% -12.70[20.88, -4.51] -

06, Kemp 2017 -6.8 262 13.7%  -6.80[11.94 -1.66] -

07 Herth 2012 -48 33 8.7% -4.80 [11.37,1.57] -7

08, Sciurba 2010 -34 185 39.3% -3.40 [6.44, -0.36] -

09, Davey 2015 -5.06 B8.03 1.5% -5.06[20.80,10.68] —

Total {95% CI) 100.0% -5.76 [-7.66, -3.86] L ]

Heterogeneity: Chi*=6.15,df=6 (P=041) F= 2% '—SD _2;5 b 2'5 a0

Test for overall effect £2=5.93 (P = 0.00001)

13 3.15 &<l & (SGRQ)

Favours [experimental] Favours [control]
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H 3.26 [&2 &] MEXX| 387| 42X &3 StXt HIg
il N POV, H|x A o | =4 =X e
H (@) | A& XE M N[ n] % |IN|n| % | P
RCT
Eberhardt Vs. SGRQ o Juel . . . . . .
1 (2021) SoC (<—4F) H | 6711 | 36 23 639 | 48 15 | 31.3 | 0.003
SGRQ o °
i
) Valipour Vs, (< -4%) H | W | 37 21 56.8 | 48 12 25 | 0003
(2016) SoC SGRQO o
(< -8X) ¥ | 3IME | 37 17 | 459 | 48 4 83 |
ZH 128 | 72° | 63 | 62" | 19| 06 | MR
Dransfield SGRQ | &=d 128 | 73 | 57 | 62 | 17 | 274 | Qoo
5 | Dransfie VS. (<-4 | 9o o | R 4 |4
(2020) SoC X SR
°c or 128 | 81 | 633 | 62 | 26 | 41.9 | 001
o
Kemp VS. SGRQ o el * . . * * *
4 (2017) SoC (<-47) H | o/ | 62 35 %5 | 32 11 | 344 | 0042
Herth vs. SGRQ o , | 207 8 | ot P I
5 (2012) SoC (<-47%) | PR A 19 | 2 108 NR
5| Davey vs. SGRQ o | v 23| 11 | 478 | 24" | 11 | 468 | 1
(2015) | RHE (<-4H) ° = 1199 11 | 579 | 24 | 11 | 468 | 05
NRS
SGRQ I | 20 14 70 18 5 278 | 0.02
1 Dooms vs. (2 —4%) o |OME ] 20 | 17 | 85 | 18 | 7 | 389 | 0006
(2021) SoC SGRQ < e | 20 12 60 18 4 22.2 | 0.03
(=78 e/ | 20 | 16 | 80 | 18 | 6 | 333 | 0008
SGRQ, St. George's respiratory questionnaire; SoC, standard of care
7)) ot 22| F7t SRt Chy
Lb) T HAMSIA} 5 2F6SH 22|87t 2R} e
Ch T HHAMSIR} 5 2MeH 22| BTt 2R}
2f) 25807 9 Bt M9
" HEREA A| HE 7t
AKX Yakd SGRQ, HHil= 00N 1007HK0|H Eit F248 O L2 49 EE oolF
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
1.11.1vs. SoC
01. Eherhardt 2021 23 36 15 48 19.4%  204[1.26,3.33) —
03. Dransfield 2020 77 128 19 62 3BE%  1.84[1.22,2.74) —-—
06. Kemp 2017 35 B2 11 32 218%  164[0.87,2.79] A
07. Herth 2012 12 37 219 40%  308[0.77,12.38 —
Subtotal (95% CI) 263 161  83.8%  1.89[1.45,2.47] L
Tatal events 142 47
Heterogeneity: Chi*= 087, df=3{F =083, F=0%
Testfor overall effect: Z= 4.70 (P < 0.00001)
1.11.2 vs. Sham
09. Davey 2015 11 23 11 24 162%  1.04[0.57,1.82] —
Subtotal (85% CI) 23 24 16.2%  1.04[0.57,1.92] -~
Total events 11 11
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.14 {F = 0.88)
Total (95% Cly 286 185 100.0%  1.75[1.38, 2.24] *
Total events 143 a8
Heterogeneity Chi*= 3.91, df= 4 (P = 0.42); F= 0% u.’uz 0?1 1 150 5’0

Test for overall effect: Z= 4.52 (P = 0.00001;
Test for subaroun differences: Chi*=3.08. df=1 (P =0.08). "= 67.5%

1% 3.16 42| =(SGRQ)O| 7HME 2tX

Favours [Control] Favours [Experimental]

=
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NEC 7|BK|Z0I8 HSMIAS-QULISE 7| ZIX|ME Al

2.1.2.2. 522 M ™It M (modified medical research council dyspnea scale, mMMRC

dyspnea scale)
TEE== RCT 6%, NRS 13H0] HEHQ o v WA&o| wle} E2slE okE Uz E S0
2270 8] 68, Zojtjz2o] vl 1Ho]ch.
22 & B7F AE(mMRC dyspnea scale)oll tha] 430] RCTOIA] HlERLA3E A3}, EBVEo]

"R

Ky

i

I

°oFe W ABAR 59 EEAmT B 49 Aol FofstA /HAEJATHWMD -0.41, 95% CI
0.57,-0.26, I*=0%).
SEFT é V*E(mMRC dyspnea scale}E &3l 4] Aol 7|A1% 24} Hl2of sl 3] RCT
oA w[eREASE At EBVO] oFE Y AlEA| B 52 EEA| =kl H]s) 25t B 4o o]
A} vl 1%—5 FTHRR 2.45, 95% CI 1.66, 3.61, 1*=0%).
Mean Difference Mean Difference
Study or Subgroup Mean Differance SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
01. Eberhardt 2021 -0.41 017 21.6% -0.41 [0.74 -0.08] -
04. Hartrman 2016 -0.84 018 19.3% -0.594 [[0.89, -0.19] -
06. Kemp 2017 -0.56 0.2 156% -0.56[085 -017] -
08, Sciurba 2010 -0.3 012 43.4% -0.30 [0.54, -0.06] L
Total (95% CI) 100.0% -0.41 [-0.57, -0.26] ]
Heterogeneity: Chi*=1.92, df= 3 (F = 0.59); I*= 0% I-m Is 5 é ml
Testfor overall effect Z=519 (P = 0.00001) Favours [experimentall Favours [control]

J" 3.17 49 & (mMRC)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed. 95% CI M-H, Fixed, 95% CI
01. Eberhardt 2021 14 41 ] 46 15.45% 314 [1.24, 7.496]
03. Dransfield 2020 62 128 12 B2 53.3%  2.50[1.46, 4.29] ——
06, Kemp 2017 249 64 ¥ 3 3% 2.01 [0.99, 4.08] |
Total (95% Cl) 233 139 100.0% 2.45 [1.66, 3.61] -
Total events 105 24
Testfor verai offect 2o 4.82 F < 0000013 obs 03 s
} . . Favours [Control] Fawvours [Experimental]

12 3.18 4t9 E(mMRC)0| JHME &tXt H|E

B 3.27 [&2 E] 352 Fk 7t XM 2 X HIE

o 1K} H| A3} o | =3 St Ot
#H (@x) | As X|E d M8 N[ n|[% |  N[n|%]| P
1| Eberhardt | vs. | sn:w,\e/l: gcale of |G| 41 | 14 |41 | 46 | 5 | 109 | 0.009
(021) | soC | VLN S | o= - o0
Valipour VS mMRC
: o 0
2 (2016) SoC dysipin?e]n;c)ale H | IHE | A 17 | 415 | B0 7 14 | 0.003
3| Danstiod | ve |y SO e | w | om | s | e || 6 | 12 | 04 | oo
(20200 | Soc | Y (2 P S ' ' '
Kemp VS mMRC
. o o | ar . R .
4 (2017) SoC dys(p;neﬁ%c)ale H | eHE | 64 | 29 | 463 | 31 7 | 26 | 0032

mMRC, modified medical research council dyspnea scale; NR, not reported: SoC, standard of care
'HIEH2A Al HEE 3t
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B 3.28 [4f0] T 55T Y& WA

ol XXt | F<in Etel £3 St L
o ($5) Az XE =T oA N [ Mean SD N Mean SD s
RCT
1 | Everharct2021) | vs.SoC | mMVRCAspreascde | ®4 | 674 41" ~0.24' 0.89" 46 0.17' 074 | 0019
2 Valipour(2016) vs. SoC mVRC dyspnea scale FSES 370 41 -0.39 1 50 0.18 0.98 0.007
3 Hartman(2016) SoC VRC dys | T 671 19" -0.58" 0.69° 24" -0.04" 0.46 0.007
artman vs. So scale
brea % 671 19 -21.9 249 24 -0.69 17.4 0.007
Y= 64 -0.59 1.03 32 0.03 0.59 0.002
A
4 Kemp(2017) vs. SoC mVRC dyspnea scale SES he 65 056 T or 3 o 089 0.01
5 Sciurba(2010) vs. SoC mVRC dyspnea scale M 671 220" -0.1" 1.14" 101" 0.2" 0.92° 0.04
KO|A KO|A
6 | Davey2015) | wZOME | MRCdspeasde | Ha | 374 25 @) | (OR) 25 @A) | QR | ¢ 4037
0 1100 0 1t00
NRS
Dooms a3 7t WAX0|(BM=-iE ) :mean change £ se, -1.4+0.3 ot
! (2021) vs. SoC mVRC dyspriea scale =T 6712 27t HAX0|(EX 2 -HZ ) mean change +se, —0.7+0.3 0.008

