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The natural history of chronic airflow obstruction

. CHARLES FLETCHER, RICHARD PETO
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Lung-Function Trajectories Leading to Chronic Obstructive

Pulmonary Disease

Peter Lange, M.D., Dr. Med. Sc., Bartolome Celli, M.D., Alvar Agusti, M.D., Ph.D.,

—_—

» Framingham off-spring Cohort, Copenhagen city Heart Study, Lovelace Smokers Cohort
» Baseline FEV1>80% before 40 years of age, 7% had COPD after 22 years of observation

» Baseline FEV1<80% before 40 year, 26% had COPD. (P<0.001)

FEV: in percent of predicted
maximally attained value
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0% - v - - . - Age (years)
0 10 20 30 40 50 60 70

N
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Low FEV1 in early adulthood
is important in the genesis of
COPD and that accelerated
decline in FEV1 is not an
obligate feature of COPD.

N Engl J Med 2015;373:111



Characteristics of Patients with Chronic Obstructive Pulmonary | e togkeons

Chin Kook Rhee,” Deog Kyeom Kim,’
Hyoung Kyu Yoon,* Jin Hwa Lee,’

Disease at the First Visit to a Pulmonary Medical Center in Korea:| &t msimie:

Sang Yeub Lee,’ Tae-Eun Kim,?
Tae-Hyung Kim,'® Yong Bum Park,"

The KOrea COpd Subgroup Study Team Cohort Yorsl vans.” toung Sam Kim.”
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KOCOSS data sources (early patients)

7: >
WS &3 COPD o

[0

(FEV1 >50%)
&3S COPD |
FEV,<50% Pred

NN 2 | 45 COPD
FEVT >50%)

0l
0z

o U
0
H1

J'l-
ol
J@

Om JQ &= ¥

TS

A
o

= HJIs SAt
= CXRZt




KOCOSS

KOCOSS eCRF

?
o2
2 3

Chronic Obstructive Pulmonary Disease
QRS | =R Adn|R Bt QA CIUIE] AlARHQILICE

2017. . .

metze 2 TEI U
SMSEE | HoEml | ey
SIS ErLE STt aEaEyLC
212 o8 50 BEREY KHE L
48122 52 YT BUE B2 SIS CRFH NN 0% 52 248
3|10 FED ME9 225 A %D Y2 51 REATAAL
HEHERS N EH HEEH ) (O0-0000-0000) HAE BIHZH 2
S 4B mjﬂ (NYY-INDDF $BUE HFAR, 0] $RE 723 $4577H 2MEUL
Ss E2 23 [ (YD)
IE e | wousug
CIEEERs U (S N IIE L7 Y 25 IEEULY
I z34v2
SMSg&At 1545 (M) 2442 3912 7|20

SMS T2AMOHATEEY XIH)

F4 el el REAZE Fl A ch

VEUMT FRFA7)ES] Aol LFAHVA A Ade] BF Fu FEoG 28
e F2FAY @A} @A = F¥E A £ Y] W] T FeHol K F
Ut 25 SMSHl g@ $UF AL e Adeld Fakma shed ol

FAME AB s
|

F47) sheych

|[ conment [ Audi Tl |



http://kocoss.crf.kr/

Demographic characteristics

o characteristics

2012-2018

Baseline (%)

N= 2377

2012-2014
Variables NO.' of No. (%) or
subjects  observation
Age, yr, mean = SD 956 699+ 78
Male, No. (%) 956 872(91.2)
Lung function
FEV4/FVC, %, mean = SD 916 49.0 £ 12.0
Post bronchodilator FEV;, %, mean 4= SD 914 55.8 + 16.7
Post bronchodilator FEV4, L, mean & SD 923 1.5+ 0.58
FVC, L, mean + SD 923 3.06 £ 0.79
TLC, L, mean + SD 596 5.6+ 0.8
6MWD, m, mean £+ SD 737 3656 +117.3
Subjects requiring oxygen during/after MWD 958 2(0.3)
Symptom scores 958
CAT, mean + SD 913 15577
CAT score < 10 213 (23.3)
CAT score > 10 700 (76.7)
mMRC score, mean + SD 951 16+10
mMRC score < 2 515 (54.2)
mMRC score > 2 436 (45.8)

Age

69.5+£10.4 (n=2106)

Male, n (%)

Smoking status

2059 (89.1) (n=2311)

Current smoker 602 (26.0)
Ex-smoker 1436 (62.1)
Non-smoker 188 (8.1)
Smok Aver 42.8+2523 (n=1977)
(pack- year)

CAT 14.71+£7.9 (n=2160)
mMRC 1.38+0.9 (n=2229)
SGRQ-C 32.2 £+ 18.7 (n=2106)

JKMS 2016;31:553

Post BD FEV1/FVC

54.19+144.7 (n=2133)

Post BD FEV1 % Pred.

