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Interstitial Lung Diseases (ILDs)

FB SUETIESN(Major idiopathic interstitial pneumanias, Major IIF)
SY4m Ly Slldiopathic pulmonary fibrosis, IPF)
S8 S0)1ZHE S8 B (Idiopathic nonspecific interstitial pnewmonia, idiopathic MESIP)

| =84713%3-2+ 35 %3 8Respiratory bronchiolitis—interstitial lung disease, RB-ILD) |

=2 7HE Y8 Desquamative interstitial pneumonia, DIF)
ST |1 ESHE(Cryptogenic organizing pnewmonia, COF)
SH7HE LB (Acute interstitial pneumonia, AIF)

&9 SYH7FE Y (Rare idiopathic interstitisl pneumaonias, rare IF}
SYHYOITIEHHB (divpathic lymphaid interstitial pneumonia. idiopathic LIF)
SYHELE T ER T Sdiopathic pleursparenchymal fibroelastosis, idiopathic PPFE)

EEETHs SYYTEYNE(Unclessifisble idiopathic interstitial pnemonias, unclassifiable I1IP)
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(Progressive pulmonary fibrosis , PPF)
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Progressive pulmonary fibrosis(PPF)2| 0ff

patient with polymyositis-ILD
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Progressive pulmonary fibrosis(PPF)2| X| &
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INBUILD:participants

1.8.

~ Unclassifiable IIP

B RA-ILD

" SSc-ILD

~ Exposure-related ILD

B MCTD-ILD
Sarcoidosis

I8 Other fibrosing ILDs

17.2
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M Hypersensitivity pneumonitis
! Idiopathic non-specific interstitial pneumonia
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INBUILD:The Decline from baseline in FVC

Nintedanib, overall
o population
S o T e iy o —————
@ Nintedanib, UIP-like
& fibrotic pattern
E‘E' -100-
EE : Placebo, -'::-:;Erall
€ 150 l population
&= 1
v T
= i
9 —200- Placebo, UIP-like |
= fibrotic pattern |
=250 T 1 T T | I 1
0 2 4 6 12 24 36 52
Week
No. of Patients
Overall population
Nintedanib 332 326 320 322 314 298 285 265
Placebo 331 325 326 325 320 311 296 274
Patients with UIP-like fibrotic
pattern
Nintedanib 206 203 200 199 193 180 171 160

Dlaraha ME YD I I 1a7 1an 176 1872
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SENSIS-QecIine in FVC
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Difference, 41.0 ml/yr (95% Cl, 2.9 to 79.0)
P=0.04 Mean, -50.7 ml/yr Mean, -95.1 ml/yr
(| R BT 1000-
= = A A A Patients with
= X 800+ FVC value
E £ at wk 52
o 2h o 600
@] ] 7 A o o Patients with
> > e
L o 400 missing FVC
ic %= 7] value at wk 52
o —40+ o
2 2 200
& & Q3,544
U U i I B Q3,-22
5 -0 s 0 Mfdlalg'o e Median, ~74.1
5 5 -200- Q=120 4 Q1,-176.1
[ [
S -804 S -400-
c <
c <
< < 600+
-é -100 g
3 3 -800
g = :
-1000- A
-120
Nintedanib Placebo Nintedanib Placebo
(N=287) (N=288) (N=287) (N=288)
C
Q
£
]
G | 1 B, N S T S P S T
3]
)
£ + Nintedanib
9
E =~ 0 1
o §_ 40 1
SU  -60- 1
= E -
o 1 T
8 £ -804
= 1 ]
]
-100+4
é Placebo |
= -120+4
[\
]
E —140 1 1 I I 1 1 1
0 2 4 6 12 24 36 52
Week
No. of Patients
Nintedanib 288 283 281 273 278 265 262 241
Placebo 288 283 281 280 283 280 268 257
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@ % @ Pirfenidone in patients with progressive fibrotic interstitial
" lung diseases other than idiopathic pulmonary fibrosis
(RELIEF): a double-blind, randomised, placebo-controlled,

phase 2b trial

Jurgen Behr, Antje Prasse, Michael Kreuter, Johannes Johow, Klaus F Rabe, Francesco Bonella, Reiner Bonnet, Christian Grohe, Matthias Held,

Heinrike Wilkens, Peter Hammerl, Dirk Koschel, Stefan Blaas, Hubert Wirtz, Joachim H Ficker, Wolfgang Neumeister, Nicolas Schonfeld,
Martin Claussen, Nikolaus Kneidinger, Marion Frankenberger, Simone Hummler, Nicolas Kahn, Silke Tello, Julia Freise, Tobias Welte, Petra Neuser,

Andreas Gunther, on behalf of the RELIEF investigators™

« FVC 40-90%
« DLco 10-90%
« CTD-ILD, fibrotic NSIP, cHP, asbestos-induced lung fibrosis
« Annual decline of FVC > 5%
« 1:1 allocation
« April 5, 2016 — Oct 4, 2018 127 patients were enrolled

rminated due to slow recruitment
?W? ﬁh’ Fﬁ H‘ HH HH H‘ W \||‘ I |||| |||||| III‘ 1l IH\ II\‘ H‘ \||‘ RRRRARARRRR AR AR R RN AR NN

1]

L1
R U ST |||‘ M



FVC change to week 48
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25— Yo,
— Pirfenidone
— Placebo
— I ! -4 ; | | | | | | !
Pirfenidone Placebo 0 12 2 4 35 48 0 12 y) 4 36 4 8
Follow-up (weeks) Follow-up (weeks)
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Pirfenidone in patients with unclassifiable progressive
fibrosing interstitial lung disease: a double-blind,
randomised, placebo-controlled, phase 2 trial

Toby M Maher, Tamera | Corte, Aryeh Fischer, Michael Kreuter, David | Lederer, Maria Molina-Molina, Judit Axmann, Klaus-Uwe Kirchgaessler,
Katerina Samara, Frank Gilberg, Vincent Cottin

Lancet Respir Med 2019

« Progressive fibrosing unclassifiable ILD
« FVC > 45%
« DLco > 30%
« 6MWD >150m
 Fibrosis on HRCT > 10%
« Absolute decline of FVC >5% or significant symptomatic worsening /6 Months
« 1:1 allocation
H  Primary endpoint : mean change in FVC measured by daily home spirometry over 24wks

.| M} ’H,HHW jline!5)12018253, patients MERFRIARARRR i




Median FVC change using home spirometry

Median predicted change in FVC at week 24 (mL)

36000 -
o ITT analysis (n=253)

3100{1;; —87-7 mL (—338-1 to 148:6) in the pirfenidone group
20000 —157-1 mL (-370-9 to 70-1) in the placebo group
16000 - =
12000
8000 -
4000 — =

O=---===-==-- % --------------------- % """""""
=4000
-8000 . = .

