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£ QR 25 g8 24w
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At
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4l Composite Outcome?] ¥4Jo] Former ol H]3ll Former+EC wollA] 8-2]5}7|
wokth(erst HR 0.36, 95% CI 0.17-0.74; Composite Outcome HR 0.34, 95%
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Z(Bronchiectasis), S%/dud-3-Z(Idiopathic pulmonary fibrosis, IPF)°]%ltt.
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3. ek wdu s gu A, A, TR S

Charlson Comorbidity Index

4. A9

1) 9FEAFE: Inhaled corticosteroids (ICS), oral corticosteroids, long-acting
muscarinic antagonists (LAMAs), long-acting beta-2 agonists (LABAs), a
combination of LAMA and LABA (LAMA/LABA), a combination of inhaled
corticosteroid and LABA (ICS/LABA), a combination of inhaled
corticosteroid, LABA, and LAMA (ISC/LABA/LAMA), short-acting
muscarinic antagonists (SAMAs), short-acting beta-2 agonists (SABAS),
phosphodiesterase-4 (PDE-4) inhibitors, systemic beta agonists,
methylxanthines, leukotriene antagonists

2) AFAZ=: 12010, 12011, M0040, M0040010, M0040050

5. AAF
1) §5 HdAstdE39: HA424, HA424001, HA424006, HA424007, HA434,
A434001, HA434006, HA434007, HA434300, HA434306, HA434307,
HA444, HA444001, HA444006, HA444007, HA464, HA464006, HA464007,
HA474, HA474006, HA474007, HA834, HA834001, HA834006, HA834007
2) #7574k F6001, F6002, F6003, F6004, F6005, F6006, F6007, F6008,
F6009, F6010
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B &4} Conventional Cigarette(CC)

Az} Electronic Cigarette(EC)

S
=l

4. BA B glo] A Axbey

AA}: Former+EC
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4. Y (Admissiono): TEF7IELN HAH U RS B4, &g Aehe] F4Ro]
sRtez JUF Feut 24T

5. A¥ <93k (Exacerbation)

1) RHdE Al E A ofsh THEE(J43-44, except J43.0, J12-17, 126, 126.0,
26.9, R06.0, or J80) + HAAIAH 20| = (prednisolone 30mg/day °©]/d E+
8§39 g 2H=ZolE) Z2 A
Foh: 2T = (J45-46) + HAAIAE o] = (prednisolone 20mg/day ©]4
5 879 B AHREO|E) 5¢U ol AR

—

off

FAA 5 ol AHg

_l

W
o
fr 2= ofn

[¢]

off

6. Composite Outcome
ER, ICU, admission, or exacerbation®] 53 2| Z& #oJg S57|4% A=

o] 97 o]8S tHsl= N EE AA.

(B 2-1) AHZ0|E BERE S5 8
55 =

Methylprednisolone 4mg
Prednisolone bmg

Triamcinolone 4mg
Betamethasone 0.75mg
Dexamethasone 0.75mg
Hydrocortisone 20mg

16 | mxept or s37 sl ofsof 0l 28t
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1) Former vs Fomer + EC
A2 I FARF FollA Ak AR Former+EC)E 7]
|wskdt. o] #AlS

A HA PSM A2
o2 A SAZH(Former)E 1t 22 ojxs}o] H
TAZAA NN HAguRe] Mto] 37 FAXST vlasto] o Fof mlx&

|

FFo] ojm3tA] 7l
SR (Never
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2) Never vs EC
= Hz PSM

=
smoker)E 1tj 2

A8 S 4ol
= e

Ssict.
QARpolA] A2 o)

CC vs Former + EC
Al A B A EARAAE EARHFormer+EQ) S 7| 202 @)
=4

FARHCOE 10 22 vj sttt o] B0 1
Hgro] Aurgulo] A 42Q) AHg kel Hm3ke] ol B]x| i Pgko] ofufdtA]

H] 2

B7tstelnt.
4) CC vs Dual
U] HA) 242 dtghael Matgule] o]% EAxHDual)E 7|20 & 3
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AHCO)E 10) 22 whgstof
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2. U WgRE A, U], A5, 2|0, £5 o%, BMI 1§, Ak Aloj ALt AHE

. Follow-up AIZtJHE] 23t ¥
7}

H

TINEHE 2H 2571Ete| o0 DXl et

(O, therapy) %1%, Charlson Comorbidity Index(CCI), 121 A XU E
F24 I ANZRFA7EA] 9] 717HE AFESHRITE. BMI= World Health Organization
(WHO) 7]oll whet 5709 25202 Ui, &5 $52 WHOOIA Algsh=
MET x min 7]&o|| et 4742 2502 B73th0=no exercise, 1~599=low
exercise, 600~2999=moderate exercise, 3000~=high exercise). & FT
AR HEAS JMOR 37 LB AN THHOR, UG AN

0] 4 Fd 3140 8.0 MET2} 6022 F5to] AArs L, %%— P o] AlA|Ek
52 79 S0l 4.0 METS 6082 5, AA TS 52 9 S50 3.3

=z
=
MET®} 3025 &5t A4bskAT.

A2 &9l AR 2te] 1A Be e fAbHAl e oM E
Aol mAl= YA 9= B7HE 4 AEE sttt wid o
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= o
wigo] HE7b oj odat wlmstel 2ol W o RolH A HlsH] 93
St

Standardized Difference= /\}%6}911:} andardized Difference Z}o] 0.1 ©]
oFQl %, o] & o]FojX Ao® ThESHIULH

Log-rank H4S Ald)s}o
Al FA Aol 5571 43t EeA ol
Stratified Cox-Proportional Hazards Model& ©]-& A

s 29 Jre BAsl of mEe njgE oite) S4
A Fo] 2ut Hol vlx= Y H|&(Hazard Ratio)= F4ot= ol AHE-
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A3 2

A+ 21t

AE 571288 AR

1. A4
2017H =5 €] 2018 =7}X]
< 330,7878°131t}. o] FolM A
2w AJE ol ARt A 6,813, §
A5kl HEZ 02 204,894 0] HA A=

P

A2 (Asthma) AT FE(J45-J46)5 71 clgdabe
92] oFx| 2 1] 23] m|gk A& AF 116,970,
A W AR gle ARY 2,1108S

Q.
r

BA5H3IL) o] FoA 2 & HAbg
Bl S 1]+= At (Former+EC)2 1,187%, S8 glo] MArgsivt m= AFH(EC)2

3427, Qurglet HAgHle) 0% FAXHDualE 3,25970IIck.

ICD-10 codes for asthma using
national health screening data in
South Korea (2017.01.~2018.12)

N=330,787
Subjecty without Astlana medications
(less than 2 times a year)
r N-116.970
Study subjecty
N=213,817
Subjects who died vntil 2020/12/31
[start of follow-up)
¥ N=6.813

Study subjects
N=207.004

Subjects wha have missing values
N=2.119

r

Final subjects with astlina
N=1(4.894

|

¢

v v v ! v

Never smoker | | Tormer smoker EIZ;HHM: ) LC smoker CC smoler Dual smoker
N=140.620 N=33.894 - Soxer N=342 N=25,302 N=3,25¢
N=1,187
(28 3-1] Al A% 55 5EC

H3E &+
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T

20179 =88 2018 =7HA] THdu|4)/d =4 eHCOPD) % = (J43-J44, J43.0
AL E 7H tid 2= 99,4427 0]31t. o] FolA RHEIA du g oFAllE 1ol
23] mIRk ARESE AbEF 36,8617, 4 wE Al Mol AFYE Ak 2,580, &9
T RV} Qe AR 2,60972 A5t HEF 02 57,3927 9] THAw|AA w2 g
BASIITE o] FollA 39 & HAGHIE o= AR (Former+EC)2 1421,
glo] AAFEHTE o= AFRN(EC)S 619, dHrgriel Matguio] ofF S

419903}

IS}
c
=
rlr

ICD-10 codes for COPD using
national health screening data in
South Korea (2017.01.~2018.12.)