61.3+19.4 (n=2132)




Comparison of Korean COPD Guideline and GOLD Initiative

Report in Term of Acute Exacerbation: A Validation Study for
Korean COPD Guideline

Yong Il Hwang,' Yong Bum Park,’

Yeon Mok Oh,? Ji Hyun Lee?

Tae Hyung Kim,* Kwang Ha Yoo,*
Hyoung Kyu Yoon,® Chin Kook Rhee,’
Deog Kyeom Kim,? Kyeong Cheol Shin,’
Sang Yeub Lee," and Ki-Suck Jung'

= N=361 KOCOSS cohort

= 1° outcome: compare the Korean COPD guideline to GOLD report
in terms of acute exacerbation
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The 12-month exacerbation rates

50%%

Crop e 16.0% have AE COPD
Groupda(h’  153% have AE COPD

J Korean Med Sci 2014;29:1108




Lower diffusing capacity with chronic bronchitis predicts higher
risk of acute exacerbation in chronic obstructive lung disease

Hwa Young Lee', Jin Woo Kim’, Sang Haak Lee’, Hyoung Kyu Yoon*, Jae Jeong Shim’, Jeong-Woong
Park®, Jae-Hyung Lee’, Kwang Ha Yoo®, Ki-Suck Jung’®, Chin Kook Rhee'

KOCOSS
EEEEE—

812 Patient, Age 71.6+0.3
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Table 4 Multivariate analysis between exacerbator and non-exacerbator
Parameters Odds ratio 95% Cl P
Post-BD FEV, (%) 0.98 0.96-0.99  <0.001
CB_DLo

CB (=) high DL¢g [1]

CB (+) low DLgg vs. [1] 2.06 1.18-3.62 0.01

CB (+) high DL¢g vs. [1] 1.35 0.86-2.12 0.19

CB () low DlLgg vs. [1] 1.02 0.59-1.76 0.96
CAT 1.02 1.00-1.05 0.11
Current smoker 1.46 0.98-2.17 0.06

J Thorac Dis 2016:8:1274



Association of the Neutrophil-to-Lymphocyte
Ratio with Lung Function and Exacerbations

in Patients with Chronic Obstructive KOCOSS cohort
IPulmonary Disease

Heock Lee', Soo-Jung Um'*, Yun Seong Kim?, Deog Kyeom Kim®, An Soo Jang?, Hye
Sook Choi®, Yee Hyung Kim®, Tae Eun Kim”, Kwang Ha Yoo?, Ki-Suck Jung®

= N=1,364
= to evaluate the association of the NLR with severity of airflow limitation and
disease exacerbations in COPD population.
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PLoS One. 2016; 11(6): e0156511.



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4892618/

Factors associated with exacerbation in mild-

to-moderate COPD patients

KOCOSS cohort

Joo Kyung Kim'
Soo Haeng Lee!
Bho Hyeon Lee!
Chang Youl Lee?
Do Jin Kim?
Kyung Hoon Min*
Sung Kyoung Kim®
Kwang Ha Yoo®

= 570 mild to mod. COPD Krsuekore
= 1" outcome: to evaluate factors associated with COPD exacerbation in
mild-to-moderate airflow limitation. (mean postBD FEV1 =66.0%)
~ B 34.2% 35.8% Table 4 Logistic regression model for the risk factors for COPD
% 357 28.3% 30.5% exacerbation
® 22 e Variable OR (95% Cl) P-value
= - 19.3% Previous exacerbation history 3.12 (1.35-7.23) 0.008
= A History of pneumonia 1.85 (1.06-3.25) 0.032
g 157 SGRQ-¢ score 1.02 (1.00—1.04) 0.034
= 10+ Allergic rhinitis 1.15 (0.61-2.19) 0.667
u’j 54 mMRC 1.07 (0.66—1.75) 0.777
0- CAT score 1.00 (0.93-1.07) 0.883
GOLD A GOLD B FEV,280% 60s< FEV, <80% 50 <FEV, <60% Total Hyperlipidemia 0.82 (0.52-1.30) 0.384
Table 2 Comparison of baseline characteristics between patients with experience of COPD exacerbation and those without
Variables Experience of acute exacerbation Non-experience of acute exacerbation P-value