Pirfenidone group Placebo group
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] Patients with =50 m decline in 6MWDY 36 (28%) 35 (28%) 1:03 (059 to 1.78)§ 0-92

Secondary endpoint

Pirfenidone (n=127) Placebo (n=126) Pirfenidone vs placebo p value*
Predicted FVC change from baseline measured by site spirometry, mL
Mean (95% Cl) -17-8t (-62:6 10 27.0) 11301 (-1525t0-736) 953 (35-9t01546) 0-002
Median (Q1-Q3) 75(-1854t01123)  -125-8(-2382t022) 1183
FVC change from baseline measured by site spirometry, % predicted
Rank analysis of covariance . . . 0038
Patients with >5% decline in FVC 47 (37%) 74 (59%) 0-42 (0-25 0 0-69)§ 0-001
Patients with >10% decline in FVC 18 (14%) 34 (27%) 0-44 (0-23t0 0-84)§ 0-011
DLco change from baseline, % predicted
Rank analysis of covariance ) . ; 0-09
Patients with >15% decline in DLcof] 3(2%) 11(9%) 0-25 (0-07 to 0-93)§ 0039

6MWD change from baseline, m

Rank analysis of covariance . . . 0-040
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(Comblned Pulmonary Fibrosis and Emphysema, CPFE)
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Proposed Pathogenesis of CPFE

Smoking

Smoking(emphysema)

=> increased GER (fibrosis)
Smoking cessation

=> Weight gain=> increase
GER

Emphysema-+fibrosis

Autoimmune
features

Traction Emphysema

Fibrosis

. of
Genetic upp="

lung fields
backgrounds \ /

Other
factors

Tuberc Respir Dis 2022,85:122-136



1. E+DIP

2. E+thick-walled cysts .

3. E+Unclassifiable

— I A
Am J Respir Crit Care Med Vol 206, Iss 4, pp e7—e41.2027



Progression of CPFE

After 4 years

After 2 years
Am J Respir Crit Care Med Vol 206, Iss 4, pp e/—e41.2027



CPFE-pathology

HdgorEAs
(fibroblastic foci)
HHH A(patchy), 8919t

C o C= =

SRIF 7| B =2 Eil Eil g2

DIP O|okd = 2= AS
HIX AL ASC(HERY
UIP, probable UIP  |2HS & & 9f5t, AGA0|} AS AS o= O Z2EeEs

(o] =]
F-NSIP 0|k = s US
Indeterminate  [UE AN =2 0|okd T + +

SRIF, Smoking-related interstitial fibrosis, % H&t 724 8RS, DIP, Desquamative interstitial pneumonia, 22|74
H|&, UIP, usual interstitial pneumonia, EAZHEMHH|E, F-NSIP, fibrotic-nonspecific interstitial pneumonia, &74 H|£0|
HIRSRde250 =1
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Clinical implications and prognostic factors

FEV, 1
FEV/FVC 1 FVC t
DLCO | DLCO +
COPD
Mortality ¢ Mortality:
inconclusive

Pulmonary Acute Lung
HTN exacerbation cancer

Prognostic factors

Tuberc Respir Dis 2022,85:122-136



Lung cancer risk in CPFE/UIP and IPF alone

Study %
D OR (95% CI) Weight
'
Inomata et al (2014) . - 6.91(0.79, 60.37) 3.16
!
'
Kwak et al (2014) —— 2.40 (0.79, 7.24) 15.24
I
) !
Sugino et al (2015) g 1.74 (0.44, 6.83) 11.09
I
'
Tomassetti et al (2015) — 2.09 (0.87, 5.02) 2399
'
]
Portillo et al (2017) - 2.55 (0.59, 11.08) 8.32
]
I
Lee et al (2017) —_—r—— 3.33 (1.31, 8.47) 16.24
I
'
Ikezoe et al (2018) —- 4.20 (1.13, 15.57) 6.92
'
'
Ciftci et al (2019) +* 2.57 (0.30, 22.21) 4.72
I
]
Lai et al (2019) - 2.33(0.66, 8.21) 10.33
Overall (l-squared = 0.0%, p = 0.975) 0 2.69 (1.78, 4.05) 100.00

e - - - -

01866

Ther Adv Respir Dis 2021, Vol. 15: 1-12DOI: 10.1177/17534666271017050




7t 1| 0| & (Interstitial Lung Abnormality, ILA)

UEHo|Z2

Ml

[=)=F=
TAEETT

oos| HrAEl HIE=2A 7HE o)At
tR2](ground-glass abnormalities) == Y4 0| & (reticular abnormalities), T 2= (lung
distortion), ¢! 7|2tX|2tE F(traction bronchiectasis), 2% 2 2(honeycombing), H|7| 54 &
(non-emphysematous cysts)

| SO |4 5% A (M, S2t 5! ottt I SH2 SIS0 LOHEHMO| 202 F2)

£ 4 27|H/(Dependent lung atelectasis)

B3 =254 LY EE5s =4 HFF9| 8%
with thoracic spine osteophytes)

CIE A4H0| gl= 29 &t A9 4 ZE(Smoking-related centrilobular nodularity in the
absence of other findings)

Ao =4 UXM0|AHMild focal or unlLA teral abnormality)

ZFE 2 ZE (Interstitial oedema)

212 A(Findings of aspiration)

UIH

(Focal paraspinal fibrosis in close contact

KX RS MAN LB ZIIMEESIo| 152 S D9[SRo| HMOIA ZANA LS| = ZHIHo|A
7|Zof Zigksl ZFEMHESHO| 9= $xt

L

H|E2t5Hnon-subpleural): 89tst 9| |7} ot 29| ZHEM H|o| A

B9t H| 4 QM (subpleural non-fibrotic): TEHHR| X7t Fostof| QoL MR35I ZH*= gle 2t
Z2H0]d

B8 M9 M(subpleural fibrotic): FEHHQIX|7t 89t510| 1 HM QS| ZH*I} SHtE AR

T NN
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ILAs are relatively common among older persons

Framingham Heart Study

2764 Participants enrolled in
the FHS-MDCT2 Study

131 Excluded (missing
— chest (T and/or
mortality data)

¥

AGES-Reykjavik Study
5764 Participants enrolled

444 Excluded (missing
— chest CT and/ar
mortality data)

2633 Included in analysis
1370 Did not have ILA
1086 Indeterminate ILA status
177 Had ILA

1%

5320 Included in analysis
3216 Did not have ILA
1726 Indeterminate ILA status
378 Had ILA

1%

COPDGene Study
2508 Initial participants

440 Excluded (missing
— chest CT and/or
mortality data)

¥

2068 Included in analysis
1173 Did not have ILA
739 Indeterminate ILA status
156 Had ILA

8%

ECLIPSE Study
2164 Participants with COPD

494 Excluded (missing
—+|  chest (T and/or
mortality data)

1670 Included in analysis
528 Did not have [LA
985 Indeterminate LA status
157 Had ILA

9%

JAMA. 2016,315(7)672-681




Mortality rates

Mortality, %

Framingham Heart Study
20
HR (95% ClI), 2.7 (1.1-6.5); P=.03
15+
10
ILA
5 4
No ILA
__.-—-'—'_'_'—
0 T T

Years
No. at risk
ILA 177 176 171 170 107
NoILA 1370 1367 1364 1361 1022
COPDGene Study
20 -
HR (95% ClI), 18 (1.1-2.8); P=.01
ILA
154
38
z
= 104
=
g No ILA
5_
0 T T T T T T 1
0 1 2 3 4 5 6 7
Years
No. at risk
ILA 156 153 149 142 138 135 131
NoILA 1173 1163 1146 1125 1104 1079 1062

by ILA status

AGES-Reykjavik Study

80~
HR (95%Cl), 1.3 (1.2-1.4); P<.001
ILA
601
2
=
E 40
= No ILA
=
204
0 T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12
Years
No. at risk
ILA 378 365 343 328 304 281 259 239 213 137 68 12

NolLA 3216 3177 3124 3044 2956 2851 2710 2589 2447 1694 862 228

ECLIPSE Study
20+
HR (95% Cl),
1.4(1.1-2.0);
P=.02
15+
ae_ ILA
2
= 104
S
=
5_
No ILA
0_
1 2 3
Years
No. at risk
ILA 156 151 145

NolLA 528 525 505

JAMA. 2016,315(7)672-681



ILA progression and survival

100
- R~ 217H 20%, ECHE AFOIA
LI = 5E 7 48%0i| M T
S
S 90 -
c
3
()
— No ILA
ILA Without Progression
P
—— ILA With Progression
0 ( T T I T
0 2 3 4 5 6
(MDCT-2) Years