N-99.442
Subjects without COPD medications
» (less than 2 times a year)
v N=35.861
Study suljects
N=62,581
Subjects who died until 2020:12/31
(start of follow-up)
¥ N=2380
Study subjects
N=60,001
Subjects less than 40 years old or whe
have missing values
¥ N-2.609
Final subjects with COPD
N=57.392
. Former+
MNever smoker | | Former smoker EC smoker EC smoker CC smoker Dl smoker
N=30,585 N=15.203 - N=61 N=10,882 N=419
N=142
(18 3-2] DHYMAMBNS AR 25 525
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3. 712X &ES
2017@ =5 2018 =714 7]3A 242 (Bronchiectasis) 2t FE(J47)

ju

7HA

A= & 44,679 0]l o] ZojA] 14 ool FRAASIZHG S A|gY5}A|
oko AL} 14,6747, 22 T2 AzF Ho|| Algak AR 935S A|Qjsta HEH oz
29,070 2] 7| WA A= gat2 BAEIQch o] ZolA 34 FlE At glo] dx)
A )= AFRH(EC)2 834, LRtEHiel MAtEHlo] o]F FAH(Dual)= 164
olgle} 7| B EHZE] A A MApH] FARFS] n 47} AolA o] o]

ICD-10 codes for Bronchiectasis
using national health screening data in
South Korea (2017.01.~2018.12.)

N=44.679
Subjects without chest CT (until 1
vear before diagnosis)
+ N=14,674

Study subjects

N=30.005
Subjects who died until 2020/12/31
(start of follow-up)
+ N=035

Final subjects with Bronchiectasis
N=29.07¢

!

l | l !

Never smoker Former smoker f(Fm,;L;;g' ’ nm;; ) CC smoker Dual smoler
N=20,064 N=5.908 o N=2.§51 N=164
(13 3-3] 7|2XEEE WXt £&2 S8
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20179=5¢8 2018 =74 EL/Juld-{5(IPF) 1T ZE(J8418) 9L A 5=
E(V236)E 7H td A= & 1,90570] . o] FollA 1d ojujoll FRdteaE

ol Ut 7|5 HAE ARaln] Qe AN 174%, 24 B Az Hol A Al

170785 ALlsta #FH oz 15619 EL/JHAFS SAtE A5l o] FollA
T FAE ggle] BXI MARHIES 1 AHEC)S 41, Lridulol Hxtgu)ol
o|F EAAHDual)t 270l BTN AFS A9 WAL ol F ARt
n #7F 79 gle =z 71 24L& AFsh7] ofHint
ICD-10 codes for [PF using naticnal
health screening data in South Korea
(2017.01.~2018.12.)
N=1.905
Subjects without chest CT or
pulmonary funetion test (until 1 year
before diagnosis)
X N=174
Study subjects
N=1.731
Subjects who died until 2020/12/31
—_—M (start of follow-up)
¥ N=170
Final subjects with IPF
N=1,361
| } . ! I
Never sinolker Fornuer smoker m’:]l;n{z;;lggj ;]E;u CC smoker Dual smoker
N=754 N=0666 ’ N =4° N=135 N=2
(13 3-4] SLYHNRS Xt 55 58E
TR 2He S571E219] 0|0 0Xf= S
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National Health Insurance Service N H I MC
A2 ANl AAguls} olFel nlxE 3
1. MAo| ¢ MEHO| [ME 7|2 2FAESHY &Y
Z 204,894 9] HARx7F B ool ZEE QT o] FollA MR SAAH=
2 & Ml (Former+EC) 1,187, 598 gl= A (EC) 3427, Lubcul
AP o]% FA(Dual) 3,259% 0|31t} o] HA A iXH 2.39%01 A b
A= AE Bzt A SARHFormer)U gl SAZHCC)ol
|3l 4] Former+ECU ECol|A] At o2 ofAJ o] H]-Eo] %‘;’A (Former 9.9%, CC
18.8% vs Former+EC 22.3%, EC 41.5%). £3] HAGHiS 1w IE0A 404
ol9} tfEof
, e Al Bergol

A7 o] v]&o] E}tHFormer+EC 57.2%, EC 52.1%).
ghehu 2ot 2 2bgul AFgtoll 4] Charlson Comorbidity Index®

ol3te] Fe

Feazolt

| o= 7 o} 5%
2 Algol A Mgl AHEA} e
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2 TAEH SAXL oF L
Aztgs) AR&2Fe] Propensity Score Matching

72t} md &= Standardized difference= 0.1 °o|5}=2
T 0§ Atolof] A 5AHE SHE5I

H 3-2) MMM 0 HS STARL 26 & HAIEH SAAe S4

Asthma Before matching After matching
Former Former ) Former Former :
smoker +EC Standardized  smoker +EC Standardized
N = N = difference N = N 7 difference
Number 33,894 100.0 1,187 100.0 2,374 100.0 1,187 100.0
Sex
Male 30,665 90.2 922 77.7 1,866 78.6 922 77.7
Female 3,339 9.9 265 223 -0.345 508 21.4 265 223 -0.026
Age, years
less than 40 3,288 9.7 683 575 1,362 57.4 683 575
40-49 years 4,190 124 263 222  -0.261 526 221 263 222  -0.001
50-59 vyears 6,609 195 145 12.2 0.200 296 125 145 122 0.007
60-69 years 10,124 29.9 69 5.8 0.662 133 5.6 69 5.8 -0.006
70-79 vyears 8,032 23.7 25 2.1 0.680 54 2.3 25 2.1 0.005
over 80 years 1,651 4.9 2 02 0.303 4 02 2 02 0.000
Income
Medical aid 1,110 3.3 22 1.9 34 1.4 22 1.9
(25% 5,357 158 188 15.8  -0.001 383 16.1 188 15.8 0.008
25-¢(50% 5972 176 242 204  -0.071 450 19.0 242 204  -0.037
50-75% 8,415 248 325 274  -0.058 661 27.8 325 27.4 0.011
75-100% 13,040 385 410 345 0.082 846 356 410 345 0.023
Location
Metropolitan 6,304 18.6 309 26.0 653 27.5 309 26.0
Urban 8,227 24.3 269 22.7 0.038 533 22,5 269 227 -0.005
Rural 19,363 57.1 609 51.3 0.117 1,188 50.0 609 51.3  -0.025
Exercise
No exercise 12,124 35.8 416 3b.1 803 33.8 416 35.1
Low exercise 4,539 134 225 190 -0.152 472 19.9 225 19.0 0.025
Moderate exercise 12,428 36.7 411 34.6 0.043 8156 34.3 411 346 -0.006
High exercise 4,803 142 135 11.4 0.084 284 12.0 135 11.4 0.018
Body mass index
Underweight 789 23 33 28 66 2.8 33 28
Normal 8,750 258 306 25.8  -0.029 629 26.5 306 25.8 0.000
Overweight 8,940 26.4 256 21.6 0.113 481 20.3 256 21.6  -0.031

28 | mximpt oy sE7psio) oS0 DjEls et
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N

Asthma Before matching After matching
Former Former ) Former Former :
smoker +EC Standardized  smoker +EC Standardized
difference difference
N % N % N % N b
Obese 13,321 39.3 460 38.8 0.011 932 39.3 460 38.8 0.010
Extreme Obese 2094 6.2 132 111 -0.177 266 11.2 132 11.1 0.003
0O therapy at
diagnosis
No 29,863 88.1 1,113 93.8 2,206 92.9 1,113 93.8
Yes 4,031 11.9 74 6.2 0.198 168 7.1 74 6.2 0.029
Charson comorbidity
index(CCl)
0 9,099 269 606 51.1 1,195 50.3 606 51.1
1 8,873 26.2 351 29.6 -0.076 715 30.1 351 29.6 0.012
2 or more 15,922 47.0 230 19.4 0.613 464 196 230 19.4 0.004
Duration after
diagnosis
1068.47 1039.28 1036.77 1039.28
Mean (SD) (02.54)  (19447) 014 (196.55)  (19447) 0013
Pack year
(CC smoking)
19.28 11.12 9.33 11.12
Mean (D) (20.13)  (11.36) (1322 (11.36)
CC cessation years
13.1 2.95 7.75 2.95
Mean (D) 1100 (429 (276 (4.29)
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Aao| A iy Zof = & 7He] A, o5 7] &, ots} Composite Outcome
) L= <3 3-3>3 2} Former+EC oAl Composite Outcome?)
1.6% A H|EE Aot U] datEo] I HlE&2 1% olUl2 ¥ N s

1o
.
[

T

N
O>~
r

(2 3-3) MMM THY M ICXLt 3 & AN SHAL 2 L

Asthma Before matching After matching
Former smoker Former+EC Former smoker Former+EC
N % N % N % N %