Age (years)

70.4+6.9

70.4£7.7 0.989
BMI (kg/m?) 23.6+2.9 23.4+3.5 0.732
mMRC score 1.57+0.93 1.25+0.85 0.015
SGRQ-c score 37.9£2.00 28.1£1.6 0.000
CAT score 16.41+7.80 13.25+6.83 0.005
Postbronchodilator FEV | (L) 1.69+0.44 1.80+0.48 0.102
Postbronchodilator FEV, (% of predicted) 64.5+13.8 67.1£13.0 0.188

Int J COPD 2016;11:1327




History of pneumonia is a strong risk factor for chronic obstructive
pulmonary disease (COPD) exacerbation in South Korea: the
Epidemiologic review and Prospective Observation of COPD and

| Health in Korea (EPOCH) study

Yong I1 Hwang', Sang Haak Lee?, Jee Hong Yoo’, Bock Hyun Jung®, Kwang Ha Yoo®’, Moon Jun Na®,

1-year-before W W
u 1 / 1 1 4 CO P D or before that Past 1 year 1 year follow-up

< le 5
>

u M ea n PO St B D F EV 1 — 7 2 . 7% ) Retrlc;pective study !! Prospective study !

Screening
Subject
enrollment
Table 2 Occurrence, status and frequency of COPD exacerbationon GOLD spirometry classification between retrospective and prospective
Retrospective Prospective
COPD exacerbation GOLD 1 GOLD 2 GOLD 3 GOLD 4 GOLD 1 GOLD 2 GOLD 3 GOLD 4
(n=177) (n=566) (n=3086) (n=65) (n=135) (n=473) (n=260) (n=52)
Occurrence, n (%)*
Yes 48 (27.1) 175(30.9) 138 (45.1)  35(53.8) 30 @2.2) 144 (30.4)| 112 (43.1) 29 (55.8)
No 129 (72.9) 391 (69.1) 168 (54.9) 30(46.2) 105(77.8) 320(69.6) 148 (56.9) 23 (44.2)
Severity of COPD exacerbation, n (%)
Severe 19(26.8) 62 (20.7)  79(28.7)  35(38.5) 14(31.8)  65(25.6) 67 (27.4) 28 (36.4)
Moderate 47 (66.2) 203 (67.7) 168 (61.1)  45(49.4) 26 (59.1) 155 (61.0) 140 (57.1) 39 (50.6)
Other 5(7.0) 35(11.7)  28(10.2) 11(12.1) 4(9.1) 34(13.4)  38(15.5 10 (13.0)
Total 71 [100] 300[100] 275[100] 91 [100] 44 [100] 254 [100] 245 [100] 77 [100]
Risk factors Odds ratio 95% ClI P value
History of pneumonia (ref = no) Yes 18.09 8.86-36.94 <0.001
Total of CAT score (ref = CATSUM <10) CATSUM =10 1.79 1.23-2.59 0.002
FEV, (%) 0.98 0.97-0.99 <0.001
COPD exacerbation (ref <2) Exacerbation =2 5.67 3.56-9.03 <0.001
Multivariate logistic regression model (P value <0.001). COPD, chronic obstructive pulmonary disease; FEV,, forced expiratory

J Thorac Dis 2015;2203




Impacts of coexisting bronchial asthma on severe

KNHANES

exacerbations in mild-to-moderate COPD: results
from a national database

= 2,397 mild to mod. COPD (mean pre BD FEV1=78.6%)
» 4.6% had severe AE (0.012/person-yr)

Hyun Lee,' Chin Kook Rhee,? Byung-
Jae Lee,? Dong-Chull Choi,? Jee-Ae
Kim,* Sang Hyun Kim,* Yoolwon
Jeong,® Tae-Hyung Kim,” Gyu Rak
Chon,® Ki-Suck Jung,’ Sang Haak Lee,
David Price," Kwang Ha Yoo,'?* Hye
Yun Park'*