Am J Respir Crit Care Med. 2016;194(12): 1574-22



Risk factors for progression of ILA

Y Azt

&% (Cigarette smoking)
19 g0 eE

2 (SRR =, HAZAA)
AN

g5

B9 ot BA] U= T2 IS =2 2tA u Bk

J|M S EE A BlERY ZHEHOA

BHDYYU=7IH X Tx SH HR4EH0|4
(probable Usual interstitial pneumonia IHE1Q] 7FEH 0| 4)
HYDUS SHhot 7K U LM dedztagnds
(usual interstitial pneumonia pattern®| ZFEIH 0] 4})
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HiAte 2018

32 %37 91510 Pirfenidoned]
Sl 3 (PR BRI 715 EV0) a2 Holshe Yeke] 2182 %37] 910} Pirfenidon
N8S ARVHALE: 2F, AT BT

S EPD T
82 BAIHIASE: BE, U
SuguA 95 SRl HolAlL ©
ol DHIHRAGE: B, AT43

H T

o HTAFE 2023

2 9Jef pirfenidoneS At23t 242 H13
OJAMM B2 xX|SHK O 2 XICkEl |PF i}x}oﬂkLvac%ri =0 X|HE 2|6l ID|rfen|done
I:DL (2HSZ= S5, H0S3 ZotA &)
Zohi| M 7/8, =S A1 1/8,

irfenidone AFRE 24g AMBICE. (2
|5HM O 2 FICHEl |PF EHRHO)| A, IA}DF UAE IEHl3|rfemdoneE AEE S
_ OIAI-I-I ﬁ':* Ep.N L=
HEF S, HNSE: 4o AD)

25HA| H1 8/8

; ih= &t 72 Ast
XISl |PE ﬁ};l:}{]ﬂ}dl FVC ZA &5 X|HE -?—IEHINmtedanle AEE AE
-QIAFH =2 XXISIHo R X 2
CL (2H4Z £S5, 053 2o A1)

ZoPA B0 7/8, U A1 1/8

= Jpa= \ & a
2 AIR2E 7S A DSt (
QAN =2 XX|SHMOog XICHEl |PF E}I}OﬂkLlA}%':g gLE 2 aHletedanlb § =g WLl [
- sS—= — =

H4E Sk, d0Sa s #n)
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Risk Ratio
MH, Random, 95% CI

Study or antifibrotics Control Risk Ratio
Subgroup Events Total Events Total Weight MH, Random, 95% CI
subgroup2 = PFD

Azuma 2005 0 72 5 35 04% 004[000-079]
Feng 2020 8 36 13 31 56% 053[025-1.11]
Kang 2020 61 474 104 474 366% 059[044-078]
Taniguchi 2010 9 163 5 104 27% 1.15[0.40- 3.33]
Zurkova 2019 70 383 53 218 30.7%  0.75[0.95-1.03]
Total (95% CI) 1128 862 759%  0.65[0.48-0.88]

Heterogeneity: Tau” = 0.037: Chi’ = 6.08,

Test for overall effect: Z=-2.81 (P <.01)

subgroup2 = Nin

Lancaster 2020 1 56
Richeldi 2011
Richeldi 2014 31 638
Total (95% CI) 1039

Heterogeneity: Tau® = 0: Chi° = 0.39, df =

Tacb o nismncvmll il nlae ™ e N ON I . NanN

- QMY 2 FXISHH o2 FICHel |PF 2HXtof|AH| 2445} oS 2|8 e SAl(pirfenidone

Foig = ACt (BHFE SSE, 2

Hnuksk ktA g/8 A

34 345 16 87 10.3%
32 423 134%

df =4 (P = .19): I = 34%

1 57 04% 1.02[0.07-1588]
0.54[0.31-0.92]
0.64 [0.40- 1.04]
6§67 24.1%  0.60 [0.42- 0.86]

2(P= 82 F=0%

ZUR Al A1)

U ZHE Al 8/8

_L:;H

Z2 pintedanib)2
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Pirfenidone in Tx of IPF

Difference in the decline of FVC, % predicted over 10%

Pirfenidone Placebo Risk Ratio Risk Ratio Risk of Bias
VA e WP ~11% Oid - i 3 - Random, ¥ ' Rand om, - :
Noble 2011 & 46 278 88 277 348% 0.52(0.38, 0.71) - ® -
Noble 2011 b 35 174 60 174 30.1% 0.58 [0.41, 0.84) R
Talmadege 2014 38 171 48 173 201% 0.86 [0.59, 1.24) (l 111 11
Taniguchi 2010 5 108 11 104 59% 0.44 [0.18,1.22) S LA L L L 1 1)
Total (95% CI) 731 728 100.0% 0.62 [0.48, 0.80] *
Total events 125 205
Heterogeneity. Tau®= 0.02; Chi*= 4 68, df= 3 (P = 0.20), P = 36% :001 051 3 130 1004
Testfor overall eflect Z= 3.64 (P = 0.0003) Favours [experimental] Favours [control]
Difference in all cause mortality
Pirfenidone Placebo Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup __Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI ABCDEFG
Azuma 2005 0 72 1 35 1.7% 016(0.01,3.94) * (111111
Noble 2011 a 1M1 278 20 277 329% 0.55(0.27,1.12) —a— 2!2!!!!

- QA Zo x|SO FCHE [PF BXIOIA, FVCZA BSE 9i8f pirfenidoneS AFRE g Mgk,
(EH4Z FSE, HDST Zopi| Al A1)

Hursk kb g/8, M 2= Z45HA| 7/8

- QAN Z2 XTE|SHM O 2 TICHE! |PF SHXH0I| M, AFLE LA E 2|6l pirfenidoneS AFRE ZiS RSt (2
+Z ESSE, HNSE FoH A AD)

A ksl xbM 8/8, A1 2HE: 2451 6/8

HEIerogeneny. 1au™=uv Uy, Lnr=uyw/ ai=Z(F=unl), r=us

Test for overall effect Z= 210 (P = 0.04) 100

001 01 1 10

i T
Favours [experimental] Favours control] | Hl\l 'M' I

KR
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Nintedanib in Tx of IPF

Annual rate of decline in FVC

STUDY Estimate [95% CI]
TOMORROW, 2011 : : 130.80 [ 27.00, 234.60]
INPULSIS-1, 2014 — 12530 [ 77.85, 172.75]
INPULSIS-2, 2014 —— 93.70 [ 44.85, 142.55]
Lancaster, 2020 : - ‘ 63.20 [-39.90, 166.30]

- QIAKY 22 ZX[BHO=2 FICHE IPF EX0IN, FVC 24 BSE 918 NintedanibS A8 g Hneict.
F ESE, A0S Lol A1)

D SEERN A nursk ki g/g, A ZHE: ZHSHA| 7/8

- QAMY 22 RXISHH O 2 FICHE IPF SXI0 A, AL E ZAE 2/8f NintedanibS AR Zig Husict. (2
HEZF ZER HNSZE: 25 A1)

Hgrst 2hd g/8, M 2 246HA| 5/8
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Antifibrotics 2| HE Q

H (= |
OIF M- REHS WA Yk

Pirfenidone + Nintedanib  Nintedanib Odds Ratio Odds Ratio Risk of Bias

—Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl w_ﬁl ABCDEFG

Ogura 2015 10 21 9 17 385%  0.81[0.22 291) 20000

Vancheri 2018 37 53 27 51 615%  206[0.92 459 i 20066

Total (95% CI) 74 68 100.0%  1.57[0.80, 3.09) s

Total events 47 36 . . . ‘

Heterogeneity: Chi* = 1,46, df = 1 (P = 0.23); I = 32% '0 01 0'1 : 1'0 1 00‘

TS et L L p e 0 5) Favours [Pirf+Nintedanib] Favours [Nintedanib]