Death

No 32,073 94.6 1,182 99.6 2,359 99.4 1,182 99.6

Yes 1,821 5.4 5 0.4 15 0.6 5 0.4
ER

No 33,782 99.7 1,179 99.3 2,362 99.5 1,179 99.3

Yes 112 0.3 8 0.7 12 0.5 8 0.7
ICU

No 33,763 99.6 1,178 99.2 2,367 99.7 1,178 99.2

Yes 131 0.4 9 0.8 7 0.3 9 0.8
Admission

No 33,701 99.4 1,183 99.7 2,364 99.6 1,183 99.7

Yes 193 0.6 4 0.3 10 0.4 4 0.3
Exacerbation

No 33,621 99.2 1,186 99.9 2,368 99.8 1,186 99.9

Yes 273 0.8 1 0.1 6 0.3 1 0.1
Composite Outcome

No 33,342 98.4 1,168 98.4 2,352 99.1 1,168 98.4

Yes 552 1.6 19 1.6 22 0.9 19 1.6

AAolA - Former?t Former+EC 9 Z¥E H|Wwsi2 wf AMY, g}
Composite Outcome?] BHAJoA EAH 02 [oJst 2fo]5 Holx| gkotth o=
(28 35, 28 36, 213 3-7] 9 <E 3-4>9] Aol P},
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Cumulative event

Cumulative event

2.00%
= Former smoker
=— Former+EC smoker
1.50% 1
1.00% 1
0.50% A

0 365 730 1095
Time to event (Days)

[T23 3-5] TAMM SHARL S & HAFH SAAS AL Y

2.00%
= Former smoker
=— Former+EC smoker
1.50%
1.00% 1
0.50% A
s on. ,_:—'—|'_'—,7
0 365 730 1095

Time to event (Days)

(23 3-6] AN SEXL U & XU SSAL| ofst 2
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2.00% A

= Former smoker
=— Former+EC smoker

1.50%

1.00% 1

Cumulative event

0.50% A

0.00% A

0 365 730 1095
Time to event (Days)

(23 3-7] MA0IM SSAet S & HAEE SHX| Composite Outcome Z4

=

(B 3-4) TAMM ZSX0l| et S & MALHHH Al Zatof et ]

Asthma 95% Cl
HR - p-value
Low High

Death

Former smoker 1.00 - -

Former+EC smoker 0.46 0.15 1.38 0.16
ER

Former smoker 1.00 - -

Former+EC smoker 1.02 0.36 2.90 0.98
ICU

Former smoker 1.00 - -

Former+EC smoker 2.28 0.76 6.87 0.14
Admission

Former smoker 1.00 - -

Former+EC smoker 0.66 0.18 2.39 0.53
Exacerbation

Former smoker 1.00 - -

Former+EC smoker 0.32 0.04 2.95 0.31
Composite Outcome

Former smoker 1.00 - -

Former+EC smoker 1.81 0.89 3.66 0.10
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3. ZAOIM HIZHXIRH MAMEE SAXQ] K|E H|w
Aol A Bl EFAxtet dApdu] ARgAe] PSM Bik= off <& 3-5>9F 2t o

% Standardized difference= 0.1 o]st2 & 1% Alojo]] A3 AL StHsIQITH

(2 3-5) TAOM OiE HS HIEHEXIL} MAHH Al £4 HlW

Asthma Before matching After matching
Never EC _ Never EC ;
smoker smoker  Standardized  smoker smoker  Standardized
N % N % difference N % N % difference
Number 140,620 100.0 342 100.0 684 100.0 342 100.0
Sex
Male 31,261 222 200 58.5 374 54.7 200 58.5
Female 109,369 77.8 142 415 0.795 310 453 142 415 0.083
Age, years
less than 40 22,720 16.2 178 52.1 376 55.0 178 52.1
40-49 years 18,715 13.3 63 184 -0.140 126 184 63 184 0.000
50-59 years 29,626 21.1 41 12.0 0.246 73 107 41 120 -0.036
60-69 years 35,992 256 36 10.5 0.399 53 7.8 36 105 -0.074
70-79 vyears 26,656 19.0 21 6.1 0.394 50 7.3 21 6.1 0.036
over 80 years 6,911 49 3 09 0.243 6 0.9 3 09 0.000
Income
Medical aid 5163 3.7 10 29 20 29 10 29
{25% 27,978 19.9 61 17.8 0.063 144 211 61 17.8 0.082
25-50% 26,889 19.1 72 21.1 -0.048 139 203 72 21.1 -0.018
50-(75% 33,970 242 98 28.7 -0.102 181 26,5 98 28.7 -0.050
75-100% 46,620 33.2 101 29.5 0.078 200 29.2 101 295  -0.006
Location
Metropolitan 24,008 17.1 65 19.0 134 19.6 65 19.0
Urban 34,712 247 92 26.9  -0.051 197 28.8 92 26.9 0.043
Rural 81,900 58.2 185 54.1 0.084 353 51.6 185 54.1 -0.050
Exercise
No exercise 62,333 44.3 147 43.0 306 44.7 147 43.0
Low exercise 19,869 14.1 45 13.2 0.028 91 133 45 132 0.004
Moderate exercise 45,347 32.3 107 31.3 0.021 200 29.2 107 31.3 -0.044
High exercise 13,071 9.3 43 126 -0.105 87 12.7 43 12.6 0.005
Body mass index
Underweight 4,287 3.1 14 41 33 48 14 41
Normal 46,629 33.2 109 31.9 -0.056 244 357 109 31.9 0.039
Overweight 32,543 23.1 76 222 0.022 148 216 76 222 -0.014
Obese 46,552 33.1 118 345 -0.030 221 32.3 118 345 -0.046
Extreme Obese 10,609 75 25 7.3 0.009 38 656 25 7.3 -0.067
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Asthma Before matching After matching
Never EC . Never EC :
smoker smoker _ Standardized  smoker smoker _ Standardized

N % N % difference N % N % difference

O3 therapy at

diagnosis

No 128,561 91.4 316 92.4 630 92.1 316 92.4

Yes 12,069 86 26 7.6 0.036 54 79 26 7.6 0.011
Charson comorbidity
index(CCl)

0 42,944 305 159 46.5 336 49.1 159 46.5

1 39,340 28.0 94 275 0.011 183 26.8 94 275 -0.016

2 or more 58,336 41.5 89 26.0 0.331 165 241 89 26.0 -0.041
Duration after
diagnosis

1060.63 1041.75 1042.17 1041.75

Mean (SD) (190.97) (19638 909 (00s8) (19634 009
Pack year
(CC smoking)

Mean (SD) - - - _ _ _
CC cessation years

Mean (SD) - - - - - -
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N

AalollA miH Fofl = 2F 7he] ARY, o= 7| W, o1} Composite Outcome
o A Y RleE <& 3-6>1F 2k A+ 7I3F 59k Never?] A-f-oli= 2.1%,
ECQ] oAM= 2.6% AFFA7F ‘%’\@3}?‘;“—}. o}stel Composite Outcomes F
T RE 77 03%, 1202 SAR 2 HIES Rt

(B 3-6) TAOIM O1E X

HISAXtet HAtEH At Zut 2y

XS
—l-

Asthma Before matching After matching
Never smoker EC smoker Never smoker EC smoker
N % N % N % N %

Death

No 136,535 97.1 333 97.4 670 98.0 333 97.4

Yes 4,085 2.9 9 2.6 14 2.1 9 2.6
ER

No 140,147 99.7 340 99.4 682 99.7 340 99.4

Yes 473 0.3 2 0.6 2 0.3 2 0.6
ICU

No 140,137 99.7 339 99.1 681 99.6 339 99.1

Yes 483 0.3 3 0.9 3 0.4 3 0.9
Admission

No 139,771 99.4 340 99.4 680 99.4 340 99.4

Yes 849 0.6 2 0.6 4 0.6 2 0.6
Exacerbation

No 139,891 99.5 341 99.7 682 99.7 341 99.7

Yes 729 0.5 1 0.3 2 0.3 1 0.3
Composite Outcome

No 138,783 98.7 338 98.8 676 98.8 338 98.8

Yes 1,837 1.3 4 1.2 8 1.2 4 1.2

Ao Neveret EC 9 A& HwsiE o AMY, 93l Composite

o]#] ¢

Outcome?] EHAjof| A
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= Never smoker
= EC smoker
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2.00% -|

= Never smoker
= EC smoker

1.50%

1.00% 1

Cumulative event

0.50% A

0.00% A

0 365 730 1095
Time to event (Days)