Table 2 Comparison of characteristics between patients with and without severe exacerbations

Patients without Patients with severe P-value

severe exacerbations exacerbations

(n=2,288, 95.4%) (=111, 4.6%)
Age, years' 6321119 69.528.2 <<0.001
Sex, male 1,633 (71.4) 59 (533) =<0.001
Body mass index, kgim™ 235428 235829 0.821
Body mass index =25 kg/im® 659 (28.8) 30 (27.0) 0.682
Smoking hisT.oE"

Monsmoker 699 (30.6) 48 (43.2) 0.005

Current or ex-smoker 1.559 (68.2) 62 (55.9)

Pack-years® 2404230 09289 0310
Previous pulmonary tuberculosis 304 (13.3) 19 (17.1) 0.250
Comorbidities

Diabetes mellitus 308 (13.5) 13 (20.7) 0.031

Hypertension B0 (35.0) 46 (41.4) 0168

Depression 76 (12.1) 20 (18.0) 0.063

Bronchial asthma 233(10.2) 28 (253) =0.001

Coronary heart disease 92 (4.0) 4(3.6) 0.825

Atopic dermatitis 65 (2.8) 4(3.6) 0.640

Stroke 6l (2.7) 5(4.5) 0.248
Physical activity

Days of moderate active physical activity per week® 2342 | 23421 0.862

Days of high active physical activity per week® 1.8£1.7 1.5£1.4 0.008
Baseline pulmonary function test

FvC, L 36409 309 <20.001

FVC, % predicted 910136 87.8x14.0 0.01&

FEV,, L* 23106 1.810.6 <20.001

FEV . % predicted 76.8£13.6 T41z14.4 <<0.001

FEV [FVC, % 0.620.1 0.620.1 =-0.001
COPD severity =0.001

FEV |, % predicted =80% 1.034 (45.2) 41 (36.9)

65%= FEV . % predicted < 80% B8BE (38.9) 36 (315)

50%= FEV . % predicted <65% 364 (15.9) 34 (30.6)

A P<0.001
12 |
10
£<
S &= .
w
¥
= T
T @ 6
=
L2 g 4
=
e ® 3.9%
2
0
COPD without COPD with
hronchial asthma bronchial asthma
E P=0.004
L 003 | |
]
S
& 0025
¥
> 8 o002
-
— O
O a2 gois
= w
85
E'ﬁ 0.01
Z 8 0.010
8 0.005
4]
F
L1 7]
0

COPD without
hronchial asthma

COPD with
bronchial asthma

Int J COPD 2016;11:775



Different impacts of respiratory symptoms and | [t smevecpn.
Lee,® Deog Kyeom Kim,” Jong Deog

comorbidities on COPD-specific health-related| ;g e

1qua1llzz4of life by COPD severity b OCo corore

= 1% outcome: Association between SGRQ-C and FEV1, the factors responsible
for high SGRQ-C score according to severity of airflow limitation.

Table 3 Multivariate logistic regression analysis of the factors
associated with high SGRQ-C score (SGRQ-C score =25) in
mild-to-moderate COPD patients

® 100 -
S . Adjusted OR p-value
L (95% CI)
% - Model |
ZJ:‘ 40 it B3 5 G Age, years 1.02 (1.001-1.04) 0.040
8 20 ST s e — Sex, male 0.57 (0.31-1.06) 0.076
8 0. r=—0103, p=0.002 Body mass index =21 kg/m? 0.99 (0.70-1.42) 0.973
50 80 110 140 Smoking status
Post-bronchodilator FEV, (% predicted) Never smoker Reference -
Ex-smoker 2.01 (1.01-3.70) 0.024
. Current smoker 2.01 (1.06-3.81) 0.033
Mlld to mOd' COPD Education = high school education 2,51 (1.61-3.89) <0.001
Cough? 221 (1.43-342) <0.001
Sputum? .16 (0.80-1.68) 0.447
Dyspnea (= mMRC II)? 4.06 (2.87-5.73) <0.00]
Number of comorbidities® .19 (1.07-1.32)  0.001

Int J COPD 2017;12:3301



Comparative study on medical utilization and
costs of chronic obstructive pulmonary disease| ;e sme ok Leer

with good lung function

Jeong Uk Lim,' Kyungjoo Kim,
Sang Hyun Kim,?> Myung Goo
Lee,* Sang Yeub Lee,* Kwang