IQR, interquartile range; mMRC, modified medical research council dyspnea scale; SD,

" OERZN Al HEE Y

2

2E ZW=
ZIXE Y mMRC, B

EICIY |

figt gt

HOl= OO0l 47HKI0|H FTt &

1242 o L2 49

Y2 o3

=

standard deviation; SoC, standard of care; TDI, transitional dyspnea index
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NEC 7|BX|ZI0IR BIRHEAS-IHISH 7|ZX[E AlQ)

2.1.2.3. DHRYHAHMHEIE TWIKchronic obstructive pulmonary disease assessment test,
CAT) X|&

AJLoFPER L RCT 4Wo] Aeizglon, B|WA|E:
FEA 2o vlw 33, ZoJtf 279 Bl 1Ho|glth

3 3= BBV HiER(ohE H AEAIR 52 HEA
o]
ol

o wet Besid okz 9 A S

B

|5 T HOftiR)of| BIs CAT &7}
o AAshs A3 BP0, F 1 Rgt AfolE HolA] okt Y] 1H(Dransfield et al.,
2020)°l4+= EBV+to] oFE 9 A& A 5 52 EEX|mke] H|s CAT M7t f-2fokA] Zrastltis
7HE 99 (HaHsF+ BEHEAD) BBV -0.521.568 vs. FE 9 QAR 59 EEX RS
0.1£1.2%; €54 99 (B¥skF+ETHAY) EBVE 0.7£1.74 vs. &= 2 A= 59
HEFAET 04138 AR 9 (o HSRF + EFHAD) BBV -0.6+1.787 vs. 2F= 2 Al&A] 7
Y HEAET 0.1+ 1.817; oflvfA] F<: (BorHelF+ #FHAD) EBVEE 0.6£1.578 vs. = 4
A g5 59 BFAFT0.1+1.677).

:Ll

H 3.29 [4f9] &] CAT X|&

Al 1XX | Hu <} | =3 = O
H (QE) | AE xE 9| A® [ N [Men| SD| N [Men|sD | P
Eberhardt | vs. H o ~
1 (021) SoC CAT -~ (A= 42 1567 | 5.05 | 45 | 087 | 3.93 | 0468
Valipour | vs. H o _ _
2 (2016) SoC CAT - Y= 41 15| b.6 49 0.7 | 3.7 | 0374
s | H o
o] 2| 1oHd | 128 | 05 | 1.6 | 62 0.1 1.2 | 0002
o 1 T
s R
Drans- ooy | o~ | M| 128 | 0.7 | 1.7 | 62 0 | 1.3 |«
i VS. * o e
3 field SoC CAT Xzt |
(2020) oq|_04D T oKd | 128 | -06 | 1.78 | 62 0.1 1.81 | 0.04
o 1 T
.{
01;;' _f'; K | 128 | <06 | 157 | 62 | 01 | 1.67 | 0014
Davey ki S|
4 o CAT = 3HE 25 -28 | 115 25 -1 8.57 | 0Zx0
(2015) [ ES

CAT, chronic obstructive pulmonary disease assessment test; SD, standard deviation; SoC, standard of care

S 7K Q0L AHE RE W, Lie 20| AHK| OA=Ch EEA: TOIM O ST KKK UECh KthZh 2 MR A
2 Q0| e L W R UCE; OjEX]: oURPt B2 A 20

A1l BE ZAiks W0l oSt 2

ZURE 2ok CAT, 7t H28 O U2 49 FE 2ojg

— 20—
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2.1.2.4. 7|t X|&

o]9] Mg} T F A4 (transitional dyspnea index, TDI), THg #2825} =-H(exacerbations
of chronic pulmonary disease tool-patient reported outcome, EXACT-PRO)2} &2 o] &
EFE HuEQIch
1#H 9] RCT(Dransfield et al.,. 2020)°|4+= EBV2o] oF= & &R & 529 A J®of H]5] TDI

Ao oot =ATHASE S (B sk £ BEHA)) EBVAE 2.345.25% vs. o8 2 &A= 59
HEAET 244357 AFFR: (BAHSF+ HEHAY) EBV 0.8+1.8% vs. OFE 9 A=

SO BEA R 6+1.5%; =8 (FoHslF+ BEHAD) EBVE 0.8+ 1.9 vs. 5 W AR =
Y BEA " 0.721.5%; 7168 &4 99 (HHslF+ EFHA}) EBVE 0.7+ 1.8% vs. &
Z 7+1.63).

4 QA8 59 HEAET -0.7+1.67). EBVo] kg E &A= 59 EEX|Ewo] |5
EXACT-PRO = 2ortH( ‘:Hsa}% HZWAH) BBV 5.5+ 18.68 vs. 2= 2 A&7 59
A BT 3.3+11.25%). AAFLE H7E 3449 Aol Wi He=g Fof 49 A
B7keted EBVo] ok W AR = 59 EEX| =0 vl H7]Fo] etskE uf 712 9] 7]7to]
FelsHAl A3ttHp<0.001)

H 3.30 (42l & 7|Et X

A | 14X} | Hw Zat o =H S Ot

M| (BE) | AlE P 9| A4 | N [Men| SD| N [Man]| 5D | P
XI= pS|
gg ; 12748 | 128 | 2.3 | 525 | 62 | -2 | 4.35 |
(o] | =]
=T bS]
2 | Tl | 128 | 08 | 1.8 | 62 | -0.6 | 1.5 | Q001
oo | T

™ Sy .
oo | x| 12M8 ] 128 | 08 | 1.9 | 62 | 07 | 1.5 | Q0D
IsH |,
24 | Do 128 | 07 | 18 | 62 | -07 | 1.6 | Qo0
ool | T
Drans EXACT-PRO | A o _

1 a vs. | (Emeioiey | | 12H | 128 | 55186 | 62 | 33 | 115 | 0.002
field | SoC ZTH(N=128)2 OI=2(N=62)2
(2020) o Aoz My | oz 7= 00

P/ P =T I I e - e AL A
Z A0 FHMEl=0 ZA0| JHME)=C 1
20620| AQE 102200| AQ=!
H|E STHA(N=128)2 OI=2(N=62)2
suol | on | o e | Soam B | S ey | P
gy Z 0| tBte| =0 ZA0| Ol 1
S 9520| AQ%] 12290| AQ%|
SIHN=128)2 xZ(N=62)2
ox | o | 1274 iAoz W |s NSRS (0.00
™ = = | ZAM0| eX|=l=g| ZM0| QX|=/=g| 1
64210] AQE! 14120] AQ%|

EXACT-PRO, exacerbations of chronic pulmonary disease tool-patient reported outcome; SD, standard deviation;
SoC, standard of care; TDI, transitional dyspnea index
QL YAMISH H7|Z ZMO| ZE: ME 0 = YS ~ 10 = ES 5 S

o 22 s VRN O 4

ZIKE W TDI, B4Vt 5SS SER0| ks S o0jFh EXACT-PRO, B4t 842 ©f LS yo| T2 i3
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NEC 7|RX|Z0|2 HIBTEAS-QLISH 7| ZIX|ME At)

2.1.3. BODE X|&®

Y

BODEES H1g 232 4H o2 A7-3gERERCT 3%, NRS 1#0] Ags|Qlct. i
4 A 5 59 A 20| Bl w oo

3HO| RCTOIIA 25, EBVo] ek E AR 5 59 A =to] HIsH F-2lotA [47} B 4519,
139 NRS 304 = BODE A EE E 151+, Dooms $(2021)2 432 3, 671 Al-ofA]
EBVio] o= ¥ &A= 59 A =) H|s) 5-25HA BODE A7t 5 Atk 371Y: &+
7k Al°](mean change +se), -2.7+0.47% : 67§Y: Tk AF°|(mean change +se), -1.6+0.47).