[23 3-10] MAIO|N HIEXHXIQE MXIEH SAXI2|] Composite Outcome A4

(B 3-7) HAOIA HISIXIO Th3t MRS SOIKO] ZIl0| CHet I3

Asthma HR 95% ClI o-value
Low High

Death

Never smoker 1.00 - -

EC smoker 1.29 0.56 2.97 0.56
ER

Never smoker 1.00 - -

EC smoker 2.00 0.28 14.20 0.49
ICU

Never smoker 1.00 - -

EC smoker 2.00 0.40 9.91 0.40
Admission

Never smoker 1.00 - -

EC smoker 1.00 0.18 5.46 1.00
Exacerbation

Never smoker 1.00 - -

EC smoker 1.00 0.09 11.038 1.00
Composite Outcome

Never smoker 1.00 - -

EC smoker 1.00 0.30 3.32 1.00
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i EoRIet 3¢ & HAIEH] SR 0% HlL
A Qb FAtet 3 5 AAkgH) ALgAR] PSM A3ke ofef <E 38>
3 5

g Apole] Y

H 3-8) MAOIM HE MT UbHHHY SHXIL S & MAIEH SHAQ S4 Hu

Jm

Asthma Before matching After matching

Current CC Former+EC 010 4i-0q Current CC - FormertEC o 1o v

N % N % difference N % N % difference
Number 25,592 100.0 1,187 100.0 2,374 100.0 1,187 100.0
Sex
Male 20,784 81.2 922 77.7 1,884 79.4 922 77.7
Female 4,808 18.8 265 22.3 -0.088 490 206 265 22.3 -0.042
Age, years
less than 40 4,715 184 683 575 1,375 57.9 683 57.5
40-49 years 4,723 185 263 22.2 -0.092 529 223 263 222 0.003
50-59 years 6,061 23.7 145 12.2 0.302 276 116 145 122 -0.016
60-69 years 6,488 254 69 5.8 0559 132 5.6 69 58 -0.007
70-79 years 3,144 123 25 2.1 0.402 57 2.4 25 2.1 0.012
over 80 years 461 1.8 2 02 0.166 5 02 2 02 0.004
Income
Medical aid 1,572 6.1 22 19 48 2.0 22 1.9
{(25% 5,103 19.9 188 15.8 0.107 388 16.3 188 15.8 0.013
25—(50% 5,681 21.8 242 204 0.035 466 19.6 242 204 -0.019
50-(75% 6,968 27.2 325 274  -0.003 630 26.5 325 27.4 -0.019
75-100% 6,368 24.9 410 345 -0.213 842 355 410 345 0.020
Location
Metropolitan 3,713 145 309 26.0 588 24.8 309 26.0
Urban 6,343 24.8 269 22.7 0.060 558 235 269 22.7 0.020
Rural 15,536 60.7 609 51.3 0.190 1,228 51.7 609 51.3 0.009
Exercise
No exercise 12,215 47.7 416 35.1 823 34.7 416 35.1
Low exercise 3,141 12.3 225 19.0 -0.185 485 20.4 225 19.0 0.041
Moderate exercise 7,140 27.9 411 34.6 -0.145 795 335 411 34.6 -0.025
High exercise 3,096 12.1 135 114 0.023 271 114 135 114 0.001
Body mass index
Underweight 1,106 43 33 238 78 3.3 33 28
Normal 8,257 32.3 306 25.8 0.083 604 254 306 25.8 0.027
Overweight 5,973 23.3 256 21.6 0.042 506 21.3 256 21.6 -0.006
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N

Asthma Before matching After matching
Current CC Former+EC Sienakialies Current CC  Former+EC Senakidies
difference difference
N % N % N % N %
Obese 8,341 32.6 460 38.8 -0.129 907 382 460 38.8 -0.011

Extreme Obese

O, therapy at
diagnosis

No
Yes

Charson comorbidity
index(CCl)

1,916 7.5 132 111 -0.125 279 11.8 132 111 0.022

22,965 89.71,113 93.8 2,212 93.2 1,113 93.8
2,627 103 74 6.2 0.147 162 6.8 74 6.2 0.021

0 8,455 33.0 606 51.1 1,214 51.1 606 51.1
1 7,122 27.8 3b1 29.6 -0.039 685 28.9 351 29.6 -0.016
2 or more 10,015 39.1 230 194 0.445 475 20.0 230 19.4 0.014
Duration after
diagnosis
1053.91 1039.28 1037.74 1039.28
Mean (SD) 0115) (9447 00 (197.79) (194.47) 0008
Pack year
(CC smoking)
19.88 11.12 12.16 11.12
Mean (SD) (16.85)  (11.36) (12.02) (11.36)
CC cessation years
2.95 2.95
Mean (SD) (4.29) (4.29)
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AAO|A B ol = 5 7He] AN, &7 ’EE, 2%}, Composite Outcome
o Axt I W= <HE 3-9>9F Zrh A+ 7I7J B CCo AfolM= 1.1%,
Former+ECS] 7ZQolME 0.4% AFGAZE 2HA¥sieict. obskel Composite
Outcome+= CC vs Former+ECZ B wf 2+ 0.6% vs 0.1%, 1.9% vs 1.6%=
LHERS T

(F 3-9) HAOIA DHY XS Uige) SRS B 5 MAGH SUK 2 Wy

Asthma Before matching After matching
Current CC Former+EC Current CC Former+EC
N % N % N % N %

Death

No 24,463 95.6 1,182 99.6 2,349 99.0 1,182 99.6

Yes 1,129 4.4 5 0.4 25 1.1 5 0.4
ER

No 25,433 994 1,179 99.3 2,351 99.0 1,179 99.3

Yes 159 0.6 8 0.7 23 1.0 8 0.7
ICU

No 25,453 995 1,178 99.2 2,362 995 1,178 99.2

Yes 139 0.5 9 0.8 12 0.5 9 0.8
Admission

No 25,364 99.1 1,183 99.7 2,350 99.0 1,183 99.7

Yes 228 0.9 4 0.3 24 1.0 4 0.3
Exacerbation

No 25,370 99.1 1,186 99.9 2,360 99.4 1,186 99.9

Yes 222 0.9 1 0.1 14 0.6 1 0.1
Composite Outcome

No 25,047 97.9 1,168 984 2,329 98.1 1,168 98.4

Yes 545 2.1 19 1.6 45 1.9 19 1.6

Ao CCoF Former+EC 2] 23+ HlwsIAS W AHY, 248}, Composite
Outcome?] YoM FAH =2 {5t 2fo]5 HolA] Ut o= [1F 3-11,
% 3-12, 2% 3-13] 9 <F 3-10>9] Axtet 7o)
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N

2.00%
= Current smoker
=— Former+EC smoker

1.50% 1
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| T

0 365 730 1095
Time to event (Days)
(O3 3-11] AN ALt SRt S & MAFH SSRGS AL L

2.00%

1.50% 1

Cumulative event

0.50% A

0.00% A

1.00% 1

(22 3-12] HAOIA

= Current smoker
=— Former+EC smoker

0 365 730

Time to event (Days)
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2.00% A
= Current smoker
=— Former+EC smoker
1.50% 1
T
@
=
@
]
2 1.00%
o
3
£
=1
&)
0.50% A
0.00% A

0 365 730 1095
Time to event (Days)