- IPFO|A = E93HA|(nintedanib T} pirfenidone)2] S8 @8 0| tts ofX| £0] CHY| QHH A2 & A|F0]|A
= ZHI 25510 SFEst A W 3 48 Z2EY 5 QICHAL EF)

Iy
TR \||||||||||||||||||||||H"""""'l"””"""""""" .
LT
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CTD-ILD X|&X|&

HIARR 2018

- AR A ?&%’S’iﬂl:ﬂﬁj FAolA] Ak 8PS %57] §1519 cyclophosphamide AH§-& M2kt
@AFE ES, A543 ORD

- FotEl AREY frwr {P?é’éiﬂl%é} FAol|A] Agte] AP uly] YJste] AH|Zo|= I HelAA AL
THFHZASE: A7 oA, Fu5E oKD

. ATARSE 2023

- ROIE|AZE Y 2t ZHE S SiXto| SERANE M8E £ /ULL (2HFE HE, #1Sa =UR
1)

- MAARS A 2R MRS 2ol A X2 24X 2 mycophenolate mofetil (MMF)2| AF22 A 10stHC} (2
HeZE EE, #0sSa 45t #1)

HAASHS Aot ZHEIMH RIS SEXFO| M XX 2 2HH| 2 tocilizumab2E AFRE 4= QICH (2HSEZF EEL,
S

ot5 gt ZFE g Ee extof| A rituximabs AFEE + ULt (2HE 5, 1S



Can antifibrotics slow down the progression

(FVC change) of RA-ILD?

2 randomized controlled studies

Nintedanib or Pirfenidone Placebo Mean Difference Mean Difference Risk of Bias
_Study or Subaroup Mean SO T ' | IV, Fixed. 95% Cl ABC
Matteson 2022 (1) 27 81498 82 -6 75047 88 06% 230[0.04, 568 (11} ?
Solomon 2022 (2) 102 051 63 -321 052 60 994% 219[201,237) [ ] trer@ 0
Total (95% CI) 145 148 100.0% 2.20 [2.01, 2.38) ]

Heterogeneity. Chi*= 084, ar= 1 (P= 0.36), "= 0%
Testfor overall effect Z= 2371 (P « 0.00001)

Eoolnoles

(1) 3! 52 weeks, ninfedanid
(2) 3t 52 weeks, pirtenigone

- FOIE|AHEE

#1)

At ZHEEHEE BR0M EHRIANE AEF 5 UL (2HFE

SO

-4 2 0 2 3
Favours [Placebo] Favours [Nintedanid or Piffenidone]

Rizk of bigs lggend

(A) Random sequence generation (selection bias)

(B) Aliocaton conceaiment (Selecbon DIas)

(C) Blinding of participants and personnel (perdormance bias)
(D) Blinding of outcome assessmeant (detection bias)

(E) Incompléte outcoms data (aftrition blas)

(F) Selective reporting (reporting bias)

(G) Other bias

g, ANS: UL

T LT
I e O T




MMF vs. cyclophosphamide in SSC

The effects of MMF and CYC on changes in FVC % pred

Change in FVC % pred. - Randomized controlled study (RCT)

MMF CcYC Mean Difference Mean Difference Risk of Bias
ed, 95% Cl A%_E_D%LG_
Tashkin 2016 (1) 219 60225 53 288 60088 51 1000% -0695300, 162 LI T 1T E
Total (95% CI) 53 51 100.0% .0.69[-3.00, 1.62)
Heterogeneity Not applicable ¥ ¥ ' t t
Test for overall effect Z = 0.58 (P = 0.56) S L T WO |,

Favours [CYC] Favours [MMF)

Change in FVC % pred. - Nonrandomized studies

MMF CcYC Mean Difference Mean Difference Risk of Bias
_Study or Subgroup Mean  SD Total Mean  SD Total Weight IV . Fixed 95%Cl IV, Fixed, 95% CI I
Panopoulos 2013 (1) 22 114 10 52 124 10 305% -3.00113.44,7.44) - ?
Shenoy 2016 (2) 607 1192 34 1084 1381 23 695% -4.7711169, 215 = 29720007202
Wikah sr Pl - e & s - N s “- & an A

- HAl
H4E WS, A0S FotAl 1)
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Biologics(tocilizumab) in initial Tx of SSC

—Study or Subgroup _ Mean __ SD Total Mean
Kuster 2022 (1) 07 2349 93 -86 131.11

TCcZ
—Study or Subgroup _ Mean SD_Total Mean
1.21RCT

Khanna 2016 (1) -26 69629 30 -63
Roofeh 2021 (2) -4.1 25 11 -10
Subtotal (95% Cl) 41

Heterogeneity. Chi*=1.09,df=1 (P=0.30), F=9%
Test for overall effect Z=5.71 (P < 0.00001)

Total (95% Cl) 41
Heterogeneity: Chi*=1.09,df=1 (P=0.30), F=9%
Test for overall effect Z=5.71 (P < 0.00001)

Test for subgroup differences: Not applicable

Nonrandomized studies

PBO Mean Difference Mean Difference Risk of Bias
SD_Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl ABCDEFG
73325 33 267% 3.70[017,7.23 W 290009
26 11 733% 590[3.77,8.03 : B 920082
44 100.0% 5.31[3.49,7.14] >
44 100.0% 5.31[3.49,7.14] &
220 -10 0 10 20

TCZ Conventional treatment Mean Difference

SD

Total Weight IV, Fixed, 95% Cl

Can biologics be used as an initial treatment in SSc-ILD patients?

Favours [PBO] Favours [TCZ]

Mean Difference Risk of Bias

3180 100.0% 9.30([2.70,15.90]

IV, Fix
| hi'_.: P99999 7207

- 27| HLEEE dat ZHEEH AR Xl X = N2 tocilizumabE AFEE £ UL (2H+E SSE,

HISE THE A1)
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Biologics(rituximab) in refractory SSc

Can biologics be used for refractory SSc-ILD patients?

1.1.1RCT

Daoussis 2010 75 1943 8 -433 1933 B 21% 11.83[8.68,32.34]

Sircar 2018 622 1277 30 -1.19 1204 30 145%  7.41[1.13,13.69 —
Subtotal (95% Cl) 38 36 16.6% 7.79[1.78, 13.79] e
Heterogeneity. Tau*=0.00; Chi*= 016, df=1 (P=0.69); F= 0%

Test for overall effect. Z= 254 (P=0.01)

1.1.2 Nonrandomized study

Daoussis 2017 242 2004 33 -054 1851 18 6.4% 2.96[-7.99,13.91]

Ebata 2018 38 21 g 24 11 30 346%  150[0.07,2.93 -

Jordan 2015 08 22 9 -48 17 9 331%  560([3.78,7.42) -
Yilmaz 2021 17 1556 27 41 1809 34 93% -2.40[11.10,6.30]

Subtotal (95% Cl) 78 91 834% 2.79[-0.61,6.19] -
Heterogeneity: Tau®= 6.77: Chi*= 13.59, df= 3 (P = 0.004): F= 78%

Testfor overall effect Z=161(P=011)

Total (95% Cl) 116 127 100.0%  3.66 [0.61, 6.71] >
Heterogeneity: Tau®= 6.48; Chi*= 16.14, df= 5 (P = 0.006); *= 69% H——————t

-BSE-339 HAMESE it ZHEAnES 2o rituximabs AFRE = UL (BAHSE Y3, H1S
| @ =ama

=T =
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INSIP- nationwide cohort

Total 2,186 patients were
registered by the collaborating
Korean |ILD Research Group

Exclusion (n=1,925)
IPF (n=1,685)
COP (n=186)

Y

|  AIP(n=24)
DIP (n=19)
RB-ILD (n=9)
LIP (n=2)

NSIP patients (n=261)

Exclusion
3  Development of connective

tissue disease (n=9)

F/U lessthan 1 year
(n=157)

F/U more than 1 year
(n=95)

NS

Conservative care group Treatment group 3

(n=9, 9.5%) (n=86, 90.5%)

corticosteroid or

Immunosuppressive agents

Responder: 42
Non-responder:44

Respiratory Research (2017) 18:204



ORIGINAL RESEARCH ARTICLE

@ EUROPEAN RESPIRATORY JOURNAL
J. MANKIKIAN ET AL.