=

rr
Ao
flo

H 3.31 BODE
A 1K} Hu | Za} Erl =3 Sz e
M| o@E | Mz | xE | " ME [ N [ M[D | N[M[D]| P
RCT
Eberhardt VS. JA 2 _
1 (2021) SoC BODE | &= | 671E 39 05162 | 44 | 035 | 1.16 | 0006
Valipour Vs. JA 2 _
2 (2016) SoC BODE | &= | 371 39 07| 15 50 04 | 1.1 | Qo0
3 Kemp vs. | gopp | ma |[SMB |63 | 1141175 | 28 | 039 | 083 | <0001
(2017) SoC =T e 65 097 | 201 | 32 | 0.79 | 1.17 | <0.001
NRS
3h T2 HRALO(BHZ(N=20)-tHEZ(N=20)): ©.001
1 Dooms VS| BopE | m4 = mean change+se, -2.7+0.4 )
(2021) | SoC ST e | 0 BRAOIEHRN=20)-THERN=20): | (o,
= mean change+se, -1.6+0.4 ’

BODE, Body mass index, airflow Obstruction, Dyspnea, and Exercise capacity; M, Mean; SD, standard deviation;
SoC, standard of care
A 2= A= S0 Ofst gt

ZX|E W3(BODE): MatHel= 0014 108 A0[0|H, O &2 T Al 30| O k= 2S LiE

139 RCT(Eberhardt et al., 2021)°4]%= BODE A4E &3) 74 1} v]8-S H1519EY|
EBVo| ok& 4 A& = 59 A =m0l Bl 7i4 &4} Hl&o] 5-2J5H| B = UTHEBVE 50%
vs. OFE 2 QR 7 5o A=A 17.4%).

H 3.32 BODE #¥ &K} H|g
o Hw | 2ot | 2 | 5F Sz O
of
& THI(AE) Al Nz | 9| AH N|n| % | N |n|% :
1 Et();(;gfa]r)dt oo | BODE | & | 678 | 40 | 20 | 50 | 46 | 8 | 174 | 0.001

BODE, Body mass index, airflow Obstruction, Dyspnea, and Exercise capacity; SoC, standard of care
ZUXE Hekg(BODE): EaEAE= 0014 108 Af0|0|H, O &2 M4 Al 30| O ICk= XS LIEH
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AX
=

2.2. GRADE Z2H+Z Yo}
SHAIA O]

= A B O B HS

® g #93%HKof limited importance)

(critical),

@ Z=Q5FX|9t s Al

o] 374

12 0] Z] ¢F2(important but not critical),

2393, @

H=3

Yo w2t F 3% (importance)E -

<

HAARI (critical), @ 2 8HA|TF A& 0] 2] &2(important but not critical) Z2XA|HE tjAto=2

GRADE TAFES IRIskT. 490¢
TS o o] 25k

H 3.33 (GRADE) ZutH0| 5%

Slol Al QP ETbY ATESE Slska 2 Aup4]

A0 SF
=05 Z=Q6}K|at
i (:E; See,  smoige Sl
) importance) ('mpoﬂf_lr)t but (critical)
not critical)
FR 83 (I, -
oL 2xgq  WOEYE SEENS)
- Olgts 23 (de 1 o
olyHrE, &7 5)
7|5 ey
(O: FEV; 37t 5)
S 259 &Y .
O: 62 =27{2] 5)
SHXtO| Z=1hA It
(0l: SGRQ ®# £ o
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H 3.34 RCT: GRADE Evidence profile

RCT: GRADE Evidence profile SR 4 s1}
=8 - = 7|E| . THTE I8E
Y omey uzmen uwumy emyy wmmy JEL S OF Reltive(®% C)  Absolute(95% Ci N
an [=]
[ormA] HF|(overall) OJAtELS
o not not s 93/356  17/203 B <00 SHAIRIO]
4 RCT serious serious SerioUS serious none 0619 (8.4%) RR4.42 (2.74,7.13) Low SHAIZO|
[erHy] =2 WS AY
A FAine s
2 1.5(1/65%)~2.9%(1/34%) 0%(0/66%)
) not not 9 26/492  9/283 M 0%(0/43%) 2%(1/509) 00 smiol
6 RCT serious serious  serious oo MONC B30 (3.1%) 10 5.4%(6/111%) 6.7%(4/60) Low Rl
1 7.5%(16/214%) 3.4%(3/87%H)
1 8%(2/25%) 4%(1/25%)
[oFHM] FL gHHE: I8
=) i ey
. not not I 53/49* 3/238* 5 7.2(8/1118)~29.29%(19/65%) 0%(0/176%) <00 SHAIRIO|
/ RCT serous serous  serious 0% MONC 18 (1.3%) 15 5.19%(11/214%) 2.3%2/87%) Low FEAE
1H 8%(2/25%) 4%(1/25%)
[oIHM] =L gHHZ: COPD F3k st
T not not I 77/458  46/254 B <00 SAIEIO]
5 RCT serious serious serious | Serious none 168%  (18.1%) RR 1.17(0.71, 1.94) Low SHAIRO|
[oFHM] FQ $HHZ: HiH
T not not ) 28/433  12/229 B <00 SHAIRIO]
4 RCT serious Serious Serious serious none (6.5%) (5.2%) RR 1.13(0.58, 2.19) Low GHAIZAO|
[erHy] =2 EHE: SERM
Z 2HO| 29| i QlaiAlE GFYRCT)OIM H U E
o not not 9 16/325  8/147 SEEH2E o & SO0 gumol
2 RCT serous serious serous oMW none 49%)  (64%) 1H P610/1118) 10%(6/60%) Low e
18 2.8%(6/214%F) 2.3%(2/87%F)
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] =2 &HE: wWH 3 oMU
) not not ) 56/381*  0/228* 0| 2HAH(1.5~24%)5I%O, 6000
RCT Serous serious Serious Serous (14.7%) (0.0%) Low
[23HH] H7|s Sk 1= L3N ST
RCT serious” not not not 498 301 WMD 17.090.02, 25.18) DO
serious serious serious Low
. not not 5 /201 16/158 00
RCT serious serious serious serious @3%  (10.1%) RR5.17 (3.11, 8.59) Low
Ho|s g4 T
o not not g ~ . SO0
RCT serious serious serious serious 152 131 WMD -0.65 (-0.82, -0.48) Low
) not not 9 71/130  30/105 SO0
RCT serious serious SerioUS serious GA6%  (28.6%) RR1.91(1.34, 2.72) Low
2358 e 68 TE 2
RCT serious” not not not 402 261 WD 4237 (17.62,67.13) O
serious serious serious Low
) not not 9 151/27  42/220 SSO0)
RCT serious serious serious serious 62%  (19.1%) RR 2.39(1.48, 3.88) Low
42| &: SGRQ
RCT serious” not not not 607 347 WMD 576 (-7.66, -386) OO
serious serious serious Low
) not not 9 1532  58/185 00
RCT serious sefious SerioUS serious 35%  (314%) RR 1.75(1.38, 2.24) Low
42 &: mMRC
RCT serious” not not not 345 203 WMD 041 (057, 0.26) T
serious serious serious Low
T not not s 106/23 139/524 SO0
RCT serious serious serious serious @ (295% RR 2.45(1.66, 3.61) Low

Cl, confidence interval; COPD, chronic obstructive pulmonary disease; mMRC, modified medical research council dyspnea scale: RCT, randomized controlled trials; RR, relative risk ratio;
SGRQ, St. George's respiratory Questionnaire; WMD, weighted mean difference

A" HIE2YS TIIAN & =202 TIIE S120| 17H0[Lt “2HEH0] 27 014 7 event 47t ZEGHK| 22 (3002 71ECZ &)Y HE247| Z251K| 42(4008 7|FE2= &)
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H 3.35 NRS: GRADE Evidence profile
NRS: GRADE Evidence profile LN e
25 o3 HEY 7[E} gt ZAsE 38k
L 1 ] HlQIA  HIXIHAM  H[XQIA = C
2 o8 o[ |22 [ZHM MM H|= '<SXH =
[otxM] XA SE7|H(overall respiratory) 0|AEIS
Dooms £(2021)2 ofzfjet Z0| 2 st
e i =
o ot not - 000 1718 | Bl Sz 000  4uxio
1 NRS  serious applicable serious serious none 00%  (94.4%) | 557 P == 20°4(8/202) 27.7%(5/18%) Very Low SRS
RIS Z= | 60u12/208) | 66.6%(12/18%)
[y F2 HE5: A
Dooms S(2021)= U3} 7 (2RSS 083t 7 [HRILIAIZ
1ONRS s MO M i none (8/()%,9) <g/g§) HEHEASS Aot FOIE A0l wael g2, A2 Y JOP0 ey
applicable  serious 0%) 6% yysix12 o) BRI 20D 13 LA B st y
] T SHE: J|E
Dooms S(2021)= U3t 7[BX[HEZ 0|83t 7[BRILIAIZ
NRS serow’ ML MO e e 20 018 memzias +ae Sojue 710l 22 wasi ofs o SOy
ppebe e TP TR SO BERIZ RIS LA 4T HAR e
[OFRA]] FQ S WH T O[AMIS
Dooms S(2021)= Ut 7|EAHES 0|85 7 [ZHAILIAIY
. ot not - 70 018 HBXIASS £ ZOMU HEHAE 7HS MO 28 O000
T NRS seious™ o icble  serios SO MOMEapnon  (0.0%) 5 S U WEA|Z SO AREARAME UK AT Very Low o
HA3t
B0 § 715 B
Dooms S(2021)= 2T 3, 6742 AN 7|5
BRREO! 157t 2 5| 2P, U TISX A2
1ONRS s’ MU M o) noe 20 18 SUKEE 25 UugRdss 088 BN SO0
oppleale. - serlos HREEASS Sudt 20| 2 U HPR|R S BERlRZY Y O
HIS ROJ6PH SIEIICIT H 13t
[E34] T 715 B4 JIE}
- not not - Brown 5(2012)2 Ofefet 20| 2118t o000 4
T NRS  seous™ el serous  Seows  mone 20 18 Comstmxmes 0j2et 7| BAIAZ HEXEASS VeryLow