[O8 3-13] FHAOA LerEhl SHXet 26 & MAEH X Composite
Outcome 2

H 3-10) HAMOIM LotHH] SSIXt0) e S & MAHH SRt Zotof et A

Asthma HR 95% Cl o-value
Low High

Death

Current smoker 1.00 - -

Former+EC smoker 1.29 0.56 2.97 0.56
ER

Current smoker 1.00 - -

Former+EC smoker 2.00 0.28 14.20 0.49
ICU

Current smoker 1.00 - -

Former+EC smoker 2.00 0.40 9.91 0.40
Admission

Current smoker 1.00 - -

Former+EC smoker 1.00 0.18 5.46 1.00
Exacerbation

Current smoker 1.00 - -

Former+EC smoker 1.00 0.09 11.03 1.00
Composite Outcome

Current smoker 1.00 - -

Former+EC smoker 1.00 0.30 3.32 1.00
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5. MAOA UHIEHHE SAHXILL 0|5 SCAS| 6= H|W
HAolA] Augl FoAxtet o] F FARI] PSM A ofef <E 31153 2ot
%3 & Standardized differencet 0.1 ©|3t2 & 1& Alojo] AT =S
R
(B 3-11) MAOIM DfY HME AHIHH] SAXI} 0|5 SHAL| §4 Hw
Asthma Before matching After matching
Current Dual _ Current Dual ;
smoker smoker Sgﬁﬂg%ﬂgsd smoker smoker Sgﬁﬂg%‘:}'&:d
N % N % N % N %
Number 25,592 100.0 3,259 100.0 6,493 100.0 3,259 100.0
Sex
Male 20,784 81.2 2,641 81.0 5,224 80.52,641 81.0
Female 4,808 18.8 618 19.0 -0.004 1,269 19.5 618 19.0 0.015
Age, years
less than 40 4,715 18.4 1,850 56.8 3,656 56.3 1,850 56.8
40-49 years 4,723 185 769 236 -0.126 1,591 245 769 23.6 0.020
50-59 years 6,061 237 379 116 0.320 732 11.3 379 11.6 -0.011
60-69 years 6,488 254 204 6.3 0.542 420 6.5 204 6.3 0.005
70-79 years 3,144 12.3 51 1.6 0.432 83 1.3 51 1.6 -0.012
over 80 years 461 1.8 6 0.2 0.164 11 02 6 0.2 -0.002
Income
Medical aid 1,572 6.1 59 1.8 114 18 59 1.8
{25% 5,103 19.9 476 146 0.141 956 14.7 476 14.6 0.002
25-(50% 5,581 21.8 722 222 -0.008 1,433 22.1 722 22.2 -0.004
50-(75% 6,968 27.2 1,019 31.3 -0.089 2,056 31.71,019 31.3 0.006
75-100% 6,368 249 983 30.2 -0.118 1,934 29.8 983 30.2 -0.003
Location
Metropolitan 3,713 145 703 216 1,261 19.4 703 21.6
Urban 6,343 248 780 23.9 0.020 1,568 24.2 780 23.9 0.003
Rural 15,536 60.7 1,776 54.5 0.126 3,664 56.41,776 54.5 0.035
Exercise
No exercise 12,215 47.7 1,168 35.8 2,427 37.41,168 35.8
Low exercise 3,141 123 577 17.7 -0.153 1,111 171 577 17.7 -0.017
Moderate exercise 7,140 27.9 1,074 33.0 -0.110 2,100 32.31,074 33.0 -0.010
High exercise 3,096 12.1 440 135 -0.042 855 13.2 440 135 -0.010
Body mass index
Underweight 1,105 4.3 97 3.0 188 29 97 3.0
Normal 8,257 32.3 820 252 0.072 1,639 252 820 25.2 -0.005
Overweight 5973 233 711 21.8 0.036 1,394 215 711 21.8 -0.008
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Asthma Before matching After matching
Current Dual Current Dual
smoker smoker  Standardized  smoker smoker ~ Standardized
difference difference
N % N % N % N %
Obese 8,341 32.6 1,218 374 -0.100 2,444 3761,218 37.4 0.006
Extreme Obese 1916 75 413 127 -0.173 828 12.8 413 12.7 0.004
02 therapy at
diagnosis
No 22,965 89.7 3,063 94.0 6,100 94.0 3,063 94.0
Yes 2,627 10.3 196 6.0 0.156 393 6.1 196 6.0 0.001
Charson comorbidity
index(CCl)
0 8,455 33.0 1,693 52.0 3,399 52.41,693 52.0
1 7,122 278 918 282 -0.008 1,858 28.6 918 28.2 0.009
2 or more 10,015 39.1 648 19.9 0.432 1,236 19.0 648 19.9 -0.019
Duration after
diagnosis
1053.91 1038.87 1037.74 1039.28
Mean (SD) (01.15)  (199.29) 0075 (197.72)  (19a.47) 0002
Pack year
(CC smoking)
19.88 12.63 12.62 12.63
Mean (SD) (16.85) (12.13) (12.71)  (12.13)

CC cessation years

Mean (SD) - - - - - -
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Ao A T &
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Former+EC2 7

o

Outcome= F

3

of

in

05 7te] A, ol57]d &, 23t Composite Outcome
= 3-12>9F Zt}. At 7I7F 59k CCol o= 1.3%,
oAM= 0.8% AFGARE WS ofskel  Composite
B Zb7F 0.3%%F 1.5% = A g WEE Holot

AN

NEN
ar

(E 3-12) MAOIM 0HE HS LHrEH St 015 SARI| Zat ¢y

Asthma Before matching After matching
Current smoker Dual smoker Current smoker Dual smoker
N % N % N % N %

Death

No 24,463 95.6 3,234 99.2 6,407 98.7 3,234 99.2

Yes 1,129 4.4 25 0.8 86 1.3 25 0.8
ER

No 25,433 99.4 3,238 99.4 6,446 99.3 3,238 99.4

Yes 159 0.6 21 0.6 47 0.7 21 0.6
ICU

No 25,453 99.5 3,246 99.6 6,462 99.56 3,246 99.6

Yes 139 0.5 13 0.4 31 0.5 13 0.4
Admission

No 25,364 99.1 3,241 995 6,441 99.2 3,241 99.5

Yes 228 0.9 18 0.6 52 0.8 18 0.6
Exacerbation

No 25,370 99.1 3,251 99.8 6,474 99.7 3,251 99.8

Yes 222 0.9 8 0.3 19 0.3 8 0.3
Composite Outcome

No 25,047 97.9  3.2M1 98,5 6,395 985 3,211 98.5

Yes 545 2.1 48 1.5 98 1.5 48 1.5

ZAlollA} CCet Dual w9 AiFE HWsHlS ol AFgol oigh 91%dH]7} Dual woilA]
0.57(95% CI 0.37-0.92)2 Dual 2] AFY =7t 2ottt o5t 9 Composite
Outcome?] oA = FAXHCE Folst 2po] & Holz] gkttt o= [19 3-14,
a9 3-15, 1§ 3-16] ¥ <& 3-13>9] Axel
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2.00% A
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0.00% ] == —
0 365 730 1095

Time to event (Days)
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N

2.00% -|

1.50%

1.00% 1

Cumulative event

0.50% A

0.00% A

= Current smoker
— Dual(TC+EC) smoker

(23 3-16] HA0IA LerEbY

365 730 1095
Time to event (Days)

EAXIQ 0| AKX Composite Outcome Al

(B 3-13) MAOIA UHHEH] SAXI0| St 0|5 SHA| Zoi| CHet S|
Asthma 95% ClI
HR Cow High p-value

Death

Current smoker 1.00 - -

Dual smoker 0.59 0.37 0.92 0.02
ER

Current smoker 1.00 - -

Dual smoker 0.88 0.52 1.48 0.63
ICU

Current smoker 1.00 - -

Dual smoker 0.95 0.49 1.86 0.88
Admission

Current smoker 1.00 - -

Dual smoker 0.70 0.41 1.20 0.19
Exacerbation

Current smoker 1.00 - -

Dual smoker 0.78 0.33 1.85 0.57
Composite Outcome

Current smoker 1.00 - -

Dual smoker 1.00 0.71 1.42 0.99
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S92E 3 ¥ AAGHl(Former+EC) 1429, £
Auteaf e}l bl o]F &< (Dual) 419 0|T}. ol A v dm At g
2] 1.1%00A AArgdulE AMgstal = dakg Hojaot 1A FAAHFormer)4
At SAZHCC)oll BIsA] ECoA AtHH g of/de] H|&o] =3tth(Former
4.6%, CC 11.2% vs EC 19.7%). 55| AAFFHIE 1= LFolA dtid o= 40t)e
FHe AP H|Eo] E}tHFormer+EC 28.9%, Dual 29.6%). ©]2} t]&o] Former
L} CCE} Former+ECH Dual oA} Charlson Comorbidity Index= WA L2
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2. BHHMATILSON 2OAIQL 21 & MR EKIO| 0% b2