Rhee,? Yong Il Hwang’

KOCOSS
2,172 KNHANES, 210 KOCOSS ~ Mean FEV1%: 80.9 vs 71.0 KNHNAES

Table 3 Comparison of medication usage for chronic obstructive pulmonary disease
Inhaler KNHANES KOCOSS

2007 2008 2010 2011 2012 2007 2008 2009 2010 2011 2012

(N=85) (N=112) (N=96) (N=118) (N=137) [(N=140) | (N=63) (N=75) (N=90) (N=109) (N=133)|(N=183)
ICS, n (%) 6(7.1) 327 3(2.5) 6 (4.4) 14(10.0) |5(79) 5(67) 4(44) 9(83) 15 (11.3) | 17 (9.3)
ICS + LABA, 12(14.1) 16(14.3) l6(l167) 19 (16.1) 29(21.2) |29 (20.7) |22 (34.9) 33 (44) 42(46.7) 58(53.2) 69 (51.9) |8l (44.3)
n (%)
LAMA.n (%) 5(59) I13(11.6) Il (1.5 18(l153) 25(18.2) 129(20.7) 128 (444) 41 (54.7) 57 (63.3) 76 (69.7) 99 (74.4) | 144 (78.7)]
LABA, n (%) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) | (0.5)
SABA,n (%) 14(165) 10(89) 10(10.4) 20(16.9) 19(13.9) |31 (22.1) |17(27.0) 16(21.3) 20(222) 33(30.3) 34 (25.6) |57 (31.1)

900

800

700

Costs (US dollars)
W I (93] [e}]
8 8 &8 &8

N
[=]
o

100

857

2007

2008

2009

2010

— KNHANES

KOCOSS cohort

2011

2012

Int J COPD 2017;12:2711



|dentification of subtypes in subjects with Jin o Le.!Chi Kook

Rhee,? Kyungjoo Kim,? Jee-Ae
Kim,?* Sang Hyun Kim,* Kwang

mild-to-moderate airflow limitation and its| e knoen

Bum Park,” Hye Yun Park,?
Ki-Suck Jung?

iclinical and socioeconomic implications pP—--—

= 2,140 early COPD from KNHANES linked to NHI data from 2007 to 2012

= Mean FEV1=80.9%

= 1% outcome: to identify subtypes in patients with mild-to-moderate airflow limitation and to appreciate
their clinical and socioeconomic implications.

A 105 B 105
100 Near-normal Q 100 e Near-normal
ki 3
.t"_. 95 -§ 95
T w0 °
e A
o o .
= ¥ COPD- coPD g 5| Aetypte coPD
> 50 overiap e BN > 80w e coPD- °
E 0 Asthmatic 1 E ~ ;‘! Asthmatic overlap
75 4 75 " overlap
Asthmatic-overlap
70 70
40 45 50 55 60 65 70 75 0 20 40 60 80 100
Age (years) Smoking (pack-years)
Table é Health care utilization according to subtypes of subjects with mild-to-moderate airflow limitation
pr— %‘—
N (%) All COPD-overlap] COPD IAsthmatic Near-norma] Asthmatic-oveflap P-value
2,140 (100) 586 (27.4) 37(1.7) 392 (18.3) 232(10.8) 893 (41.7)
Mean medical cost
Qut-patient clinic, USD 273+685 303877 762+1,311 JI17+198 144245 265+568 0.10
In-patient, USD 3,674+4,380 4,759+5,757 7,024+6,191 §1,563+619  3,432+3,663 || 3,393+3,922 0.03
Total cost, USD 2,045+3,711  2,212+4,621 4,594+5,973 7784921 2,171+3,311 1,991+3,320 0.05
Health care utilization
Qut-patient, days 8.6+15.6 7.5+11.0 9.7+12.1 3.0£2.8 5.3+7.7 10.4+19.4 0.17
In-patient, days 19.3+20.7 19.0£19.6 36.2+33.1 12,0471 17.0£12.8 19.9+22.7 0.18
Total duration, days 15.5+21.5 13.7£18.1 2954345 |7.24£7.2 13.5¢14.1 17.4+24.4 0.01
Total medical cost per group
Qut-patient clinic (%) 86,421 (100) 29,042 (33.6) 8,387 (9.7) [R.221 (2.6) 4,324 (5.0) 42,448 (49.1)
In-patient (%) 870,759 (100) 247,462 (28.4) 42,146 (4.8) 23,448 (2.7) 106,399 (12.2)f 451,303 (51.8)
Total cost (%) 957,180 (100) 276,504 (28.9) §50,533 (5.3) 25,669 (2.7) 110,723 (11.6)§ 493,751 (51.6)
Relative medical cost
Total medical cost/household income 5.08+34.47  9.05+64.75 18.62+39.58 §0.35+0.50 4.10+7.86 3.29+6.48 0.33