Rituximab and mycophenolate mofetil combination in patients
with interstitial lung disease (EVER-ILD): a double-blind,

randomised, placebo-controlled trial

Julie Mankikian', Agnés Caille*?, Martine Reynaud-Gaubert*>, Marie-Sara Agier®, Julien Bermudez*>,

Phi[ippe Bonni:nrl_'"s Ranhaal Raria %10 piarra_Viiac Rrillatll larmiiace Cadranall?

Isabelle Cot \iGIp hattern (pathology or HRCT )

Anne Gond

Karine Juvi - 1 .
Hilario Nun <1 D related or idiopathic

victor Valer MAMF + rituximab vs. MMF + placebo (63:59)

Vincent Cot
OrphalLun .
PRAtUNE 141 allocation

ymez'>,

suneau ®1%2°

Marc Naccache'®?2,
Traclet®’,
Bejan-Angoulvant®®:*°,

stigators and the



Pro

1.04

gression free survival

I_I_‘_‘_I
0.8
0.6
)
L
o
0.4+
0.2+ N
Log-rank test p=0.0346 —— Rituximab (n=63)
Hazard ratio 0.468 (95% CI 0.227-0.962) —— Placebo (n=59)
0.0_ 1 I 1 1 I I I 1
0 1 2 3 4 5 6 7
Time from inclusion (months)
At riskn
Rituximab 63 62 62 58 57 56 25 0
Placebo 59 58 56 49 45 43 17 0

FIGURE 3 Time-to-event analyses, from baseline, for progression-free survival (PFS), defined as >10% absolute
decline in forced vital capacity % pred, first acute exacerbation, mycophenolate mofetil discontinuation for

disease degradation, registration on lung transplant list or death.

FVC change

LSM change from baseline in FVC % pred (95% Cl)

—8— Placebo
—A— Rituximab

0 3
Months

FIGURE 2 Variation from baseline in forced vital capacity (FVC). Shown is the least-squares mean (LSM) change
from baseline in FVC (% pred) over the 6-month trial period in the rituximab+mycophenolate mofetil (MMF)

group and the placebo+MMF group.
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Relapses in patients treated with steroid

First author [ref.] Patients Number relapsed Length of Time to relapse Fatal outcomes Additional data
n* follow-up
Lazor [44] 48 28 (58%) with =1 relapse } 35+31 months 849 months No deaths 9 (19%) with =3 relapses
(68% still under (median 23)  (median 5; range attributable to COP or Relapses beyond 15 months of first
treatment at 1st relapse) 2-46) relapse relapse were rare
LoHr [45] 20 4 (13%) 3.4 years NG 10 out of 37 at 10.5 5-year survival: 73%
(median) years (5 pulmonary)
ZHou [47] 73 23 (31.5%) 50+27 months <6 months in 8 None Fever, elevated C-reactive protein
(range 9— of 13 following and worse D\ o associated with
96 months) CS cessation relapse
Barroso [48] 33 18 (56%) out of 32 54440 months <6 monthsin 8 7 (none due to COP Multifocal opacities predicted
responding to CS (all (44%) recurrence; infection relapse
responded to additional <lyearin 14 in 1) Shortened CS maintenance (or lower
therapy) (78%) dose) associated with relapse
Mean time to first More rapid CXR normalisation when
relapse: 10412 treated for relapse
months
(range 2-54)
Yoo [49] 73 14 (19%) 38.2 months NG Disease-related death 36 received prednisolone only
(range 13-69) in 11 patients 37 also received a cytotoxic agent
ZHanG [50] 53 35 (70%) NG NG 3 patients 50 patients treated with CS
Relapsers responded to increased CS
98.3% 5-year survival
DRaAKOPANAGIOTAKIS [51] 40 13 (43%) out of 30 within NG NG 1-year mortality: 2 In-hospital mortality 5.7%
1 year (5.3%)
Onisti [52] 40 15 (38%) NG NG NG BAL neutrophilia and high levels of
tissue fibrin deposits correlated with
relapse
Saito [53] 33 10 (30.3%) NG 476445 days NG Bilateral shadowing and traction
(range 17— bronchiectasis predictive of relapse
682 days)
NisHino [54] 14 7 (50%) 42 (5-84) NG NG Relapse associated with multifocal
months intra-alveolar fibrin deposits and

more extensive involvement on chest N

imaging | i ‘

P WW@(WM



Clarithromycin : Observational study

Table 4. Results of treatment and adverse events in patients with organizing pneumonia.

1]

All No. (%) | Patients treated with clarithromycin No. | Patients treated with prednisone No. | p- value
(%) (%)
62 40 22
Relapse 16 (26) 4(10) 12 (54.5) 0.0001
Multiple relapses 5(8) 1(3) 4(18) 0.049
Treatment failure 5 (8) 5(12) 0 0.214
Death as an adverse event of 1(2) 0 1(4.5) 1
treatment
Adverse events 9(15) 1(2.5) 8 (32) 0.00006
Hypertension 5(8) 0 4(18) 0.02
Diabetes 2(3) 0 2(09) 0.235
Increase in body weight >10% 5(8) 0 5 (23) 0.007
Bone fracture 1(2) 0 1(4.5) 0.759
Upper respiratory tract infection 8 (13) 0 8 (32) 0.0002
Urinary tract infection 2(3) 0 2(9) 0.235
Aller¢ . . 0 0.759
casu CLM (500 mg twice daily orally for 3months) 45) 0.759
Pulm (4.5) 0.759
obse PD (mean initial dose of 0.5-1 mg/kg/d for 6-12months
Range (months) 12-192 12-114 19-192
Mean + SD 60.26 + 33.53 56.55 +24.43 67.0+45.6 0.994
Diseases diagnosed during
observation
Sarcoidosis 1 (2) 1(2.5) 0.759
Thyroid cancer 1(4.5) 0.759
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Clarithromycin : historical comparison

In patients with cryptogenic or radiation-induced OP, a 12-week regimen
of clarithromycin and prednisone showed no benefit on remission rate

and relapse rate as compared to a 24-week prednisone only regimen.