Tl g u Aol Aol SRt S & HARFH] AREAFS] Propensity Score
Matching(PSM) 2= ofelf <& 3-15>¢F 2t} % ¥ Standardized difference
£ 0.1 oJstz & 5 Afolo AH3t 242 FHsI

ftlo

(2 3-15) TYHAMLYHEOA Y S SSAR S & HAFH SRS S HL

COPD Before matching After matching
Former Former Former Former
smoker +EC Standardized  gmoker +EC Standardized
difference difference
N % N % N % N %
Number 15,303 100.0 142 100.0 283 100.0 142100.0
Sex
Male 14,605 954 129 90.9 259 915 129 90.9
Female 698 4.6 13 9.2 -0.183 24 85 13 9.2 -0.028
Age, years
40-49 years 648 4.2 41 28.9 70 24.7 41 28.9
50-59 years 2,112 13.8 45 31.7 -0.437 101 35.7 45 31.7 0.095
60-69 years 5,618 36.1 36 25.4 0.234 70 247 36 26.4 -0.015
70-79 years 5,737 37.5 19 13.4 0.576 41 145 19 13.4 0.025
over 80 years 1,288 8.4 1 0.7 0.376 1 0.4 1 0.7 -0.017
Income
Medical aid 695 4.5 7 49 14 5.0 7 49
{25% 2,686 16.9 28 19.7 -0.073 48 17.0 28 19.7 -0.073
25-¢(50% 2,656 17.4 24 16.9 0.012 42 148 24 16.9 -0.056
50-(75% 3,560 23.3 32 225 0.017 72 254 32 225 0.075
75-100% 5,806 37.9 51 35.9 0.042 107 37.8 51 35.9 0.036
Location
Metropolitan 2,695 17.6 42 29.6 95 33.6 42 29.6
Urban 3,683 23.4 29 204 0.072 57 20.1 29 204 -0.009
Rural 9,025 59.0 71 50.0 0.181 131 46.3 71 50.0 -0.078
Exercise
No exercise 6,179 40.4 47 33.1 108 38.2 47 33.1
Low exercise 1,633 10.7 21 148 -0.124 43 15.2 21 14.8 0.021
Moderate exercise 5,343 34.9 57 40.1  -0.108 103 36.4 57 40.1  -0.080
High exercise 2,148 14.0 17 12.0 0.061 29 10.3 17 12.0 -0.052
Body mass index
Underweight 538 3.5 5 35 13 46 5 356
Normal 4,541 29.7 36 25.4 0.000 65 23.0 36 25.4 0.057
Overweight 3,992 26.1 21 14.8 0.283 40 141 21 148 -0.018
Obese 5,635 36.2 65 458 -0.196 136 48.1 65 45.8 0.050
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COPD Before matching After matching
Former Former Former Former
smoker +EC Standardized  gmoker +EC Standardized
difference difference
N % N % % N %
Extreme Obese 697 4.6 15 10.6 -0.229 29 10.3 15 10.6  -0.013
0O, therapy at
diagnosis
No 11,559 755 103 725 206 728 103 725
Yes 3,744 245 39 275 -0.068 77 27.2 39 275 0.000
Charson comorbidity
index(CCl)
0 1,452 95 24 16.9 53 18.7 24 16.9
1 3,627 23.7 46 324 -0.194 93 32.9 46 32.4 0.008
2 or more 10,224 66.8 72 50.7 0.332 137 48.4 72 50.7 -0.051
Duration after
diagnosis
1084.53 1096.44 1099.78 1096.44
Mean (SD) (2078)  (216.76) 009613 1403 (@167 0016
Pack year
(CC smoking)
26.87 24.6 21.13 24.6
Mean (SD) (2288  (17.7%) (17.64)  (17.75)
CC cessation years
13 4.03 10.07 4.03
Mean (SD) (11.29) (6.28) 9.2) (6.28)

52 | HXEEE 2 S5 12Re| KR DIRls g



National Health Insurance Service N H I M C

2
4
u
L
S
1o
>
>
ol
1o
u
]
oL
Mo
12
o

T A g m Zgto A wiY =
Composite Outcome?] Za} 24y Bl
9] ZLolAl= 1.3%, Former+EC2] 7-2o)AE 0
Composite Outcome?] HlE= & 7 alolof| Z}zF 0.3%, 1.5%= SAFSHICE.

o rlr
VAN
22!
w
AR
[@))
Vv
|
my
re
4

(2 3-16) TEHMIMESM Y S UKL} S & M SRS 21t LY

COPD Before matching After matching
Former smoker Former+EC Former smoker Former+EC
N % N % N % N %

Death

No 24,463 956 3,234 99.2 6,407 98.7 3,234 99.2

Yes 1,129 4.4 25 0.8 86 1.3 25 0.8
ER

No 25,433 99.4 3,238 994 6,446 99.3 3,238 99.4

Yes 159 0.6 21 0.6 47 0.7 21 0.6
ICU

No 25,453 99.5 3,246 99.6 6,462 99.5 3,246 99.6

Yes 139 0.5 13 0.4 31 0.5 13 0.4
Admission

No 25,364 99.1 3,241 995 6,441 99.2 3,241 99.5

Yes 228 0.9 18 0.6 52 0.8 18 0.6
Exacerbation

No 25,370 99.1 3,251 99.8 6,474 99.7 3,251 99.8

Yes 222 0.9 8 0.3 19 0.3 8 0.3
Composite Outcome

No 25,047 97.9 3211 985 6,39 98.5 3,211 98.5

Yes 545 2.1 48 1.5 98 1.5 48 1.5

RHg | A g A 2ol Al Formere} Former+EC w2] A5 H|wsklS wff AFge]
g2 & 1ol Zpol7t glgich. et o5t 9 Composite Outcome] 2ol A
Former ol H|s§ Former+EC oA f-o/5}A] TAfo] W2 Zlo 2 vebith(efah
HR 0.36, 95% CI 0.17-0.74; Composite Outcome HR 0.34, 95% CI 0.17-0.69).
ol [a¥ 3-17, 2 3-18, 28 3-19] U <& 3-17>9] Axe} 2t
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(23 3-19] VIHMIHEHNN SANL} S & TXAEHE SIS Composite

Outcome A

H 3-17) THEHMEHESOIM SAHX| et 36 & HAEE S Zo) tist

A&
COPD 95% ClI
HR Cow High p—value

Death

Former smoker 1.00 - -

Former+EC smoker 1.03 0.36 2.91 0.96
ER

Former smoker 1.00 - -

Former+EC smoker - - - -
ICU

Former smoker 1.00 - -

Former+EC smoker 0.28 0.02 4.44 0.37
Admission

Former smoker 1.00 - -

Former+EC smoker 0.27 0.03 2.34 0.23
Exacerbation

Former smoker 1.00 - -

Former+EC smoker 0.36 0.17 0.74 0.01
Composite Outcome

Former smoker 1.00 - -

Former+EC smoker 0.34 0.17 0.69 0.00
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3. PHEMAHMEESA HISHXIRL MAEH SEAS| o H|W

THdE| )/ m A ghol Aol A H|Z ARl HAtdrl AFg2te] PSM Axb= off <&
3-18>1 2t} o = Standardized difference= 0.1 ©|5}&2 & 15 Atolof A4k
A4S dHsRT.

H 3-18) THEHMEHESOM 0HEY HS HISSAeL HMAEE SHAS 4 Hw

COPD Before matching After matching
Never EC Never EC
smoker smoker  Standardized  smoker smoker _ Standardized
difference difference
N % N % N % N %
Number 30,585 100.0 61 100.0 122 100.0 61100.0
Sex
Male 10,970 35.9 49 80.3 104 853 49 80.3
Female 19,615 64.1 12 19.7 1.009 18 148 12 19.7 -0.112
Age, years
40-49 years 1,679 55 7 115 13 10.7 7 1156
50-59 years 4,669 15.3 19 312 -0.383 34 279 19 312 -0.079
60-69 years 9,500 31.1 19 31.2 -0.002 43 353 19 31.2 0.089
70-79 vyears 10,993 35.9 13 213 0.328 27 221 13 21.3 0.018
over 80 years 3,744 12.2 3 49 0.264 5 41 3 49 -0.030
Income
Medical aid 2,042 6.7 1 1.6 5 4.1 1 1.6
{25% 55618 18.0 11 18.0 0.000 25 205 11 18.0 0.064
25-¢(50% 5,135 16.8 13 21.3 -0.115 33 271 13 21.3 0.146
50-(75% 6,837 22.4 15 246  -0.053 28 23.0 15 246 -0.039
75-100% 11,063 36.1 21 34.4 0.036 31 264 21 344  -0.189
Location
Metropolitan 4,255 13.9 9 1438 19 15.6 9 14.8
Urban 6,605 21.6 11 18.0 0.089 21 172 11 180 -0.021
Rural 19,725 64.5 41 672  -0.057 82 67.2 41 67.2 0.000
Exercise
No exercise 15,685 51.3 35 574 68 557 35 57.4
Low exercise 3,475 114 9 148 -0.101 20 16.4 9 14.8 0.049
Moderate exercise 8,810 28.8 12 19.7 0.214 26 21.3 12 19.7 0.038
High exercise 2,615 8.6 5 82 0.013 8 6.6 5 82 -0.059
Body mass index
Underweight 1,141 3.7 2 33 5 4.1 2 33
Normal 9,158 29.9 19 31.2 0.025 39 320 19 31.2 0.045
Overweight 7,195 235 20 32.8 -0.207 36 295 20 32.8 -0.073
Obese 10,836 35.4 18 295 0.127 41 336 18 295 0.088
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COPD