> Adisdd Int J COPD 2017:12:1135
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Chest X-ray D-dimer (2 %) TNF-alpha
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BDR Protein, total
lung Volume AST ( SGOT)
Diffusing Capacity ALT ( SGPT)
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Chest CT BUN
o= Creatinine
St Heh Cholesterol, Total
Glucose
Urin acid
ESR

CBC 8%, Differential count




rlo
ot

As-Is To-Be : AISQUE{UUDHIME HETH AN 22 ZLEE

SAl AE =X

A 0tEEfA(oT THE7()
= gEr ?S%f '?'l xl

[=]

() 90-351 MRS WA Ten LaIWs 1

o070 . 2070 4000 70 48 FHIAYSE 21 AIZE
L SlMAL2l J|E A M4 atelM |

WRUE AW ENY)

Dash Board
TVL} 2LIE{O] AESt0] A|ZE
2E/HM/AE HE aUEE

WYUK : 2013, 10. 08

L R 12

(F2) YIS BAA 21BF 2EE 314

(TEL) 061~ 260 = 9110 (FAX) 02 - 578 - 0141
(E-mai) imch@gcrl.cokr

2E/E o g
B 2E7t 0|2 %A

S

HUA LY FHAN AKNEEUA A

(F) 3961 BUNE YHP 247 LHAW2T 20
TEL) 043-719-6518, 043-719-6531 FAX) 043-719-6539

1. SHNYEE CHBY WOl BWHISUCLEE :

YUY HMUTE WES UNHUS| HHgsuAas
=2 O4H ES
oWmE TS ﬂ"ﬁ T

DNA: A vials) ZIKRx | 2R

Seum : 500 U( 443 vals) orga ZEA

Plasma : ( wals)

Urne : o vats)
OAHMA =]
25dH+(RAD £%)

wA: %0 o 80 vals RFID7} E&E 2K 22 4

2 AHNUEH THEY ol YSsHeych

DNA: o wiais)
Seum : S0 ( 4M3 wais)
Plasma : £l vias) e AR RS
Urne : LT vias)

oA S0 Y 48 vals)




ol

MO| £ 72

Klo
B0

0o

IA

ol

A= - ACh

]

u(a

F

K

[ A= A

SIS E)

v

Plasma 1.2ml 4%t

ST AMAES)

v

on

|
R
s
K

v

v

o[

PAIPN !

O
.

o0
Kfo

=4

et

EESO M2t A|IZS A

ir



=L{ COPD

oI3LR R H|T -

6. Comorbidity panel

Baseline

ozt A

e

ot fls

Ig E Ku/L 344.2+354 254.6+293 0.91
Fibrinogen mg/dI 303+88.18 305+81.22 0.42
NT-Pro BNP pg/ml 496+612.68 381+£554.26 0.83

D-dimer

ug/mi

0.48+1.20

0.37+0.98 0.43
hs-CRP mg/dL 2.5918.14 1.6+5.82 0.15
IL-8 ng/ml 78.8 t42.4 44.2 £21.7 0.08

Ot 1} H| 2t AFO| TAM A| TNF-a, IL-32, IL-33 X}O|



Active case finding strategy for chronic
obstructive pulmonary disease with handheld
spirometry

Joo Kyung Kim, MD?#, Chang Min Lee, MD?, Ji Young Park, MD? Joo Hee Kim, MD® Sung-hoon Park, MD?,