CLA+PRED (n=16) PRED (n=21) P
median or % QR median or % 10OR
Freafnren
Emnp]utc, 0% 63 81 0.378
= 50% radiological improvement, % 38 14 0.214
<5()% radiological improvement, % 0 5 0.890
Relanses
III'I.‘!.-‘ relapse, %0 81 52 '|:|'-1='-1-'|]'|

Time to 1st relapse, weeks 17.0 (14 - 22.7] 18.3 [12.3 - 27.9] 0.931
Prednisone dose at relapse, mg/d 10 [7.5 - 10] 15 [8.8 - 20] 0.238
Number of relapses 1 [1-2] 2 [1-2] 0.688

’ ’ IQR: interquartile range, CLA: clarithromycin, PRED: prednisone
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Others

Case Report

A Case Report of Steroid-Resistant Cryptogenic Organizing
Pneumonia Managed with Intravenous Immunoglobulins

Christian Akem Dimala ,' Urvi Patel,’ Benjamin I.lt;!yd,l Anthony Donato !
William B. Kimmel,> Robert Hallowell,> and Caitlyn Moss'

Rituximab for steroid-resistant organising pneumonia
In @ woman with rheumatoid arthritis

Christine Elizabeth Loftis @ ," Emilia Dulgheru,” Adolfo Kaplan’

CYCLOPHOSPHAMIDE PULSE THERAPY AS TREATMENT FOR SEVERE
INTERSTITIAL LUNG DISEASES

Arik Bernard Schulze”, Georg Evers”, Andreas Kiimmel’, Felix Rosenow’, Jan Sackarnd’, Jan Philipp
Hering?, Christoph Schiilke®, Jonas Andreas Engelbertz’, Dennis Gorlich’, Peter J. Barth’, Georg Lenz"’,
Heidemarie Becker', Michael Mohr”, Lars Henning Schmidt*

H H H I

| Sarcoidosis Vasc D/ffuse Lung D/S 2018 35: 230-238
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HP ZIEHX|

o HIAE
-H|d /M DteldEEo| o Alsl= SRt ZIThS 9l5k0] 7| 2K H 2 H|A 2 (bronchoalveolar lavage fluid,
BAL fluid) EZ 74 20| AIdS Aot (2H+E ¥8 #1083 26t #1)

B H T7/7

-HHRY ARHHFHO| 2 YEl= BXtoM TS 21510 F7|2X|H B H(transbronchial lung biopsy,
TBLB)E A& 4 QUCt (2HSFE: HS An4F =2 20)

AR AN 6/7, ZAUR g 1/7

-H|M A qolIMdhEo| o MElE BHXHAM FITHS 2I5te AH7|BX|YSH MH(transbronchial lung
cryobiopsy, TBLC)2| Al &5HL} BICHSIR| b=Ch. (2HSE S H0SS AN BF)

THE AN 2/7, B=2 5/7

- 89N Aoldm™Eo| oM El= EXIo|A FITHS 2510 7| 2K M|IE H (bronchoalveolar lavage fluid) 2
= [&Et 4 QUL (2HSE K A0S =AUR A1)

SHNTT

- MM DRIAEZO| oAlE= BHXtoA XIEHS 9I310] 27| BHK|H|44 2 (transbronchial lung biopsy, TBLB)
of Al HBIAHL} BIHLR| QL (2ASE WS BnSS: AN 2F)

ZUS AN 1/7, BF 5/7, U 8l 1/7
2IEHFHEO| 2 MEl= XM ZITHS 9I510] AlsDt H=e| 2T AH0| A=7|2HoM= B2 2K
‘ transbronchial lung cryobiopsy, TBLC)E Al 4= ULt (2AH+ZE WS ADSE =78 #H)
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In diagnosis of HP

T Ed o= LTl 1T o — = O . e
WP EY EYHEHEFSIPRL 7| 2X[HEZMAEM| B B E=(outlier MH =)
HP IPF Mean Difference Mean Difference
15(t]u:!: t:‘rof‘tﬁll_aghr;:ipHp — II;:_:an SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI 10.1.3 NonspecificHP vs. IPF
TEEIRELE =5 151 11 88 42 7 00% 3570([26.25 4515 Bargagli 2007 rz .1 7 178 118 15 17% 1830307, 41.67] i _
Costabel 1992 78 10 24 15 15 22 00% 63.00 (5556, 70.44] Cal 2013 §3 2332 3 8 73 64 30% 44.00[35.02 52.08
Drent 1596 5582 1588 43 1078 1181 B2 32% 4504 (39,62 50.46] - Espoladore 2014 3263 3435 15 1072 658 14 21%  21.91[4.19,39.63] -
Haslam 1990 S 21 13 2 73 25% 38002455 5145 N Fireman 1994 58 12 1 13 13 3 1.9% 45.00(24.98, 65.02)
Hoogsteden 1993 372 178 8 61 82 8 25% 31.10[1810,44.10] —_— Gunther 1999 321 2375 32 147 162 36 00% 17.40[7.62,27.18]
Kombach 1996 75 5 10 21 4 79 0.0% 4.00[0.58,7.47] Hill 2004 622 207 115 176 7 94 3.2% 44.60[40.56, 48.64) -
Kucejko 2009 391 208 9 267 227 7 00% 12.40[9.22,34.02] Hoogsteden 1989 292 20 784 94 18  23%  20.80[5.36, 36.24] -
Magdalena 2003 349 7.3 9 174 32 19  32% 17.50[1252, 22.48] - Jara-Palmores 2008 473 235 64 173 154 76 31% 30.00[23.28 36.72) —
Okamoto 2015 8211 1445 35 9 89 54 00% 7311[67.77,70.45) Jehn 2022 469 262 a0 61 8 21%  26.90[9.27,44.53]
Papakosta 2014 434 222 19 1986 11 38 28% 2380([13.22 34.38] — Kopinski 2011 539 b.6 7 133 37 16 3.2% 40.60[35.39, 45.81) -
Perez-Arellano 1993 4547 30.37 5 1325 179 & 12%  3222[1.32,63.12) Novosadova 2019 2863 177 15 94 94 22  28% 18.90(9.12, 26.68] —
Fforte 1993 4 54 20 31 5.1 20 00% 13.00([9.74,16.26] Oshima 1999 7.2 9.8 4 T4 758 10 0.0% 63.80([53.11,74.49)
Robinson 1987 50 30 4 17 10.58 7T 12%  33.00[2.57,63.43] Pardo 2021 66 17 10 27 18 9 23% 39.00[23.21,54.79 e
Suga 1999 715 2161 § 8O 1191 21 00% 6260[4273, 6247 Phelps 2004 675 218 23 236 136 26 28% 4390(3357,54.23) —
Yamashita 2015 525 1.83 26 175 553 14 3.3% 3500([32.02, 37.98] - Raulf 1223 191 109 13 79 43 18 0.0% 11,20 [4.95,17.45]
Subtotal (95% C1) 128 176 19.9% 31.80[23.34,40.26] * Salisbury 2019 328 197 117 68 66 152 32% 26.00[2228,29.77 -
AR kA I Sherson 1992 58 13.22 7 17 1549 15 2B% 41.00[28.48,53.54] —_—
Testior overallefect 2= 7.37 (P < 0.00001) Sokhatska 2019 545 2141 53 2661 1152 8 28% 27.89(18.04,37.74] —_
_— Thomeer 2004 52 29 80 15 16 37 2.8% 38.00[28.45, 47.55) —
12‘2?\5?"“"" L 6 28 16 129 104 11 23% 3310[1752.48.58 o \Watanabe 2018 282 32 &1 104 12 78 33% 17.80[16.88,18.72] .
Bergantini 2021 2 gie a1 8 667 67 00%  -1.00 426 228 Welker 2004 42 1818 66 1293 1164 112 32% 3507[30.18, 39.95) ~
Furasawa 2017 297 265 76 168 169 107 31%  12.00[6.14, 19.66] — Wojtan 2016 G041 31.81 10 11.38 476 6 0.0% 49032895, 69.11)
Groot karmelink 2011 50 19 22 12 7021 28% 38.00[29.51,46.49] e Zissel 2000 38 727 9 71 58 11 Z4% 2770[12.80, 42.60)
Lohtonen 2014 47 30 3 24 19 17 1.0% 23.00[1213,58.13 — 662 768 51.0% 32.30[26.04, 38.55] *
Markart 2009 207 2116 7 68 128 16 22%  2290[6.02, 39.78) —_— Heterogeneity: Tau?= 158.92; Chi*= 36254, df= 18 (F < ;
Marell 2013 111 683 19 896 497 25 32% 2.14[-1.50,5.79) T Test for overall effect: Z=10.11 (P =< 0.00001)
Nukui 2019 204 208 32 38 18 8 30% 16.60[9.25 23.95) —
Ohshimoto 2009 67 38 3 8 6 B8 00% 59.00[5468 6332 1051 1251 100.0% 28.56 [24.26, 32.86] ¢
Okamoto 2015 2712 3049 57 9 89 54 30% 1812([9.96,26.38) — Heterogenelty. 1a . T w ’ ST
Pesci 1993 565 1859 15 81 54 9 0.0% 4840[38.35 5845 Testfor overall effect Z= 13 02 (P= U EIEIEIU1) Favours [IPF] Favours [HP]
Przbylski 2015 4047 18.74 6 1282 713 18  23% 27.65[12.30,43.00] - Test for subaroun differences: Chi*= 6.40. df= 2 (P = 0.04). F= 68.8%
Schmidt 2002 3444 1173 5 1092 1077 12 26% 2352[11.57,35.47] I
Sterclova 2009 246 264 16 30 3054 8 0.0% -5.40[-30.20,19.40)
YVasakova 2008 237 283 ¥ 223 232 7 1.4% 1.40[2571,28.51] I E—
Williems 2013 28 3157 11 104 1012 11 20% 17.60[1.99,37.19] —
Subtotal (95% CI 261 19,77 [11.63, 27.91] <>
Heteragenelty. Talr= 153,26, ChI* = 8536, o1 =
Testfor overall effect Z=4.76 (P = 0.00001)
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BAL in diagnhosis of HP