Before matching

After matching

Never EC

smoker smoker  Standardized

difference
N % N %

Never EC

smoker smoker Standardized

difference

N % N %

Extreme Obese 2,255 7.4 2 3.3 0.183 1 08 2 33 -0.110
O, therapy at
diagnosis

No 24,161 79.0 47 771 98 80.3 47 771

Yes 6,424 21.0 14 23.0 -0.047 24 19.7 14 23.0 -0.079
Charson comorbidity
index(CCl)

0 1,987 6.5 6 9.8 9 74 6 9.8

1 7,381 241 19 31.2 -0.157 32 26.2 19 31.2 -0.110

2 or more 21,217 694 36 59.0 0.217 81 66.4 36 59.0 0.155
Duration after
diagnosis 1084.29 1116.56 1071.6 1116.56

Mean (D) o6.) (1676 019 (1gge2) (16.76) 021257
Pack year
(CC smoking)

Mean (SD) - - - -
CC cessation years

Mean (SD) - - - -
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THdu A g ARl w20 £ 5 gt AP, BV EE, oFh
Composite Outcome?] 21} BHAY Q== <3# 3-19>eF 2t} A 7]7F 52 Never
o] ARolM= 8.2%, ECY ARolAe 11.5% AFgAZE HAdsielch. ofstet
Composite Outcome®] HlZE+= NeverolAl 22.1%, 14.8% %L, ECOlA] 22.1%,
16.4%%ct.

~

(2 3-19) TEHMIMESM Y HS HISHRIQL MALHE S 2t L4

COPD Before matching After matching
Never smoker EC smoker Never smoker EC smoker
N % N % N % N %

Death

No 28,054 91.7 54 88.5 112 91.8 54 88.5

Yes 2,631 8.3 7 11.5 10 8.2 7 1.5
ER

No 30,169 98.6 61 100.0 119 97.5 61 100.0

Yes 416 1.4 0 0.0 3 2.5 0 0.0
ICU

No 30,224 98.8 61 100.0 119 97.5 61 100.0

Yes 361 1.2 0 0.0 3 2.5 0 0.0
Admission

No 29,844 97.6 60 98.4 118 96.7 60 98.4

Yes 741 2.4 1 1.6 4 3.3 1 1.6
Exacerbation

No 25174 82.3 52 85.3 95 77.9 52 85.3

Yes 5,411 17.7 9 14.8 27 221 9 14.8
Composite Outcome

No 24,963 81.6 51 83.6 95 77.9 51 83.6

Yes 5,622 18.4 10 16.4 27 221 10 16.4

QT AT Nevereh EC 2o AE wlaside w AMY, o,
Composite Outcome®] HP2 FAX & FoJgt Zpo| & Ho|z] gttt o]+ 1™

3-20, 1% 3-21, 19 3-22] W <FE 3-20>9] ZAxfe} Zrh
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30%
= Never smoker
= EC smoker

20% A

Cumulative event

10%

0% A

0 365 730 1095
Time to event (Days)

[O8 3-22] THYEAMEES0|A HISHXIE MXEH SHXC| Composite
Outcome ZiAd

H 3-20) PHEHAEHESOIM HISSXt0 THE MALEEY SRS Aol CHEH LIH|

COPD HR 95% ClI o-value
Low High

Death

Never smoker 1.00 - -

EC smoker 1.56 0.58 418 0.38
ER

Never smoker 1.00 - -

EC smoker - - - -
ICU

Never smoker 1.00 - -

EC smoker - - - -
Admission

Never smoker 1.00 - -

EC smoker 0.50 0.06 4.47 0.54
Exacerbation

Never smoker 1.00 - -

EC smoker 0.60 0.28 1.30 0.19
Composite Outcome

Never smoker 1.00 - -

EC smoker 0.60 0.28 1.30 0.19
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(B 3-21) TEHMIIESOM 1Y S U SAHXRL 2 & HAFH SAXIC

4 |
COPD Before matching After matching
Current Former Current Former
smoker +EC Standardized smoker +EC Standardized
N o N % difference N % N 0 difference
Number 10,882 100.0 142100.0 284 100.0 142100.0
Sex
Male 9,668 88.8 129 90.9 260 91.6 129 90.9
Female 1,214 112 13 9.2 0.066 24 85 13 9.2 -0.023
Age, years
40-49 years 936 8.6 41 28.9 87 30.6 41 28.9
50-59 years 2,691 238 45 31.7 -0.177 73 257 45 31.7 -0.134
60-69 years 4,318 39.7 36 25.4 0.310 85 299 36 254 0.099
70-79 years 2,689 23.8 19 13.4 0.270 37 13.0 19 134  -0.009
over 80 years 448 4.1 1 0.7 0.224 2 0.7 1 0.7 0.000
Income
Medical aid 994 9.1 7 49 16 5.6 7 49
(25% 2,204 20.3 28 19.7 0.013 55 19.4 28 19.7 -0.009
25-¢(50% 2,198 20.2 24 16.9 0.085 41 144 24 169  -0.063
50-(75% 2,673 24.6 32 225 0.048 63 222 32 225 -0.008
75-100% 2,813 259 51 359 -0.219 109 384 51 359 0.054
Location
Metropolitan 1,564 14.4 42 29.6 90 31.7 42 296
Urban 2,573 23.6 29 20.4 0.078 49 17.3 29 204  -0.077
Rural 6,745 62.0 71 50.0 0.243 145 51.1 71 50.0 0.021
Exercise
No exercise 5,658 52.0 47 33.1 94 33.1 47 33.1
Low exercise 1,130 10.4 21 148  -0.133 43 151 21 148 0.011
Moderate exercise 2,837 26.1 57 40.1 -0.302 121 426 57 401 0.053
High exercise 1,257 11.6 17 12.0 -0.013 26 92 17 120 -0.087
Body mass index
Underweight 726 6.7 5 35 (X 3.9 5 35
Normal 4,098 37.7 36 25.4 0.144 76 268 36 254 0.016




—

COPD Before matching After matching
Current Former Current Former
smoker +EC Standardized smoker +EC Standardized
difference difference
N % N % N % N %
Overweight 2,542 23.4 21 14.8 0.219 40 141 21 14.8 -0.018
Obese 3,021 27.8 65 458 -0.380 133 46.8 65 458 0.022
Extreme Obese 495 4.6 15 10.6  -0.229 24 85 15 10.6 -0.080
02 therapy at diagnosis
No 8,675 79.7 103 725 215 757 103 725
Yes 2,207 20.3 39 275 -0.169 69 243 39 275 -0.075
Charson comorbidity
index(CCl)
0 1,423 13.1 24 16.9 42 148 24 169
1 3,028 27.8 46 32.4 -0.100 100 352 46 324 0.061
2 or more 6,431 59.1 72 50.7 0.169 142 50.0 72 50.7 -0.014
Duration after
diagnosis
1070.15 1096.44 1097.52 1096.44
Mean (SD) (20322) (i676)  O1%° (199.75) (16.76) 0009
Pack year
(CC smoking)
26.92 24.6 23.75 24.6
Mean (SD) (1877 (17.75) (156.96)  (17.75)
CC cessation years
4.03 4.03
Mean (SD) B 628 B 6.28)
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4ol M= 4.6%, Former+EC2] 7Q-ofA=

T =
Composite Outcome?] ¥lr= F o Ato]of —?7—? FARRE H &

(B 3-22) THEIMAEESOIM 1Y ME Qutd
Zap
o

il
=
[fol
re
Rl
o
ol
re
ol
>

XIS It

COPD Before matching After matching
Current smoker Former+EC Current smoker Former+EC
N % N % N % N %