285t Z(N=220)1} °fF & MHEX |z S
HEX2R(N=101)2] Al& HZ CT 2¥2| My MEN
Solf e7he7tol HgAS H|w HES A& 6718 £ target
lobe2| X2 Uttst 7|UXWEE 0185t 7| HX|LIAL
HENEASE 2T ZOA ATt H|W Al SAHNOZ2
RQOI51H ZABKp<0.0001). 2= LU MEX|Z 59
HEXZZUAME AR SANHOZ Q2|5 X017t
AAS(p=0.70). E3t Ipsilateral lobe= YISk 7| HR|HEE
0188 7|HX|LHAE HEXSZASE S35t ZoM= SHECRE
ROIoH AASt A, AkF 3 HEX|E 2 BEXIEZMAM=E
J3X| URt2. Contralateral lobe 2 & HEXS Uulst

7 HAMEE 0|85t 7| BAIHAIE HEXSASS S
o= 3 MEXE SO BEXED 250N SARCE 29

zast

o

Kl

>

[or
\0

ol M

Ho
o9k

Dooms &(2021)= FXEE 3, 6712 AN 2552

HHRNEL 6222 NEOA Leh 7| HXEES 0|8t
7|ERIHAIE HEREASS +¥e 20] ofF H MEX =z 52
BEX|=220] Hish RIokH| S RATtd B gt

Dooms S(2021)= FXEH 3, 671 A0 49) X
BRIX|EQ mMRC, SGRQ XIBS 2T A3 J|BX|gug
0|23t 7| RRILIAZ HEXSAES S35t 20| %= 2

2

M|z SO HEX|=Z0 BIah R2I5P| SHd=AC B st

mMRC, modified medical research council dyspnea scale; RCT, randomized controlled trials; RR, Relative risk ratio; SGRQ, St. George's respiratory questionnaire
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NEC 7|BR|Z0IR HIRTEAE-QUHISE J|ZIX|ME Aol

3. N8

[ S | [
55 H71S A o2 AUk 7| A MBS o] 83t 7| A A w88 54Ee] BAE =4
A= 23Ho|Qlth A =7PEREE YEHE 13, 5Y 1Ho|th BE 32 AFE I (health
insurance perspective) ©°|loH, HEF ORERFS ARSS AR ER AEHAYYERY
(quality-adjusted life year, QALY)E HIstAth £47|7R 59, 109 X3ttt Hartman
5(2018) bootstrap W< o]-85t] ©71(6719)717te] BAG B =35t o, ZAXE2=
34 ¥]-8-a7](incremental cost-effective ratio, ICER)E E 15ttt
H 3.36 [ZHY 28] MEE8 EY
1I1x|' A = Il = _E'A—1| 7E:|II'I. _E_&-II slo|e
@) 27t | CHARR} =12 =z | 2 oy 7|7k XE | A A0S
== = TH _ -
Hartman | U/ -<,;O§1}1)1(|7|c> getp))hyr e e bootstrap | 67H¥ ICER
(2018) | 2= cIoNS endobronchi 0 X = =R .
= (34/34%) al valves o = 104 QALY | 2016 | 4%
, EZ HIE Zephyr 5 B
Pietzsch | o, StX} endobronchi | SoC | 1 | oig 22| QALY | 204 | 3%
(2014) S| 104
(37/369H) al valves K =

ICER, incremental cost-Effective ratio; QALY, quality-adjusted life year; SoC, standard of care

I

3.2.

IS 71 HAM B o83t 7| IR UAE HE4S4E0] B8-S HAg A= & 2HO R
AeE A2 Bl8-aaHolgtal B skl 919t 138 (Hartman et al., 2018)041= A &=
2 AR AT AAJSHHA, (ZR1& A-8A]) 5E9] 717F B<tol=
718 o0& = (life-year) & 2F 79,100 F-&, 1092] 717 &<M001+= 34,883 F-271 7= WA= ThaL
Hskdct 5 9] 7|7F 5%t QALY 71522 EuroQol five-dimensional instrument(EQ5D)&
S o 41,870%%, SGRQE S W 42,775%-27F F7H= A€t B 15t3ich. 1099
717F B2t QALY 71522 EQ5DE 43 1 24,2557, SGRQE 3= 1 25,8272 7}
712 WAETY Busielth WEe] sigEde] AAke ATt 1E Ayel HwE 59
QI AS AASFRT. AAFAHE AFPAT 1A= 21 9] 7|7Hs<to] ekE E AEA]| = 52
FA| 0 W WA QALY B 2F 90,611-722] Bl SRS €S o thal HAsIal, B e 18
T-oll A= medical therapyw} Bl A] 5U-& 7102 QALYS 9F 125,5219-%, 108 7|02
48415729 BI-ERIE LS &= IThal BAsieh APAtollA AN E a3t 553 =9 277}t
TEE0], & =2k vl&adtyolatal AAstot.

38 E7HEt

0

N
>

flo
X
o,
i
Jin)
T
rlo
>
©
i
o
N
P
>
(o]

1

o
o

]

re

U2 18(Pietzsch et al., 2014)°)41= 5419] 717F BRtoll= 27F8 02 QALY B 2k 46,32 292,
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1099] 7RE§ 9100z 25,142 §27h 37k AT Rrsigiek. o)tz ARl 483t AAGHQALY
= 50,0000} 7] e} ] g aholek A et

H 337 (MY 28 HIg-a0t 24 2t

SMH= =
1M B8 | s | gz S Eifost | ICER | o
o T /I [ 4
() = Cost (QALYS) Cost (OALYs) (/QALY)
EMWD | e - - - - 160.46 | 71
SGRQ = - - - - 1240.71 | L)
Life-years 334 309 79,100%
Hartman €, EQ5D 54 | 2,001,520 253 49,416 206 41,870
(2018) Euro SGRQ 223 178 42,775
Life-years 477 418 34,883
EQ5D 104 | 2,116,914 363 49,416 278 24,255
SGRQ 321 241 25,827
Pietzsch £, _ 54 20,734 2.88 10,435 2.66 46,322
(2014) Euro 103 | 25,857 4.43 15,432 4.02 25,142

EQ5D, EuroQol-5 dimension; ICER, incremental cost-effective ratio; LY, life—years; QALY, quality-adjusted life year:
SGRQ, St. George's respiratory questionnaire; 6BMWD, 6-min walk distance

O 43

7h 6MWD Zit Tm HHEUS [, YRl BEX|E <0f HI5H 160R2(95% Cl: €159.66-161.27)2] F7HIS0| Al
Lb) SGRQ Zt 138 JHM=QAS O, UHXOI BEX|= 0| HISH 1,24132(95% Cl:€1253.99-1227.42)2 F7HHIS0| L3t
* ICER (/LY)
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& H&ASAS- AT 71 EAEE A (O3t LY 7| BAEEE o8-t 71 BAH
Sag)e WSS St 35 W HEEEAE e I VA
AfRistol ©71 Aol 37171 Al H FolM BEA U3l 7] Alofls So17HA] 3511 5

o

[84& AaAA AAF R Hrlse FRA7IAL a8t /hAdstat sk

]

Ml o,

I

)

rr

AGF 7| WA B E 0]-835E 7| BA|UA) A #-&2=4<%(bronchoscopic lung volume reduction
using unilateral endobronchial valve, EBV) 2013 4192 7|& 7S §-2 015 2018 29HH
AEEo] 50%= A&, Adgo] £  4do] AFsto] s 71w A b E B
SRelstal B gAde] &4 ARG 9IS ZAE AlEsh| fIste] 7S shlth

H7|15& e 55 W HA8HASAE o= oF I 7| HA B S o] &3t 7| HAI WA
H-EH54AE0] A A, a4 FAGS ERlst

1319 £ glstolrt. e 7| TAMEE o] 83t 7

[e) [e) :l—q-
N TS L ABA R 5] BENET B RO ER)] fet @4 BAH 2AS kg0 thet

0

Z 8H(RCT 7%, NRS 13)2] 3104 QPdAdol| thel] st b AaA|#e
9 ARG, 71, chronic obstructive pulmonary disease(COPD) 55 23}, ¥, 3554 5 F9
PSS FHOE PG o 75 wdstoict

4319 RCTE HEREASE 23}, EBVEe] & 2 A8 59 X =0 o) DA o)/ diks
AN 7E Q95 o =YY (relative  risk  ratio, (RR) 4.42, 95%
A& F7Hconfidence interval, CI) 2.74, 7.13, 12=0%).