(sarcoidosis)2| 7|2 X|H| Z M| Ao H

NSH L 7553

=
=

Z7 g

(outlier §|H &)

HP Sarcoidosis Mean Difference Mean Difference
IV, Random, 95% C1 IV, Random, 95% CI 9.3.3 NonspecificHP vs. Sarcoidosis
is Bargadgl 72 291 7309 187 22 00%  B30F16TE 2938

:gg:m::ggé ?9; g; g i;g 1;; :10 3-?: 25;20"[3-32-132-?1: T Cal 2013 53 2337 34 38 1889 44 21%  15.00(5.20,24.80] -
Baurner 1998 335 2356 12 16 1536 41 1.4% 17.60 [3.37, 31.63) I Costabel 1585 Gl 15 8 4 d - 1r  14% 20.00 [5.32, 34.6H] _'_
Bertorelli 1988 445 151 11 314 139 18 19%  1310[2.21, 2399 — Drent 1987 543 215 54 376 183 77T 3E%  1670[1598,17.41]

Cantin 1984 614 2155 11 326 2014 23 13%  28.80[13.64, 4306 E— Espoladore 2014 3263 34.35 15 2622 2767 12 07% 6.41 16,98, 29.80] =
Cuoto 2015 TNE 1386 20 348 4731 41 12%  36.00[20.30,51.70) — Fireman 1994 58 12 3 48 15 B 1.0% 10.00 [-8.12, 28.12] —
Drent 1996 5582 1598 43 332 194 281 30% 22.62[17.33,27.91] - Fujimori 2003 713 144 9 263 18 25  0.0%  45.00[33.24, 56.76)]

Fujishima 2004 64.2 1852 7281 1763 24 13%  3B.10[2067,51.53 E— —_—
s A T I ok - Codars 1981 888 48 6 43 &1 16 31% 25000131 3049 |
Haslam 1990 45 2 13 2@ M 23 15%  16.00[215 29.85] —_ unther : : : : : 30225, 16.88]

Heron 2009 4625 1417 7 47 17 23 00% -075F13.34,11.84] Hoogsteden 1983 92 20 T 294 178 20 00% -020F16.96, 16.58]

Hoogsteden 1993 372 179 9 357 171 10 DO0% 1501428 17.29) Jara-Palmores 2009 473 235 64 278 18 82 26% 940206, 16.74] -
Kombach 1996 25 5 10 19 418 00% 6.00[2.42, 9.58) Jenn 20Z: 465 162 9 37 181 10 08% 102010027, 3067 —
Magdalena 2003 349 7.3 9 273 3T 18 3.0% T.BO[2.53 12.67] — Kopinski 2011 530 B.B 7 448 23 40 31% 9.101[4.17, 14.03] -
Ohtuska 1994 B2 87 12 41 18 12  00%  39.20[34.17, 44.23] —_— . I
Okarmoto 2015 8211 1445 35 42 2653 47 00%  40.11[3114, 4908 Kopingki 2021 M4z 15 W 33 15%  10.00F3.80, 2390

Perez-Arellano 1993 4547 3037 5 4311 5832 5 0.0%  236}5527,59.99] Milman 1995 38 19.04 6 26 1166 77 13%  12.0013.46,27.46)

Pforte 1993 44 54 20 37 36 20 34% 7.00[4.16, 9.84] - Magata 1996 BT B 292 7182 138 7 0.0% 48 40[25.78, 71.02)

Roblnson 1287 50 30 4 3|/ 124 20 05% 1400 F1598, 4298 I — Novosadova 2019 B3 177 15 218 111 113 22% 6.50 [-2.69, 15.69] _'_
Shinohara 2018 432 243 4 218 154 11 06% 2140409, 4689 . Ochima 1999 M2 aB 4 378 1340 17 1.B%  33.40[21.85, 44.08) —_—
Suga 1998 715 2191 5 301 156 16 00%  4140[2073 6207 ) g

Tanluchi 2008 652 41 1| 408 22 ?5 35%  24.40[22.20, 26.60] - Raulf1993 191108 13205 & 20 00% 1401828, 5.45]

Unoura 2011 7486 4253 429 7047 00% 3196 L1555 79471 Satake 1993 B5SE 194 12 378 205 26 1.5% 28.00[14.49, 41.51) _
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TBLB in diagnosis of HP

7|2 K| H YA (TBLB)2| Tt =&

LT
I

Diagnostic yield
IV, Random, 95% CI

Study or Diagnostic yield
Subgroup Diagnostic yield SE Weight IV, Random, 95% CI
subgroup =1

R. S. Kumar et al. 2020 05049 00983 56% 0.50[0.31-0.70]
M. B. Szturmowicz et al. 2019 04865 01633 39% 049[0.17-0.81]
A B.F. Botelho et al. 2021 04404 00956 56%  044[025-063]
E. S. Seixas et al. 2020 05000 0.1943 33% 0.50[0.12-0.88]
Adams 2018 04000 0.0577 66% 040[0.29-051]
Hanak 2007 05200 00729 62% 0.52[0.38-0.66]
Lacasse 1997 0.5300 0.0673 64%  0.53[0.40-0.66]
Marell 2008 01800 00669 64% 0.18 [0.05-0.31]
Total (95% CI) 44.0%  0.43[0.33-0.53]

Heterogeneity: Tau® = 0.012. Chi* = 18.67,df =7 (P < .01). F =63%
Test for overall effect: Z=8.55 (P < .01)

subgroup =2
Y. M. K. E. Akl et al. 2021 07917 0.0911 58%

- HIAR4 ABSHO| o4 E|s

0.79[0.61-0.97]

FUE A 6/7, ZUL B 1/7
- oA F2I8H0| o Mel= SRtol|A FITHS 25t

o A2

UBELE HCHBHR] QECh (2744E %S

2tXtof| A EICHS 2|5He
TBLB)E A/ £ UL} (2ASZT HS H04F: T

e

HISZ HIHE)

ZAHE AN 1/7, B2 5/7, ZHR vl 1/7

‘ Heterogenetny: lau = U.U31; GNl = 122.83, al = 16 (F < V1)1 =8/%
Test for overall effect: Z = 10.39 (F‘ <.01)