1 Seung Hun Jang, MD?, Ki-Suck Jung, MD?, Kwang Ha Yoo, MDP, Yong Bum Park, MD®,
Chin Kook Rhee, MD? Deog Kyeom Kim, MD®, Yong Il Hwang, MD2"
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(@) o4& ZodE (sustained abstaining)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random. 95% Cl M-H, Random, 95% CI
1.1.1SCC
Chen 2014 17 42 8 43 21.6% 218[1.05, 4.49] R
Lou 2013 79 1377 3 1230 17.5% 2352 [7.45 74.31) A T
Pederson 19491 10 30 B 28 202% 1.56 [0.65, 3.72] S R
Subtotal (95% Cl) 1449 1301 59.3% 4.13[0.75, 22.86] i = ol
Total events 106 17

Heterogeneity: Tau®= 2.06; Chi*= 21.71, df= 2 (P = 0.0001); F=91%
Test for overall effect Z=1.62 (P=0.10)

1.1.2 Medication

Wagena 2005 23 96 4 48 18.9% 2.88[1.05 7.84) o
Subtotal (95% CI) 96 48 18.9% 2.88 [1.05, 7.84] "
Total events 23 4

Heterogeneity: Mot applicahle
Test for overall effect: Z= 2.06 (P = 0.04)

1.1.3 SCC + Medication

Kots 2009 3% 116 8 68 21.7% 2.56 [1.26, 5.20] —
Subtotal (95% CI) 116 68 21.7% 2.56 [1.26, 5.20] 2
Total events 35 8

Heterogeneity: Not applicable
Test for overall effect: Z=2.61 (P =0.009)

Total (95% Cl) 1661 1417 100.0% 3.37[1.42,8.03] i
Total events 164 29
. 2 ‘ = =4 e T : + i
el e S e L T . T
B e o F experimental] Fav antrol
Testfor subdroun differences: Chi*=0.26. df=2 (P=0.88). F=0% SVALFE [pedmemal Emmursganil
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(b) Al Zoi€ (point prevalence of quitting)

Experimental Control Risk Ratio Risk Ratio
Study or Subgro Events  Total Events Total Weight M-H. Random. 95% ClI M-H, Random, 95% ClI
2.2.18CC
Sundblad 2008 106 204 15 219 349% 7.59[4.57,12.58] ——
Subtotal (95% CI) 204 219  34.9% 7.59 [4.57, 12.58] -
Total events 106 14
Heterogeneity: Not applicahle
Test for overall effect: Z= 7.85 (P < 0.00001)
2.2.2 Medication
Tashkin 2011 65 248 36 251 36.3% 1.83[1.27, 2.64] =
Subtotal (95% Cl) 248 251  36.3% 1.83[1.27, 2.64] o2
Total events 65 36
Heterogeneity: Not applicable
Test for overall effect 2= 3.22 (P=0.001)
2.2.3 SCC +NRT
Hilberink 2011 18 243 5 148 287% 2.19[0.83,5.78) < I~ T
Subtotal (95% Cl) 243 148 28.7% 2.19[0.83, 5.78] e
Total events 18 5
Heterogeneity: Not applicable
Test for overall effect Z=1.59 (P=0.11)
Total (95% Cl) 695 618 100.0% 3.17 [1.11,9.05] el
Total events 189 56
Heterogeneity: Tau*= 0.75; Chi*=21.18, df= 2 (P < 0.0001); F=91% :U 01 U=1 1 1:0 100

Test for overall effect Z=2.15(P=0.03)

F sxperi | 0
Testfor subaroup differences: ChiF= 20.27. df= 2 (P < 0,0001). F= 90.1% Syaurs pupsdmantil; Emeneafientol]
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H]-8-() 3,017,971 3,248,980 231,009
- 12,833,833
a3HOQALY) 15.097 15.115 0.018
60A] A2}
H]-8-() 3,905,386 4,124,478 219,092
- 8,114,519
" IHQALY) 12.58 12.607 0.027
704 A=k
vl -8-() 3,857,638 4,062,407 204,769
- 0,250,487
FIHQALY) 9.292 9.331 0.039
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mMRC Total IgE IL-6
o3t Troponin-I IL-8
SGRQ-c Fibrinogen IL-32
CAT NT-pro BNP IL-33
Chest X-ray D-dimer (4 %) TNF-alpha
Spirometry Hs-CRP FENO
BDR Protein, total Poly IC
lung Volume AST ( SGOT) LPS
Diffusing Capacity ALT ( SGPT)
6= LA ALP
Chest CT BUN
o= Creatinine
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