13HE] NRSOA AA(EE71A) oldiH-e= S50l Wt Hustiitt. 55 $HS2 EBVE 209 5
8H(40%), = I &A= 52 EEA BoA= 18 5 5H(27.7%)0llA HAY s 1L, HS 3H
BBV 207 3 1278(60%), °F= % AgA = 52 BEX = 187 5 127(66.6%)°14 285 A.




F2 993

70 EHE] SRE AR, 71, COPD S35 oI5} v, S840, W 1 olug-5o] Huslglet
A BT F 68| RCT F SHAHE EBVEol HAHCRE L ABAR 59 BEART 48,
mogE 1RO vls) AgEel o ¥tk FAMORE WML EBVEAIAT A
WA(15~2.9%% BT THE 1L BBVIZOlA 66,49, oFE 2 ARAR 5] BEA|R Rl
46,7901 AP B TR 18] AToIAE EBVECIA 16%(7.5%), %2 2 AgA R 52
EEARTAA 37G.4%)0] At 18] BTN EBVZOIA Aol st ko, ok
% ARAR 59 FEART F 19Q00] AL UoiA] 1HAINE EBVE 259 thow
2%(8%), RREE 25014 1785014 Algetsict

7159 i8] E13t 7HO] RCT & 5HoAl= EBVo|Aut 7]8-0] BA8(5.1~29.2%)51 1 Ok 1l
A7 5o EFEA|TFoA= 7]Fo] TAYsHA] Ut YR 23] AT F 182 EBVLolA

1175(6.1%), R 0 ABA 2 52 BEAEZ0IAE 282399014 7150 A8, U] 18
EBVZ, HOET 242 29(8%), 15(@0)°141 715 o] Tgstct.

COPD 5% 213h= RCT 5H 9] AF+2E HeREAleH dut, &= 7 -F-ofgt Zfo]7} gIITHRR 1.17,
95% C10.71, 1.94. I’=53%). HlE-2 41H2] A7 ATE HERLARH A}, T 7t --olg X017 YIQTHRR
1.13, 95% CI 0.58,2.19, I*=0%). ZHAL 2#Ho|A HuEQc} 18

10(9%), k& 9 LA 5 5-9] EEA] B A= 6 (10%)°] -] TA¥sHITt. Y A] 1H
EBVT % 6'8(2.8%), 2Fe ¥ A& 59 HEAEL 5 28(2.3%)°14 Z557Ho] YAt AH|
e olAukS o g WHel T E ojilHlkgo] HuE et WH e oxhkSof tis) X 13t 6H
ERol A= EBVEoll ARt g o] 4ik-g-o] THAY(1.5~24%) 5ttt

1] NRSOIA 2 39 SFEAPL, 718 2 W8 1 o dukgo] Bastoint AP o= 4
A5 59 EEXFEL 189 5 19¥(5.6%) HAYSHALL, 7182 EBVE 2098 5 2H(10%)°114]
g5telct. B T o RhE-2 EBVH 2 oFE 9 A& 59 #EA 8t EFOIA heimlich
valve 0]8-2 gilon] WE A|AL BBV T 78(35%)°] LAY,

1.2 514

% 11H(RCT 9%, NRS 2#)2] Ealo|4 Ta4o] el Barsloa, Zapg AT S 412 Haslstol
H7|s ¥, 52 FY, 49 4, BODE A #E F7}sIt.

H71%s 3

Z 9% RCTOIA HI715 /el gt 23E Barsteioh. wek2Ast 23k, w75 AR 5 127 =84
371%K6H; weighted mean difference (WMD) 17.09, 95% CI 9.02, 25.16, 1°=80%), Z712K4H;
WMD -0.65, 95% CI 0.82,-0.48, I’=41%)°ll tholl h24(2FE 9 A= 59 REXEL EE
Do 2 Eet EBVIEolA Rt Hl7]50] B F3=|qltt. ole] M-8, =84 HEw, 7154
e &, F 984 A AREL ¥ EBVEO| g2HYE U A7 5O EEA =T B
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NEC 7|2 | 0|8 HIRMEAS-QUHESE 7| ZHK|E Aol

Lot 2o vlsl o £ B HAih
2THO] NRSOIA 715 @Foll thsll Harstlth. 18- S22 3, 671149 Aol w715 213721 127t
L8 o719, A", B 75 J718F A 5T FEBVEOIA ofE B A=A = % HA| Fato]
HIsf f-oJ5HA 7 R og Byttt WA 1HE] Aol A& 671E & B3 HY(target
lobe)2] §-2{0] EBVoM AladHot A4 22 #-oJ5HA| st (5t -0.451, p<0.0001),
2Rl oFE H AR 5 59 A BolA= Al At 7203t Zlo] 7} Qli= A 0= H TSI QItHE
-0.0051, p=0.70). BY= HA(psilateral lobe) FA] EBVEIAE FsH
446k o (rho=-0.68, p<0.0001), & % AZAE T HEAEZIN= FIsHA
29ttHrho=0.10, p=0.28). ¥tth= HA(contralateral lobe)= F & RFol|4 BAH 0 g2 §ol5H
LrASFITHEBVAE: rho=-0.16, p<0.0001; k& 9 &A= 5-2] IFA|FE rho=0.45, p=0.0056).
T H8AE F 2 LRoA BAH = §o5H| F4sHATHEBV: rho=-0.53, p<0.0001); F& %
A 7 59 EFA " rho=0.60, p<0.0001).
+5o
568 T4 F 10H RCTAIA HAEHAt 65 L5 AZ|(6 min walking distance, 6MWD)+=
EBVito] th2H2FE 9 &R 8 59 HEAEt B BOtiR)ol] H]of -3-2fskA 7R =] 9o (6H;
WMD 42.37, 95% CI1 17.62, 67.13, I’=79%), At°1& €55 (cycle workload) H a5t 2ol A=
EBVZo] ok2 9 AYAR 50| max| ol w]s) AAE AR Busiet
19 NRSOA =242 3,670 Ao dl2R] oFF W AlEA & 59 #EA 2
oAl 5520l /A= ATH3ZHE BBV 50%, OFE E AR & 52 EEA|Fak:
6788 EBVE: 55%, eF= 2 AR5 529 EEA BT 5.6%, p=0.001).
a9 2
4ol 42 8H RCTOfA] Harsieich. WeREAgt Ay}, EBVEEo] iRwH(E 9 HEA 8 59 EEA| 8t
E= HotiR)o] Hs] ARIE £X| igﬂ AEXA|(St. George's respiratory questionnaire,
SGRQZ Z4H 419 Fo] FoJsHAl A= AUTH7H; WMD -5.76, 95% CI ~7.66,-3.86, I’=2%).
S5 JE H7T FE(modified medical research council dyspnea scale, mMRC dyspnea
scale)= EBVo] o2 % AlEA| & 59 EFA "tol Hls] FoJsHA A= AeH4H: WMD -0.41,
95% CI-0.57,-0.26, I’=0%).
13 NRSOIA 42 3, 6712 A1 Hol A th222] ok 9 g2 5] Azl ula) EBVizo]
Fol5HA 4] Fo] A UTH37NE EBV-E: 70%, OFE R &A= 59 #EA| B 27.8%, p=0.02;
670 EBV: 85%, oFE 9 LA = 59 EFEA =k 38.9%, p=0.000).

=

ol u]3f| EBV+°]
5.6%, p=0.004;

BODE A&
BODE A|#5 X179 32| RCT % 1] NRSOIA= B+ EBV+ro] oFE 3 A& A 7 59 HEA =]
H] 3} -F-2l5HA A= At
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1.3 ZHIS

Qi 7| PABEE o] 8T 7 TANAA W 854S Bl vl8- RIS WIS EES 2olgleh
29| Q17 R4 okE g 3
w845 4%0] o vl &-FabHole A|AJsH

]3754?—/1\—% = B AFEE da 9 A9 33-7]1‘;_ AU 199
T (life-year) = 5l -5 71&0] ok R A= 59 A FEO] Hs 579,100 F-22] Hl-go]

13‘1 A5 FA717H10d B9t 199 <7 34,883 R-=2] H-Eo] AQE= A0 E HAlsith
= 1H2 24717 59 duff ik 7| BA M E S o] &3t 7| A WA HEASAaeS FYC=E |
AR5 (quality-adjusted life year, QALY)E 7R4sH7] all oF= 9 &A= 52 EFEA| =2

H]3) OF 46,3229-27h B 2853, E4717bo] 10 wh 1 QALY /M & 25,1429:2] 1] 80|
o sl Ao B sl

2. 48
afdgelME AAE £ E dE 23, AA ol duk3 AR, 718, COPD S5 ofe}, ¥ 53t
22 SOl DYF A ES o83t 7AW w8-AlSaE oA o Bo IR o=

5ol AT 71
ERIto] 5 719 /Fxd/do] BEs] FEEUTAL HY] ofFrial Haksiith. o, ARt 7| HAEE S
o183t /T UAI G W B HELS FolH W7l L L5520 T ako) A A 5 fojet make
=2 70T 5 Q= V&R wdsiith TS URgF
W82 20| A3} Ao Qo] A% 17} W asiths

202349 A7 B 1&ABIA LS (2023.1.13 )OI E £9193] A= Zajo] hste] =olst Zat,
oEleAE A Tl ALZA10%] A “DEF 71 BAEEE 0|83t 7| WAWAA &
24270 ofs thewt ol Alojataict

I=7|EAG7INYs = A3 T B 24 S 1 9
Qfm i”ﬂ"“ J&olu 7] met w715 k

o g’- 1?_1"(:)‘:]_— %% L_}\O
17| B 2 o] 83t T TAYA A MR HEASE FAR A1 o7 Aol
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CEL, ARF, ASA, 3, AN 5 AAY BEnE W QAREAE ohd A,
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NEC 7|BR|Z0IR HIRTEAE-QUHISE J|ZIX|ME Aol

3.1 =2| HO|E{H|0]A

3.1.1 Ovid MEDLINE(R) 1946 to April 28, 2022

(AAY: 2022. 09. 28.)