Test for subgroup differences: Chi® = 18.50, df = 2 (P < .01)
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|2 X I 4 F (transbronchial lung biopsy,
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TBLCIn dlagn03|s of HP

747|-1—|'X| LHElLﬂAH?-l (TBLC) o|

Subgroup

Diagnostic yield

|__I_E

SE Weight IV, Randnm, 95% ClI

IV, Random, 95% CI

subgroup = 2

B. L. Bondue et al. 2020
B. 5. R. Bennet al. 2021
M. K. Goel et al. 2021
S.E. Hussein et al. 2020
A K K Cirak et al 2020
H. E. Shafiek et al. 2019
Ravaglia 2019

Vlacic 2018

Dhooria 2018

Total (95% CI)

0.8395 01108  2.3%
0.9697 01728 1.3%
0.8294 0.0688 36%
0.9130 0.2063 1.0%
0.9146 0.1101 2.3%
1.0000 0.2828 06%
0.8800 00123 53%
0.9000 0.0424 45%
0.7800 0.0366 47%

25.6%

0.84 [0.62-1.06]
0.97 [0.63-1.31]
0.83 [0.69-0.96]
0.91[0.51-1.32]
0.91[0.70-1.13]
1.00 [0.45-1.55]
0.88 [0.86-0.90]
0.90 [0.82-0.98]
0.78 [0.71-0.85]
0.87 [0.84-0.89]

= XE0|H =20z =mE H 9IS
- Subgroup2

B
=Diffuse Lung Disease (DLD),

Heterogeneity: Tau® = < 0.001; Chi° = 836, df = 8 (P = 40); F = 4%
Test for overall effect: Z =63.41 (P =0)

roup =3

J.R.S. Davidsen et al. 2021

K. E. T. Hostettler et al. 2021

A. M. B. O'Mahony et al. 2021 0.67 [0.46-0.88]
S 5 Kr

LKG

cryobinpsy, TBLC)S| A|d2 iJEHH L} HCHSEX I &EE

Hern a
Kronboi

o XU AR 2T, 2% 51
A TP0IAHO| O AlE|= SHXOIA] ZITHS 5101 AlS

0.7518 0.0841 31%
04500 0.0998 26%
0.6706 0.1081 2.4%

0.75[0.59-0.92] =
0.45 [0.25-0.65] =
-

-
.-‘-.

Ramas\
Ussava = Jél o A
Hagme
Gnass :

=0t =59 SE¢t 20| A=7 A= B7|EX|E

eoaie ST AHZ(transbronchial lung cryobiopsy, TBLC)S Al&igt 4= QICL (2H4F W2 A5 ZUE #1)

Romagi
Total (€
Il b XY AN 5/7, B2 /7
| ‘ Total (95% CI) 100.0%  0.79 [0.75-0.83] | i

Heterogeneity: Tau® = 0.009; Chi® = 143.28, df = 29 (P < .01); I* = 80% ' !
Test for overall effect: Z = 35.54 (P < .01) 15 1 05

o
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Survival in HP patients according to Avoidance

Birds Mould Other/Unclear Unknown
nfHP 61(65.6%) 16 (17.2%) 6 (6.4%) 10 (10.8%)
fHP 45 (413%) 24 (22.0%) 9 (8.3%) 31 (28.4%)

% T ; | +
8- "’“—HHH—H—H_M—L._H_H_HHH- = © i L'H_H_-h_
E oo s i, : .

g 1 g
s v | i T T | #
= -] = o
- -
D . bird exposure
S o —— other exposure
—— known causal antigen mould exposure
unknown causal antigen — unknown exposurs
o | =
= I | | | T = I T | | T
0 2 4 6 8 10 0 2 4 ] 8 10
Time (years) Time (years)

A

P=0.056 Bird vs. unknown P=0.029
[T HHHW”MHHHHHMHMHHIHmm
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PFT changes in corticosteroid-treated HP

A B
120 o
110 0
5100 §ED
- a \ Nonfibrotic HP
%0 0 N S
BU H"“-,‘___ 40
20 -3 3 12 24 &0 43 12 4

6 -4 <12 W =24 -12
Time interval (months) Time interval (months)

100 &0

50
2 5" Fibrotic HP
: 3

70

40
B0
50 "
12 24 - &0 -43 i 12 24

M -12 38 - -12
Time interval (months) Time interval (months)

L] ﬁ |
‘ ‘ |‘||H‘||‘|MH“H‘|H“ H‘ HHHHHHIIIIII'||||H||||||;||||||| ||\\ IIIIIIIIIHIHII|||’J|||‘||I‘|III||IIIIlII.H.

‘H 0 8 36
NNNNRN

UL mD Il UMI'MHCXIEQWI@ 14



Sarcoidosis X| 2 X| &l

o HOAE

-QAMO 2 =R H=0| 9= H2 FICH=

ZoHA A 7/7

Al

HR7=3S At X2 A0{A 1A O
o X =27h 14 02 X|=0f Bl XHE/
AetE AaAZ|=71?

(ST A

2o A 2E2| 2tst
StA| #1)

Records identified through database searching
Mediine (251), EMbase (699),
Cochrane (76), KoreaMed (3)

Total (n=1,029)

L
Records after duplicates removed

(n=953)

L

Records screened
(n=953)

Records excluded
(n=8B77)

Full-text articles assessed
For eligibility
{n=61)

Studies included in
guantitative synthesis
(meta-analysis)
(n=0)

Full-text articles excluded, with reasons
(n=61)

HESEEE o= 87 g2 93 n=7)

AH20|E X2 E AE8IE %2 ¥ n=6)

HZR2CZ ¥EH |2 =2 placeboE THAF|F %2 @7
(n=19)

FHglE Hat X B E 2057 ¥2 #3(n=3)

HRRoZ FPAE20|S9] MB7ITHE 20sHx] Bl
ARE7|7H0] 113 o] o] opd B3R (n=13)

o] == #3017 of H2(n=7)

J L




Steroid in initial Tx of sarcoidosis

Oral corticosteroid  Placebo/no treatment Risk Ratio Risk Ratio Risk of Bias

_Study or Subqroup ___Events Total Events  Total Weight M-H Fixed, 95% Ci M-H, Fixed, 95% Cl ABCOEFGC

1.12.2RCT

James 1967 16 27 4 28 79%  356(1.38,9.17) S 1000060

Selroos 1979 17 19 1" 18 211%  1.46(0.98,2.18) .- 2922000

Zaki 1987 51 77 33 57 709%  1.14[0.87,150] [ 2000600

Subtotal (95% Cl) 123 99 100.0%  1.40[1.12,1.76) &

Total events 84 48

Heterogenelty. Chi*= 589, df= 2 (P = 0.05), I"= 66%
Test for overall effect Z= 290 (P = 0.004)

Total (95% Cl) 123 99 100.0% 1.40[1.12,1.76) é
Total events 84 48
Heterogeneity: Chi*= 589, df= 2 (P=0.05); = 66%
Test for overall effect Z= 2.90 (P = 0.004)

Test for subgroup differences: Not applicable

001 01 1 10 100
Favour placedbomno Tx Favour oral steroid
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ILD X|2X|%&l-29F

« |PF: & 72HA

« CTD-ILD : 7| X &= X2 + 872X, SSc- MMEF, tocilizumab, rituximab
« iNSIP : 2HZ0|E+HIAH K + &dF7F2HA

« COP: AH|Z0|E + HAAX K|

« RB-ILD : 29 + AHE0|E

- DIP: 3¢ + AHZO0|E
« LIP: + AHEO|E
« AIP: AHZ0|E

- HP: &2l 3|I| + AHZ0|E + HIK A

e Sarcoidosis : + AH Z0|E