Death

No 9,966 91.6 136 95.8 271 95.4 136 95.8

Yes 916 8.4 6 4.2 13 4.6 6 4.2
ER

No 10,581 97.2 142 100.0 279 98.2 142 100.0

Yes 301 2.8 0 0.0 5 1.8 0 0.0
ICU

No 10,665 98.0 141 99.3 281 98.9 141 99.3

Yes 217 2.0 1 0.7 3 1.1 1 0.7
Admission

No 10,408 95.6 141 99.3 279 98.2 141 99.3

Yes 474 4.4 1 0.7 5 1.8 1 0.7
Exacerbation

No 8,479 77.9 132 93.0 228 80.3 132 93.0

Yes 2,403 221 10 7.0 56 19.7 10 7.0
Composite Outcome

No 8,314 76.4 132 93.0 227 79.9 132 93.0

Yes 2,568 23.6 10 7.0 57 20.1 10 7.0

T g m A gholl A CCeF Former+EC w-2] A& HWEIGS wlf APge] 24y
2 & o 2ol Afol7h it 2yt o5t 9 Composite Outcome?] Yol A CC

ol H]5]] Former+EC oA f-2l5HA] ¥hdo] w2 7oz vtebdth(elst HR 0.29,
95% CI 0.14-0.61; Composite Outcome HR 0.30, 95% CI 0.15-0.61). °]= [1&
3-23, 19 3-24, 19 3-25] ¥ <& 3-23>°] ZAue} Zrh
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25.0% |

= Current smoker
=— Former+EC smoker

20.0% -

15.0%

10.0%

Cumulative event

5.0%

0.0% |

0 365 730 1095
Time to event (Days)

[O8 3-25] CHMHMMHZESOA UHHEH] SO 2H & MAEE SHEXQ
Composite Outcome A

H 3-23) TIWMEHESA LBEE S| et 3 & M SAXe At
Off CHet 21|

COPD HR 95% ClI o-value
Low High

Death

Current smoker 1.00 - -

Former+EC smoker 0.95 0.36 2.53 0.91
ER

Current smoker 1.00 - -

Former+EC smoker - - - -
ICU

Current smoker 1.00 - -

Former+EC smoker 1.65 0.10 28.63 0.73
Admission

Current smoker 1.00 - -

Former+EC smoker 0.53 0.06 4.98 0.58
Exacerbation

Current smoker 1.00 - -

Former+EC smoker 0.29 0.14 0.61 0.00
Composite Outcome

Current smoker 1.00 - -

Former+EC smoker 0.30 0.15 0.61 0.00
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5. PHEHAf M RSO A LEIEH SAHKXIR 0|5 SHA O|F H|w

qHgE| 2 o A ghol| Aol A ARl SARLe} o]F SARFS] PSM b= ol <&
3-24>2} 7t A = Standardized difference= 0.1 ©|3}2 = 15 Afo|of| 243t
S dEsHT.
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(B 3-24) BSHALEHESOA IHE S ubtHH] SSARL 0|5 SAA 9 Hlu

COPD Before matching After matching
Current Dual ; Current Dual ;
smoker smoker Sée?g%?écriggd smoker smoker Sg?ﬂg?g'égd
N % N % N % N %
Number 10,882 100.0 419100.0 838 100.0 419100.0
Sex
Male 9,668 88.8 387 924 768 91.7 387 924
Female 1,214 112 32 76 0.121 70 84 32 76 0.025
Age, years
40-49 years 936 86 124 29.6 250 29.8 124 29.6
50-59 years 2,591 238 122 291 -0.121 211 252 122 291 -0.089
60-69 years 4,318 39.7 126 30.1 0.203 273 326 126 30.1 0.053
70-79 years 2,589 238 41 938 0.382 92 11.0 41 98 0.033
over 80 years 448 41 6 14 0.164 12 1.4 6 14 0.000
Income
Medical aid 994 91 12 29 27 3.2 12 29
(25% 2,204 203 69 16.5 0.098 126 15.0 69 165 -0.037
25-(50% 2,198 20.2 63 15.0 0.136 121 144 63 15.0 -0.016
50-¢75% 2,673 246 112 26.7 -0.050 218 26.0 112 26.7 -0.016
75-100% 2,813 259 163 389 -0.282 346 413 163 38.9 0.052
Location
Metropolitan 1,564 14.4 64 15.3 127 15.2 64 15.3
Urban 2,573 236 112 26.7 -0.071 222 265 112 26.7 -0.006
Rural 6,745 62.0 243 58.0 0.081 489 584 243 58.0 0.007
Exercise
No exercise 5,658 52.0 169 40.3 324 387 169 40.3
Low exercise 1,130 104 71 17.0  -0.192 131 15.6 71 17.0 -0.038
Moderate exercise 2,837 26.1 127 30.3 -0.094 277 33.1 127 30.3 0.061
High exercise 1,267 11.6 52 12.4 -0.026 106 12.7 52 124 0.007
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COPD Before matching After matching
Current Dual Standardized Current Dual Standardized
andardize andardize
smoker smoker difference smoker smoker difference
N % N % N % N %
Body mass index
Underweight 726 6.7 14 3.3 16 1.9 14 3.3
Normal 4,098 37.7 132 315 0.153 246 294 132 315 -0.066
Overweight 2,542 23.4 82 19.6 0.092 175 20.9 82 19.6 0.032
Obese 3,021 27.8 168 37.7 -0.213 336 40.1 158 37.7 0.051
Extreme Obese 495 4.6 33 7.9 -0.138 65 7.8 33 7.9 -0.005
0O, therapy at diagnosis
No 8,675 79.7 341 81.4 682 81.4 341 81.4
Yes 2,207 20.3 78 18.6 0.042 156 18.6 78 18.6 0.000
Charson comorbidity
index(CCl)
0 1,423 13.1 70 16.7 139 16.6 70 16.7
1 3,028 278 132 315 -0.081 254 30.3 132 315 -0.026
2 or more 6,431 59.1 217 51.8 0.147 445 53.1 217 51.8 0.026
Duration after
diaqnosis 1070.15 1064.5 1054.25 1064.5
Mean (D) (0322 (0207 09?8 (00468) (20207 OO
Pack year
(CC smoking)
Mean (SD) 26.92 24.41 _ 24.8 24.41 _
(18.77) (16.62) (19.26) (16.62)

CC cessation years
Mean (SD) - - - - - -
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COPD Before matching After matching
Current smoker Dual smoker Current smoker Dual smoker
N % N % N % N %

Death

No 9,966 91.6 406 96.9 806 96.2 406 96.9

Yes 916 8.4 13 3.1 32 3.8 13 3.1
ER

No 10,581 97.2 412 98.3 811 96.8 412 98.3

Yes 301 2.8 7 1.7 27 3.2 7 1.7
ICU

No 10,665 98.0 414 98.8 827 98.7 414 98.8

Yes 217 2.0 5 1.2 11 1.3 5 1.2
Admission

No 10,408 95.6 409 97.6 805 96.1 409 97.6

Yes 474 4.4 10 2.4 33 3.9 10 2.4
Exacerbation

No 8,479 77.9 347 82.8 681 81.3 347 82.8

Yes 2,403 22.1 72 17.2 157 18.7 72 17.2
Composite Outcome

No 8,314 76.4 343 81.9 671 80.1 343 81.9

Yes 2,568 23.6 76 18.1 167 19.9 76 18.1

THdu A du Aol A CCet Dual 9 AiE HlwsIE w ARG, oF)
Composite Outcome?] Y2 A 0= {oJgt 2ol & Ho|A] ATt o]
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N

50%
= Current smoker
— Dual(TC+EC) smoker

4.0%

3.0%

2.0%

Cumulative event

1.0% 1

0.0% -

0 365 730 1095
Time to event (Days)

(23 3-26] HEMMSHTSA LEEE SAXL} 0|5 SQXS ALY LY

20.0%
= Current smoker
— Dual(TC+EC) smoker
15.0% 1
1=
o
>
o
]
2 10.0%
o
3
£
=1
&)
50%
0.0%

0 365 730 1095
Time to event (Days)
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20.0% A

= Current smoker
— Dual(TC+EC) smoker

15.0%

10.0%

Cumulative event

5.0% 1

0.0% |

0 365 730 1095
Time to event (Days)

[O8 3-28] THYHMMEHZESOA YHEH] SHXR 01F YA Composite
Outcome 24

H 3-26) THEHAEHESOIM LHEEY SAX0l et 015 SRt Zutof 3t ]|

COPD 95% ClI

HR Low High p-value

Death

Current smoker 1.00 - -

Dual smoker 0.87 0.45 1.71 0.69
ER

Current smoker 1.00 - -

Dual smoker 0.51 0.22 1.18 0.12
ICU

Current smoker 1.00 - -

Dual smoker 0.89 0.31 2.59 0.83
Admission

Current smoker 1.00 - -

Dual smoker 0.63 0.31 1.27 0.19
Exacerbation

Current smoker 1.00 - -

Dual smoker 0.85 0.64 1.14 0.29
Composite Outcome

Current smoker 1.00 - -

Dual smoker 0.82 0.62 1.09 0.18
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