1= = b S | Zao] AMAIH)
- 1 exp Pulmonary Disease, Chronic Obstructive/ 64,576
_ 2 CQPD.mp. OR Chronic  Obstructive  Pulmonary 75.897
Disease.mp.
CHAE
et - 3 emphysema*.mp. 38,704
- 4 (incomplete* AND fissure*).mp. 441
- 5 OR/1-4 116,706
6 endobronchial*. mp. 10,976
Z_lﬁf;; 7 exp endoscopy/ OR endoscop*.mp. 511,369
8 exp bronchoscopy/ OR bronchoscop*.mp. 42,980
HEEEA 9 exp lung volume reduction/ OR lung volume 29 141
e reduction.mp. '
" 10 endobronchial* adj3 valve*.mp 459
X = 11 Zephyr.mp 148
- 12 (OR/6-8) AND 9 AND (OR/10-11) 281
BLVR.mp OR  Bronchoscopic Lung Volume
13 . 309
Reduction.mp.
7|Ef
ELVR.mp OR Endoscopic Lung Volume
14 . 145
Reduction.mp.
- 15 OR/12-14 538
e AREM - 16 5and 15 481
- 17 limit 16 to humans 395
SSUFL A - 18  limit 16 to animals 14
- 19 17 not 18 388
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3.1.2 Ovid EEmbase (1974 to 2022 April 26)

(AAMY: 2022. 09. 28.)

a2 EMmY o ZM01 HMZINH)
- 1 exp Pulmonary Disease, Chronic Obstructive/ 160,619
_ 2 BQPD.mp. OR Chronic Obstructive Pulmonary 132,427
isease.mp.
CHA!
eIt 3 emphysema*.mp. 52,483
- 4 (incomplete* AND fissure*).mp. 717
- 5 OR/1-4 226,087
73X 6  endobronchial*.mp. 21,985
7 exp endoscopy/ OR endoscop*.mp. 926,100
(LA
8  exp bronchoscopy/ OR bronchoscop*.mp. 80,544
2 mMEA exp lung volume reduction/ OR lung volume
B5= 9 reduction.mp. 34,881
10  endobronchial* adj3 valve*. mp 1,052
=0 £C|
11 Zephyr.mp 684
- 12 (OR/6-8) AND 9 AND (OR/10-11) 661
BLVR.mp OR Bronchoscopic Lung Volume
13 . 582
J|E} Reduction.mp.
14 ELVR.mp OR Endoscopic Lung Volume Reduction.mp. 329
- 15 OR/12-14 1,099
CHAXIRS - 16 5and 15 998
- 17 limit 16 to humans 949
ST ML - 18  limit 16 to animals 10
- 19 17not18 949

73



NEC

7 3X[E0IS T

EXSAs-Udet 7| 2XEE A

e

ru

HHH AlOI

3.1.3 CENTRAL

(# 022. 09. 28.)
g ZMER o 2401 HIZ)
- 1 COPD 18,543
- 2 Chronic Obstructive Pulmonary Disease 16,072
CHASR} - 3 emphysema* 1,874
- 4 (incomplete*) AND (fissure*) 125
- 5 #1 or #2 or #3 or #4 23,826
6 endobronchial* 1,096
7| 2X] %
(A2 7 endoscop 34,777
8 bronchoscop* 3,432
I BEESEN 9 lung volume reduction 8,091
10 endobronchial* adj3 valve* 3
S e
11 Zephyr 80
- 12 (#6 OR #7 OR #8) AND #9 AND (#10 OR #11) 32
= 13 BLVR OR Bronchoscopic Lung Volume Reduction 105
7€
14 ELVR OR Endoscopic Lung Volume Reduction 95
- 15 #120R#13 OR #14 201
AR &S - 16 #5AND #15 138
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3.2 - UH|0IE HO]A

(AAY: 2022. 09. 28.)

HIOIE{H[O] A A rely MR |2
1 Endobronchial lung volume reduction 6
2 Endoscopic lung volume reduction 1
3 Bronchoscopic lung volume reduction 5 ZMm |
KoreaMed 4 Endobronchial valve 6 HHIE 018
5 Zephyr 0
2A 18
1 Endobronchial lung volume reduction 0
2 Endoscopic lung volume reduction 0
3 Bronchoscopic lung volume reduction 8
4 Endobronchial valve 7
BRSESHORMOL o ) auwmee
6 7IERE HEXHzAS 1
7 HAIE HEM=AE 1
8 7| K| e 0
A 19
1 Endobronchial lung volume reduction 12
2 Endoscopic lung volume reduction 1
3 Bronchoscopic lung volume reduction 14
4 Endobronchial valve 15
6 7| X8 HEMEAS 1
7 HAIE HEM= S 2
8 7| &K] e 1
2A 63
1 Endobronchial lung volume reduction 16
2 Endoscopic lung volume reduction 2
3 Bronchoscopic lung volume reduction 21
4 Endobronchial valve 25
(‘OF:E%)%&‘M J=3 5 Zephyr 33 Ssts=E
6 7| HXE HEBXZAS 1
7 LA HEXEAS 2
8 AFLONRE =] 1
2 101
SIS | S HE Y 1 Endobronchial lung volume reduction 1 ==
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EVI=LIVES HH rely MR H|1
2 Endoscopic lung volume reduction 0
3 Bronchoscopic lung volume reduction 6
4 Endobronchial valve 6
5 Zephyr 17
(SienceON) -

6 78R8 H88zAE 1
7 LHAIZ H8&=AE 0
8 7| SX| e 1

2A 32
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4.1 HIZES 7t

- RoB
StH(Ref ID)
1MIHETAE)
g9 HIZE S Ms
Adequate sequence =2
generation =2
(R A ) O ==
owe
Allocation concealment O oo
(HHEz=A 2m) 0 %ijg
Blinding of participants Oue
and personnel 1O oo
(7 O, HERf0)| Tt oAl
|:| ES'I-E
=713) -
Blinding of outcome O3
assessment ==
(Z2rg71o]| Cist =71) O ==
Incomplete outcome OS
data addressed O=2
(E5E8 ZUXE) 0=
Free of selective OS
reporting O=2
(MEN H ) O =%
. i O%2
Other bias : Funding =2
(a9 HEY [ 254
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cndobronchil velve éiee%t:}/sr) Eberhardt, R, Slebos, DJ, Herth, FJ,
1 Eberhardt Emphvsema: One—\g(ear Results Darwiche, K, Wagner, M, Ficker, JH, &
(2021) phy | ; IMPACT Study Team. 2021;100(12):
from the IMPACT Randomized
- : 1174-1185.
Clinical Trial
. End‘obronc‘h|a| Valve Therapy in Valipour, A, Slebos, DJ, Herth, F, Darwiche,
Valipour Patients with Homogeneous .
2 K, Wagner, M., Ficker, JH, & Eberhardt, R.
(2016) Emphysema Results from the 2016; 194(9):1073-1082
IMPACT Study ' ' '
\E/:cl(\e/gtscjnZ[e)p:y;‘EQdXS;c\)/ﬂChla| Dransfield, MT, Garner, JL, Bhatt, SP,
Dransfield yspnea, Activity Slebos, DJ, Klooster, K., Sciurba, FC, &
3 Levels, and Quality of Life at . .
(2020) One Year Results from a Criner, G. J. Annals of the American
Randomized Clinical Trial Thoracic Society. 2020;17(7):829-838.
Imprpvement of phy3|ca|_ Hartman, JE, Klooster, K, Slebos, DJ, &
Hartman activity after endobronchial . -
4 (2016) valve treatment in emohvsema Ten Hacken, NH. Respiratory medicine.
/ Py 2016;117:116-121.
patients
Endobronchial Valves for Klooster, K, ten Hacken, NH, Hartman, JE,
Klooster . Kerstjens, H. A., van Rikxoort, E. M, &
5 Emphysema without Interlobar :
(2015) Collateral Ventilation Slebos, DJ. New England journal of
medicine. 2015;373(24):2325-2335.
A Multicenter Randomized Kemp, SV, Slebos, DJ, Kirk, A,
Kem Controlled Trial of Zephyr Kornaszewska, M, Carron, K, Ek, L, &
6 P Endobronchial Valve Treatment ~ Marquette, CH. American journal of
(2017) . ! . .
in Heterogeneous Emphysema  respiratory and critical care medicine.
(TRANSFORM) 2017:196(12):1535-1543.
Efficacy predictors of lung Herth, FJ, Noppen, M, Valipour, A, Leroy,
v Herth volume S, Vergnon, JM, Ficker, JH, & Ernst, A.
(2012) reduction with Zephyr valves in ~ European Respiratory Journal. 2012; 39(6):
a European cohort 1334-1342.
. Sciurba, FC, Ernst, A, Herth, FJ, Strange,
Sciurba A Randomlzgd Study of C, Criner, GJ, Marquette, C. H, &
8 Endobronchial Valves for
(2010) Advanced Emphvsema McLennan, G. New England Journal of
Phy Medicine. 2010; 363(13):1233-1244.
Bronchoscopic lung volume
reduction with endobronchial
vales for patients Davey, C, Zoumot, Z, Jordan, S, McNulty,
9 Davey with heterogeneous WH, Carr, DH, Hind, MD, & Hopkinson,
(2015) emphysema and NS. The Lancet.
intact interlobar fi ssures 2015;386(9998):1066-1073.
(the BelLieVeR-HIFi study):
a randomised controlled trial
Luna volume reduction in Dooms, C, Blondeel, A, Ceulemans, LJ,
10 Dooms em gh sema: a pragmatic Coolen, J, Everaerts, S, Demeyer, H, &
(2021) phy -aprag Janssens, W. ERJ Open Research,

prospective cohort study

2021:7(2).
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Gt XX} = MX|IHE
Emphysema lung lobe volume Brown, MS, Kim, HJ, Abtin, FG, Strange, C,
1 Brown reduction: effects on the Galperin—Aizenberg, M, Pais, R & Goldin, J.
(2012) ipsilateral and contralateral G. European radiology. 2012;
lobes 22:1547-1555.
Cost-effectiveness of
Hartman gndobronchial valve treatment Hartman, JE, Klooster, K, Groen, H Ten
12 (2018) in patients with severe Hacken, NH, & Slebos, DJ. (Respirology.
emphysema compared to 2018; 23(9):835-841.
standard medical care
Cost-Effectiveness of
Endobronchial Valve
13 Pietzsch Therapy for Severe Pietzsch, JB, Garner, A, & Herth, FJ.
(2014) Emphysema: A Model-Based Respiration. 2014; 88(5):389-398.

Projection Based on the VENT
Study




6. & gz
B2 E 8 s
1 XX} Zat =3 St O=
o1t H|ZA|S cto i
@) ltAi= X|E # Al N [ n | % | N n | % | P |52
7|'3£1
1 Klooster(2015) vs.SoC Hemoptysis(mild) Ha ES S S o k= 34 1 2.9 34 0 0 1
. A FHIUE 671 65 1 1.5 32 0 0 NR
7€ OjoF = LSS
) kemp(2017) | vs.SoC Hemoptysis(1I7HZ 02D |5 FHB ohg 65 1 15 | 32 0 0 NR
Hemoptysis(1-6742) A —T—E“_'.:}fer 671 65 0 0 32 0 0 NR
Ha S o = 65 0 0 32 0 0 NR
o eSS e = 111 6 54 65 1 1.5 0.42
. A A= 3 E~670E 111 4 3.6 60 0 0 0.3
3 Herth(2012) | vs.SoC Haemoptysis o | znpaepg-ong | 111 | 1 09 |60 | 0 0 | 055
A Z=MBE QTN E~1 271 111 3 2.7 60 0 0 0.55
Hemoptysis_massive | - _J'SJ%P‘:@?H% s 214 ! 0.5 87 0 0 1
' Hemobtvsis an o eSS Y = 214 12 5.6 87 0 0 0.02
plysis_any S | zmpaape-oe | 214 | 13 | 61 | 87 0 0 [ 002
S22 Dyspnea)
1 Eberhardt(2021) | vs.SoC Dyspnea = SRR 14 2~670E 43 2 4.7 50 0 0 0.211
2 Valipour(2016) | vs.SoC Dyspnea e FMME NS 43 1 2.3 50 0 0 NR
3 Klooster (2015) | vs.SoC Dyspnea P eSSk e SE oV k=| 34 4 11.8 34 3 8.8 1
A FHIUE 671 65 5 7.7 32 0 0 NR
JH O|ot 2 LIIEE
A kemp2017) | vs.50C Dyspea(THZOI2D 5 ZRE 6H 65 6 | 92 | = 0 0 NR
P ' Dvspneal-G71E) E e 65 | 2 | 31 | 32 | o | o | N
vep = 7% e 65 R 7 0 0 NR
s &5
1 Klooster(2015) | vs.SoC Chest pain (noncardiac) | 743 FHUE 60 E 34 10 29.4 34 0 0 0.001
Chest pain A ES S A = 65 6 9.2 32 0 0 0.173
) kemp(2017) | ve.SoC P 7% R 6HY 65 6 | 92 | = 0 0 [0173
P ' Thoracic ain o ES Sy 65 4 1762 |32 0 0 | 0299
P 7% ZRE 6H 65 4 62 | 30 0 0 | 0299
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NEC 7|HX|Z0[8 HIBMEAS-QHISE 7|ZIK|HE Aol

1X{ Xt =iy =4 = Ot
Ll HliAl= oo
(@E) SIS x|E B A1 N I n] % | N[ nl%|P
. Pulmonary or thoracic = FEXWE 3N 214 1 0.5 87 0 0 1
3 Sciurba(2010) vs.SoC event(Noncardiac chest pain) | & EXTE 37N~ 1270 214 10 4.7 87 NR NR NR
7| EX|1E
e =) FMBE 1IN 43 1 2.3 50 0 0 0.462
1 Eberhardt(2021) | vs.SoC Purulent bronchitis o x4 ~ gofe 23 0 0 50 ] 5 3
2 Klooster (2015) | vs.SoC Bronchitis P FNAE 674 34 1 2.9 34 0 0 1
iy 3 SN 61 65 1 1.5 32 1 3.1 1
3 Kemp(2017) vs.SoC Bronchitis e Exiia 6he 65 ] T 3 ] % ;
I 2
. . 3 FENE 1HE 43 0 0 50 0 0 NR
1 Eberhardt(2021) | vs.SoC Pulmonary infection o EiniA 1 o4e - oo 23 0 0 £0 0 0 NR
. . =) eSS o = 65 1 1.5 32 0 0 1
2 Kemp(2017) vs.SoC Pulmonary infection IS XA 6h &5 : e % 0 0 ]
. . . A FNAE 374 214 4 1.9 87 0 0 0.33
3 Sciurba(2010) vs.SoC Pulmonary infection o | Exar ape ~100ie | 214 3 1 57 0 0 056
4%
Pselﬁfeoc"t”lg;‘ﬁi Ziﬁﬁ';osa e ZHPHE 674 34 0 0 34 0 0 NR
1 Klooster (2015) | vs.SoC Unper air tract
o 74 ZRTE 674 34 0 0 3 | 0 0 NR
. . 3 FXNLE 6/HE 65 6 9.2 32 2 6.3 1
Chest infection x| znmm oy 69 |10 145 | 35 |5 a3 |
Lower Respiratory Tract = FEAE 6I0E 65 2 3.1 32 0 0 1
Infection 214 eSS S oV = 65 2 3.1 32 0 0 1
Respiratory infecti 3 FNIE 6/HE 65 2 3.1 32 0 0 1
espiratory infection 15y eSS 65 23 2 o 0 1
2 Kemp(2017) vs.SoC Upper Respiratory Tract 3 FHE NS 65 3 4.6 32 0 0 0.549
Infection A= FHIE 64E 66 4 6.1 32 0 0 0.3
Funaal infection 3 FXNLE 6/ 65 1 1.6 32 0 0 1
g FAES £ 65 1 15 173270 0 1
- % ST 674 656 | 3 | 46 | 32 | 0 0 | 0549
Unspecified infection | . AT 674 65 3 | 46 | 32 | 0 0 | 0549




1zt TA|S = cro =% =iz ez
| @y (HeME X = Al N [ n] % | N[ nl %] P
s =XTE 1Y 32 1 3.1 0.33
Urinary tract infection 7_|°A T;‘;}_ﬁ Ho 65 0 0
{17 ENIE 6/HE 65 0 0 32 1 3.1 0.33
Viral infecti 3 FXNLE 6/HE 67 1 15 32 0 0 1
rat infection FAES =) 67 1 15 |32 ] 0 0 1
Wound infecti 3 FNIE 6HE 67 1 15 32 0 0 1
ound infection 714 ZXTIE 672 67 1 15 | 3 0 0 1
Lower respiratory 3 FRAE 670 E 65 1 1.5 32 0 0 NR
tract infection(1711& 0|2 | Az XA 1Y 65 1 1.5 32 0 0 NR
Lower respiratory = MU 64 65 0 0 32 0 0 NR
trag{'giﬁg};‘)” Ax | zEmE e 65 | 0 0o | 32 | o 0 | NR
Colorized sputum T SR 60 E 34 3 8.8 34 0 0 0.239
Klooster(2015) | vs.SoC Sputiunrgrg;cs)c;téction 7 =XDE 67 34 9 59 34 0 0 0.493
3 =S o = 65 0 0 32 1 3.1 0.33
Kemp(2017) vs.SoC Purulent Sputum 1N ;&*E@ 6he 65 0 0 3 i 37 0.33
Klooster(2015) vs.SoC Common cold Fat eSS S = 34 3 8.8 34 4 11.8 1
3 =S = 65 2 3.1 32 0 0 1
Kemp(2017) vs.SoC Common cold 1N —’;ﬁﬂ._*’_é* oh 65 5 3 3 0 0 ]
=
. 3 FMIE 1IHE 43 0 0 50 0 0 NR
Eberhardt(2021) | vs.SoC Hypercapnia o ExmE 4 ~ gofe 43 0 0 £0 3 5 0946
. New or worsening = FXNEE 3N 214 2 0.9 87 0 0 1
Sciurba(2010) vs.SoC hypercapnia ¥ | FNAEINE1270E | 214 1 0.5 87 0 0 1
Klooster(2015) vs.SoC Hypertension U E SISyl 34 0 0 34 3 8.8 0.239
. =) ENIE 6/HE 65 3 4.6 32 1 3.1 1
Kemp(2017) vs.SoC Hypertension FIre =P G7h 65 3 16 39 ] 3 ]
| Klooster(2015) | vs.SoC | Wrist fracture | 742 | FHBH 6ME | 3 | 0o | o | 3 | 1 ] 29| 1




NEC 7|HX|Z0[8 HIBMEAS-QHISE 7|ZIK|HE Aol

1X{ Xt =iy =4 = [ ey
Ll HlW A= e
(@) la M= X|E # Al N Tnl ] % | N n] % | P"
Foot fracture & THHR OHB 65 ! 15 32 0 0 !
U ENIE 6/HE 65 1 15 32 0 0 1
- 3 FME 674 65 0 0 32 1 3.1 0.330
2 Kemp(2017) vs.SoC Rib fracture e =xa 67 65 0 0 3 i 37 0,330
Vertebral fracture & THHR Ol 69 0 0 32 ! 3.1 0.330
U FEXNIHE 6/ E 65 0 0 32 1 3.1 0.330
7|13
1 Klooster(2015) | vs.SoC Cough Ha FXME 671 34 9 26.5 34 1 2.9 | 0.013
A FNUE 6 E 65 4 6.2 32 0 0 0.299
2 | Kemp(2017) | vs.SoC Cough 7% X G7) e 65 | 4 |62 | 32 | 0 0 | 029
S8
H | SMEE~FHUE I 111 0 0 60 0 0 0
¥ | FMAEIHE ~ 670 1M1 0 0 60 0 0 0
1 Herth(2012) vs.SoC Empyema o Exmiar ehe - oope 117 0 0 50 0 0 ]
H | FMEE grfE~1270d 11 0 0 60 0 0 0.54
. =) Z=MBE 3N 214 0 0 87 0 0 NR
2| Seiurba(2010) | vs.SoC Empyema o | =xpapE-1he | 214 |0 0o |87 | 0 0 | NR
=2
1 Klooster(2015) | vs.SoC Flue H FMME 6N 34 3 8.8 34 1 29 | 0.614
o =RIE G
Influenza(1-67H2) =) eSS A = 65 1 1.5 32 0 0 NR
- e MM 6L 65 1 1.5 32 0 0 NR
5=
1 Klooster(2015) vs.SoC Headache H FNAE 674 34 1 2.9 34 0 0 1
Headache A FNUE 61 E 65 2 3.1 32 0 0 1
2 Kemp(2017) | vs.SoC Headache 7 =X 6HY 65 2 31 | 3 0 0 1
HATHS
1 Klooster(2015) vs.SoC Nausea H FNAE 674 34 1 2.9 34 0 0 1
=) eSS o = 65 2 3.1 32 0 0 1
2 Kemp(2017) vs.SoC Nausea e ExmE g 65 5 % % 0 0 ]




XX} aa £3 St Ci=e
A HWA|= £
(@) — X2 i Al N [ n] ] % | N nl] %]|"P
1 Klooster(2015) vs.SoC Mamma carcinoma U ESnicSy k= 34 0 0 34 1 2.9 1
. e FNAE 674 65 0 0 32 1 3.1 0.33
2 Kemp(2017) vs.SoC Squamous carcinoma 5 =xA 6h 65 0 0 3 ] 37 033
[oZ]
=
1 Klooster(2015) vs.SoC Fever S ESnicSy k= 34 0 0 34 0 0 NR
= FNAE 671 65 0 0 32 1 3.1 0.33
Kemp(2017) | vs.SoC Fever 2% =Xz oh 65 | 0 0 [ 32 | 1 | 31| o033
=S
1 Klooster(2015) vs.SoC Sore throat e =XTE g 34 2 5.9 34 0 0 0.493
= FNAE 674 65 1 1.5 32 0 0 1
2 Kemp(2017) vs.SoC Sore throat 1N =xA 6h 65 ] e 3 0 0 3
s s
. = FEMAE 670 65 0 0 32 1 3.1 0.33
1 Kemp(2017) vs.SoC Hyperventilation 1N ExmiE 6o 65 0 0 % ] 31 033
7|2X| ZH
= FMIE 6HE 65 0 0 32 0 0 NR
JHY Ojat T L £
1 Kemp(2017) vs.SoC Pronchospesm(171% P10 & THAE O 65 0 0 32 0 0 NR
P ' Sronchosossm(-Gofg) | O | FERE N 65 | 2 [ 31 [ 32 | o | o | MR
P ¥y ES 65 | 0 o | 32 | o 0 | NR
7| 2A| 1
1 Klooster (2015) | vs.SoC Torsion of the bronchus A FMME 671 34 2 5.9 34 NR NR NR
]
1| Valipour(2016) | vs.Sham | Faralysis of thenenvus 1 o EXPE Y 3 | 1 | 23| 50 | NR | NR | NR
recurrens
EE
1 Davey(2015) vs.Sham Seizure(unrelated) al FMME NS 0 0 0 1 1 1 NR
HIs
T O
; ' 3 FHAE 670 65 1 1.5 32 0 0 1
1 Kemp(2017) vs.50C Quincke SLQedema of the L
ingula At FEBE 671 65 1 15 | 32 0 0 1




NEC 7|HX|Z0[8 HIBMEAS-QHISE 7|ZIK|HE Aol

1X{ Xt Z1 =4 Shi Ot
ole HIZA|S Cto
e N G A xE il A N Tn | % | N n % | P
Ed A FNIE 6HE 65 2 3.1 32 0 0 1
ema 71 =R G 67 3 a5 | 32 0 0 | 0549
ELSHES
. =) eSS o = 65 1 1.5 32 0 0 1
1 Kemp(2017) vs.SoC Desaturation e ExmE g 55 : T % 0 0 ]
gy
Supraventricular 3 FMME NS 65 2 3.1 32 0 0 1
1 Kemp(2017) | vs.SoC tachycardia 2% D 65 | 2 |31 ] 32| o 0 1
A‘IAI—
. o FENIE 6/HE 65 1 15 32 0 0 1
1 Kemp(2017) vs.SoC Diarrhea S =RA 6h 55 ] T % 0 0 3
MAAas=
. . A FNIE 3HE 214 3 1.4 87 0 0 0.56
| | Selrbal2010) | vs.SoC Flypoxemia of | zEmmogig | 214 | 1 |05 |87 | o | o | 1
o
Mucus =) FNUE 6HE 65 1 1.5 32 0 0 1
U =S o = 65 1 1.5 32 0 0 1
1 Kemp(2017) | vs.SoC . o Exma e 65 | 3 as | 2 0 0 | 0549
Mucus production 15201 <xyaiey ey 65 |3 a6 | 32 0 0| 0549
0| 4]
. =) ENIE 1HE 43 0 0 50 0 0 NR
1 Eberhardt(2021) | vs.SoC Lung transplantation o ExpA 1S ~ 67 43 0 0 £0 0 0 NR
7|5
Subcutaneous =) FNAE 60 65 1 1.5 32 0 0 NR
emphysema(17§& O/2) | 744 FHBE 61 65 1 15 32 0 0 NR
1 Kemp(2017) vs-SoC Subcutaneous =) FHE TN E 65 0 0 32 0 0 NR
emphysema(1-6742) e FMLE eI 65 0 0 32 0 0 NR
B
1| Kiooster 2015) | vs.Soc | Feurd ﬂﬁ:ﬁg‘}” treated | 50 ZEPH 674 34 1 | 2090 | 3 | NR | NR | NR

SoC, Standard of Care; NR, Not reported
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